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Preface

The McGraw-Hill Healthcare Information Programs Division is pleased to publish the newest title in The
Expert Consensus Guidelines Series, Treatment of Agitation in Older Persons with Dementia. The develop-
ment of the practice guidelines described in this publication have employed the latest survey techniques and
reflect only the most current clinical standards. The result is a practical reference tool not only for clini-
cians, but also for administrators, mental health educators, and other healthcare professionals involved in
the care of patients who have dementia. These guidelines, assembled under the expert direction of the steer-
ing committee composed of Docherty, Frances, and Kahn, are designed to be easy to follow and to use.

Treating the agitated dementia patient is, of course, never easy. Episodes of agitation add to what is most
likely an already stressed family situation. In addition, the array of pharmacologic interventions can be dif-
ficult to understand and deploy, especially by physicians who work in primary care practice settings where
they see only an occasional dementia patient.

These guidelines offer a “one stop” reference. The guidelines take readers through the initial diagnosis of
agitation and offer guidance for the overall and long-term management—from environmental interven-
tions to suggested medications for several common scenarios. The specific syndromes of agitation, includ-
ing delirium, psychosis, depression, anxiety, insomnia, “sundowning,” aggression and anger, and pain, are
outlined in detail. Initial and secondary options are presented for each syndrome, along with advice regard-
ing multiple vs. single drug therapy, side effects, and inadequate response to therapy. The section A Guide
for Families and Caregivers (p. 81) is exceptionally well done and will be practical for use by both groups.

I have already used the draft copy of the guidelines several times in my own practice. The printed publica-
tion now will become a member of my reference library, no doubt proving to be a valuable addition as my
patient population continues to age. I hope you find the guidelines to be as beneficial.

William O. Roberts, M.D.

Editor-in-Chief
McGraw-Hill Healthcare

Information Programs
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Introduction

How often have you wished that you had an expert on hand to advise you on how best to help a patient
who is not responding well to treatment or is having a serious complication? Unfortunately, of course, an
expert is usually not at hand, and even if a consultation were available, how would you know that any one
expert opinion represents the best judgment of our entire field? This is precisely why we began the Expert
Consensus Guidelines Series. Our practical clinical guidelines for treating the major mental disorders are
based on a wide survey of the best expert opinion and are meant to be of immediate help to you in your
everyday clinical work. Let's begin by asking and answering four questions that will help put our effort in
context.

How do these Expert Consensus Guidelines relate to (and differ from) the other guidelines
for dementia and Alzheimer's disease that are already available in the literature?

These guidelines build upon existing guidelines (as have our previous guidelines*) but go beyond them in
a number of ways:

1.

We have focused exclusively on the problem of agitation rather than on broader issues such as the
evaluation and treatment of cognitive deficits.

We focus our questions on the most specific and crucial treatment decisions for which detailed
recommendations are usually not made in the more generic guidelines that are currently available.

We survey the opinions of a very large number (65-100) of the leading experts in each field and have
achieved a remarkably high rate of survey response (at least 84% for each of the disorders), ensuring
that our recommendations are authoritative and represent the best in current expert opinion.

We report the experts' responses to each question in a detailed and quantified way (but one that is easy
to understand) so that you can evaluate the relative strength of expert opinion supporting the guideline
recommendations.

The guidelines are presented in a simple and well-organized format that makes it easy to find exactly
where each patient's problem fits in and what the experts would suggest you do next.

Why should we base current treatment decisions on expert consensus instead of the relevant
treatment studies in the research literature?

There are three reasons why expert consensus remains important:

1.

Most research studies are difficult to generalize to clinical practice because they make internal validity
the highest priority and require rigorous patient selection criteria and experimental controls. We need
practice guidelines for help with precisely those patients who would not meet the narrow selection cri-
teria used in most research studies. The typical patient who causes us the most concern in clinical prac-
tice usually presents with comorbid disorders and/or has not responded to previous treatment efforts
and/or requires a number of different treatments delivered in combination or sequentially. Such indi-
viduals are almost universally excluded from clinical trials.

*Kahn DA, Carpenter D, Docherty JP, Frances A. The expert consensus guideline series: Treatment of bipolar disorder. J Clin
Psychiatry 1996;57(Suppl 12A)

McEvoy JP, Weiden PJ, Smith TE, Carpenter D, Kahn DA, Frances A. The expert consensus guideline series: Treatment of
schizophrenia. J Clin Psychiatry 1996;57(Suppl 12B)

March JS, Frances A, Carpenter D, Kahn DA. The expert consensus guideline series: Treatment of obsessive-compulsive dis-

order. J Clin Psychiatry 1997;58(Suppl 4)
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2. The available controlled research studies do not, and cannot possibly, address all the variations and con-
tingencies that arise in clinical practice. Expert-generated guidelines are needed because clinical prac-
tice is so complicated that it is constantly generating far too many questions for the clinical research
literature to ever answer comprehensively with systematic studies.

3. Changes in the accepted best clinical practice often occur at a much faster rate than the necessarily
slower paced research efforts that would provide scientific documentation for the change. As new treat-
ments become available, clinicians often find them to be superior for many indications that go far
beyond narrower indications supported by the available controlled research.

For all these reasons, the aggregation of expert opinion is a crucial bridge between the clinical research
literature and clinical practice in developing practice guidelines.

How valid are the expert opinions provided in these guidelines and how much can I trust
the recommendations?

The honest answer for many of the questions is that we simply don't know. Expert opinion must always be
subject to the corrections provided by the advance of science. Moreover, precisely because we asked the
experts about the most difficult questions facing you in clinical practice, many of their recommendations
must inevitably be based on incomplete research information and may have to be revised as we learn more.
Despite this, the aggregation of the universe of expert opinion is often the best tool we have to develop
guideline recommendations. Certainly the quantification of the opinions of a large number of experts is
likely to be much more trustworthy than the opinions of any small group of experts or of any single person.

Why do I have to use treatment guidelines?

First, no matter how skillful or artful any of us may be, there are frequent occasions when we feel the need
for expert guidance and external validation of our clinical experience. Moreover, our field is becoming stan-
dardized at an ever more rapid pace. The only question is, who will be setting the standards? We believe
that practice guidelines should be based on the very best in clinical and research opinion. Otherwise, they
will be dominated by other less clinical and less scientific goals (e.g., pure cost reduction, bureaucratic sim-
plicity). It should be of some comfort to those who are concerned about losing their clinical art under the
avalanche of guidelines that the complex specificity of clinical practice will always require close attention to
the individual clinical situation. Guidelines provide useful information but are never a substitute for good
clinical judgment and common sense.

We hope that our guidelines will be widely used and will be useful not only to clinicians and case managers
but also to policy makers, administrators, mental health educators, patient advocates, and clinical and
health services researchers. Ultimately, of course, the purpose of this whole enterprise is to do whatever we
can to improve the lives of our patients. It is our hope that the expert advice provided in these guidelines
will make our treatments ever more specific and effective.

John P Docherty, M.D.
Allen Frances, M.D.
David A. Kahn, M.D.
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How to Use the Guidelines

ORGANIZATION OF THE GUIDELINES

The guidelines are organized so that clinicians can locate their patients at any phase of illness and quickly
find the experts' treatment recommendations. At the beginning, we provide two executive summaries of
the recommendations that can be kept at your desk as a quick reference. The first summary is organized
according to clinical situations (p. 12) and the second according to the indications for specific somatic treat-
ments (p. 13) Next, we present treatment selection algorithms that summarize some of the same treatment
information in visual format (p. 14).

The treatment recommendations are then given in nine individual guidelines that present the strategies in
an easy-to-use tabular format.

Guideline 1:  Assessment of Agitation in Dementia

Guideline 2: ~ Overall Management Strategies

Guideline 3:  Selecting Environmental Interventions

Guideline 4:  Selecting Medications for Specific Syndromes of Agitation

Guideline 5:  Managing Inadequate Response to Medication

Guideline 6:  Long-Term Treatment Issues

Guideline 7:  Selecting Specific Medications within Different Classes of Drugs

Guideline 8:  Dose and Side Effects

Guideline 9:  Safety and Tolerability
The guidelines are followed by an appendix that contains the Mini-Mental State Examination (p. 38) and
a list of suggested readings (p. 39).

The data supporting the recommendations given in the guidelines are referenced by means of numbered
notes on the guideline pages. These notes refer to specific questions and answers in the expert survey that
were used to develop the guideline recommendations. The actual questions and results of the expert survey
are presented in their entirety in the second half of this publication (pp. 43-80).

Finally, we include an educational guide for families and caregivers (p. 81) that can be reproduced for dis-
tribution to families and caregivers. We gratefully acknowledge the American Federation for Aging
Research, the American Association for Retired Persons, and the National Citizens' Coalition for Nursing
Home Reform for working with us to develop these educational materials.

We begin at the point of treatment, assuming familiarity with assessment and diagnostic issues as presented
in DSM-IV* and other standard sources. We also encourage a thorough reading of available professional
and lay press publications on the diagnosis and treatment of agitation in dementia that are listed in the
Suggested Readings section of this guideline (p. 39). Because our questionnaires could not cover every pos-
sible topic of interest, there are a few occasions when we added our own recommendations based on our
reading of the available literature. You can easily identify the expert consensus recommendations because
they are always footnoted. Our own editorial additions are also clearly noted as such.

*American Psychiatric Association. Diagnostic and statistical manual of mental disorders. 4th ed. Washington, DC: American
Psychiatric Association; 1994
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METHODS

The Survey

The editors of the guidelines first created a skeleton algorithm based on the standard literature to identify
key decision points in the everyday treatment of patients with agitation due to dementia. We highlighted
points where the literature was indefinite and then developed a written questionnaire concerning these
treatment issues. The questionnaire used a 9-point scale slightly modified from a survey format developed
by the RAND Corporation for ascertaining expert consensus.™ The experts were told not to consider costs
when making their ratings. We presented the rating scale to the experts with the following instructions:

123 456 789
You should use scores in the range of 7-9 to indicate the degree of appropriateness, 4-6 the degree of equivocal
opinion, and 1-3 the degree of inappropriateness, with the following anchor points:
1 = extremely inappropriate—a treatment you would never use
2-3 = usually inappropriate—a treatment you would rarely use
4-6 = equivocal—a second line treatment you would sometimes use (e.g., if first line inappropriate or

ineffective)
7-8 = appropriate—a first-line treatment you would often use
9 = extremely appropriate—this is your treatment of choice (may have more than one per question)

We asked questions to determine the experts’ opinions about 33 clinical situations. The questionnaire was
sent to 100 leading experts on agitation in dementia, who were identified from the following sources: recent
research publications and funded grants, the DSM-IV advisers for dementia, delirium, and other cognitive
disorders, the Task Force for the American Psychiatric Association's Practice Guidelines for the Treatment of
Patients with Alzheimers Disease and Other Disorders of Late Life, and those who have worked on other
dementia guidelines. Of the 100 experts, 84 (84%) responded to the survey. Here is an example of our
question format:

6. DPlease rate each of the following for a patient with severe agitation dominated by prominent
psychotic symptoms, including actions resulting from delusions or hallucinations. Please rate each
item separately for both short-term/p.r.n. and long-term use.

LONG-TERM:  a) benzodiazepine 123 456 789
b) carbamazepine 123 456 789
¢) clozapine 123 456 789
d) conventional high potency antipsychotic 123 456 789
e) conventional low potency antipsychotic 123 456 789
f) divalproex 123 456 789
g) olanzapine 123 456 789
h) risperidone 123 456 789
i) trazodone 123 456 789

*Brook RH, Chassin MR, Fink A, et al. A method for the detailed assessment of the appropriateness of medical technologies.
International Journal of Technology Assessment in Health Care 1986;2:53-63
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The results of Survey Question 6 for long-term treatment options are presented graphically as shown below,
with the confidence intervals for each treatment option shown as horizontal bars and the numerical values
given in the table on the right. In analyzing the results of the survey questions, we first calculated the mean
(Avg), standard deviation (SD), and confidence interval (CI) for each item. The CI is a statistically calcu-
lated range which tells you that, if the survey were repeated with a similar group of experts, there is a 95%
chance that the mean score would fall within that range. We designated a rating of first, second, or third
line for each item on which there was consensus. This rating was determined by the category into which
the 95% CI of its mean score fell.

Please rate each of the following for a Comment: For longer-term management of psychotic symptoms accompanying
dementia and agitation, the experts recommend risperidone followed by a conventional

antipsychotic as first line options. Olanzapine is a highly rated second line option.
Atypical antipsychotics have a lower risk than conventional antipsychotics of causing

patient with severe agitation dominated
by prominent PSYCHOTIC SYMPTOMS,

including actions resulting from delusions extrapyramidal symptoms in long-term treatment of most patients with dementia.
or hallucinations. Please rate each item Divalproex and trazodone are options to consider if an antipsychotic is not effective. It
separately for both short-term/p.r.n. and should be noted that this expert survey was done before quetiapine and other newer
long-term use. atypical antipsychotics were available.
95% CONFIDENCE INTERVALS Tr. of 1st 2nd 3rd
Third Line Second Line First Line  Avg (SD) Choice Line Line Line
LONG-TERM
risperidone [ | 73 (1.6) 24 77 17
conventional high potency antipsychotic [ | 69 (1.7) 22 67 28 5
olanzapine L 66 (19 18 59 33 8
divalproex [ 5.7 (1.9) 9 38 48 14
trazodone [ | 5.1 (2.0) 2 25 53 22
carbamazepine [ 45 (21) 4 21 45 34
clozapine [ 43 (200 2 12 53 35
conventional low potency antipsychotic L] 40 (21) 1 16 41 43
benzodiazepine [ | 26 (14 o0 2 20 78
1 2 3 4 5 6 7 8 9 % % % %

THE RATINGS

The following types of ratings appear in the survey results:

First line treatments are those strategies that the expert panel feels are usually appropriate as initial treatment
for a given situation. Treatment of choice, when it appears, is an especially strong first line recommenda-
g pp p y g
tion (having been rated as “9” by at least half the experts). Treatments of choice are indicated with a star in
the survey results graphic. In choosing between several first line recommendations, or deciding whether to
use a first line treatment at all, clinicians should consider the overall clinical situation, including the
patient's prior response to treatment, side effects, general medical problems, and patient preferences.

Second line treatments are reasonable choices for patients who cannot tolerate or do not respond to the first
line choices. Alternatively, you might select a second line choice as your initial treatment if the first line
options are deemed unsuitable for a particular patient (e.g., because of poor previous response, inconve-
nient dosing regimen, particularly annoying side effects, a general medical contraindication, a potential
drug interaction, or if the experts don't agree on a first line treatment).

For some questions, second line ratings dominated, especially when the experts did not reach any consen-
sus on first line options. In such cases, to differentiate within the pack, we label those items whose confi-
dence intervals overlap with the first line category as “top-tier second line.”

MARCH 1998 « A POSTGRADUATE MEDICINE SPECIAL REPORT ¢ 9
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10

Third line treatments are usually inappropriate or used only when preferred alternatives have not been
effective.

No Consensus. For each item in the survey, we used a chi-square test to determine whether the experts'
responses were randomly distributed across the three categories, which suggests a lack of consensus. These
items are indicated by unshaded bars in the survey results.

Presentation of the Results

The survey results are presented graphically on pp. 44-80. For a detailed discussion of how to read the sur-
vey results, see p. 43.

HOW TO USE THE GUIDELINES

After the survey results were analyzed and ratings assigned, the next step was to turn these recommenda-
tions into user-friendly guidelines. For example, the results of Survey Question 6 presented above are shown
on p. 51 and are used in Guideline 4B: Selecting Medications for Specific Syndromes of Agitation: Psychosis (p.
22). The experts rated risperidone, followed by a conventional high potency antipsychotic, as first line med-
ications, with olanzapine, divalproex, and trazodone highly rated second line alternatives. Whenever the
guideline gives more than one treatment in a rating category, we list them in the order of their mean scores.

Let's examine how a clinician might use the guidelines in selecting a treatment for a hypothetical patient
with Alzheimer's disease living at home with a caregiver, who has been brought to the office because of the
recent onset of mild agitation with psychosis. In the table of contents, the clinician would locate Guideline
1: Assessment of Agitation in Dementia, and go through a brief differential diagnosis, section 1A, focusing
first on general medical conditions (as suggested in section 1B) and then on environmental and psychoso-
cial factors. If medical problems were stable, the clinician would then turn to Guideline 2, and begin acute
management with both environmental interventions (as outlined in Guideline 3) and probably medication.
To select medication, the clinician would use the table of contents to locate the main clinical features of the
agitation, in this case psychosis, and turn to Guideline 4B. For acute treatment, the clinician would then
either select a conventional high potency antipsychotic (first line) or consider an atypical antipsychotic,
based on side effect concerns and desired route of administration. Should the patient need long-term med-
ication, risperidone or a conventional high potency antipsychotic would be chosen. If the patient did not
respond to the initial treatment choice, the clinician could consult Guideline 5 to learn that the environ-
ment should be re-evaluated, and that the medication should be switched to (not combined with) a sug-
gested next choice. Once the patient has improved, Guideline 6 suggests how long the specific medication
should be continued before tapering. The remaining guidelines provide details on dosing, drug interactions,
emergent side effects, and safety issues.

LIMITATIONS AND ADVANTAGES OF THE GUIDELINES

These guidelines can be viewed as an expert consultation, to be weighed in conjunction with other infor-
mation and in the context of each individual patient-physician relationship. They do not replace clinical
judgment. We describe groups of patients, and make suggestions intended to apply to the average patient
in each group. However, patients will differ greatly in their treatment preferences and capacities, in their
history of response to previous treatments, their family history of treatment response, and their toler-
ance for different side effects. Therefore, the experts’ preferred recommendations may not be appropri-
ate in all circumstances.
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TREATMENT OF AGITATION IN DEMENTIA

We remind readers of several other limitations of these guidelines:

1. The guldehnes are based on a synthesis of the opinions of a large group of experts. From question to
question, some individual experts may differ with the consensus view.

2. Precisely because we are asking crucial questions that are not yet well answered by the literature, we
have relied on expert opinion. One thing that the history of medicine teaches us is that expert opinion
at any given time can be very wrong. Accumulating research will ultimately reveal better and clearer
answers. Clinicians should therefore stay abreast of the literature for developments that would make
our recommendations obsolete. We also plan to revise the guidelines periodically based both on new
research information and reassessment of expert opinion.

3. These guidelines are comprehensive but not exhaustive; because of the nature of our method, we omit
some interesting topics on which we did not query the expert panel.

Despite these limitations, these guidelines represent a significant advance because of their specificity and
the use of a large expert sample.

SUGGESTED TOUR

The best way to use these guidelines is first to read the 7able of Contents, Executive Summaries, and
Treatment Algorithms to get an overview of how the document is organized. Next, read through the indi-
vidual guidelines. Finally, we find it fascinating to compare our own opinions with those of the experts on
each of the questions; we strongly recommend that you use the detailed survey results presented in the sec-
ond half of this publication in this way.

No set of guidelines can ever improve practice if read just once. These guidelines are meant to be used in
an ongoing way, since each patient's status and phase of illness will require different interventions at dif-
ferent times. Locate your patient’s problem or your question about treatment in the 7zble of Contents, and
compare your plan with the guideline recommendations. We believe the guideline recommendations will
reinforce your best judgment when you are in familiar territory, and help you with new suggestions when
you are in a quandary. A clinician feedback form is included on the inside back cover. We hope that you
will complete it and return it to us.
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Agitation Executive Summary A:
Preferred Treatments by Clinical Situation

(bold italic = first line) CHAP = conventional high potency antipsychotic

SSRI = selective serotonin reuptake inhibitor
Overall Management b

Mild agitation environmental intervention + medication; consider environmental intervention alone
Severe agitation medication + environmental intervention; consider medication alone

Choice of Environmental Intervention

Both mild and severe agitation education and support for family and caregivers
Mild agitation structured routines, reassurance, socialization
Severe agitation supervision and environmental safery

Selecting Medications for Specific Presentations of Agitation

Delirium (other than medication toxicity) CHAP
Psychosis long-term risperidone; CHAP
acute CHAP
Depression without psychosis antidepressant alone: sertraline or paroxetine
with psychosis antidepressant + antipsychotic; or electroconvulsive therapy
Anxiety long-term buspirone
acute benzodiazepine (lorazepam; consider oxazepam)
Insomnia long-term trazodone
acute trazodone; consider benzodiazepine (zolpidem, lorazepam)
“Sundowning” long-term trazodone; consider risperidone, olanzapine, or CHAP
acute trazodone; consider CHAP, risperidone, olanzapine
Aggression or anger severe, long-term divalproex, risperidone, or CHAP
severe, acute CHARP, risperidone
mild, long-term divalproex, SSRI, trazodone, buspirone
mild, acute: trazodone
Osteoarthritic pain tricyclic antidepressants, SSRIs, trazodone
IM Medications for Acute Interventions haloperidol alone; consider lorazepam alone

Managing Inadequate Response to Initial Medication

Mild agitation no response switch to a second medication
partial response switch or combine

Severe agitation no response switch to a second medication
partial response combine with a second medication

Selecting the Next Medication after an Inadequate Response to:

Conventional antipsychotic atypical antipsychotic; consider divalproex, trazodone, another conventional antipsychotic

Atypical antipsychotic conventional antipsychotic, another atypical antipsychotic; consider divalproex, trazodone,
carbamazepine

Benzodiazepines atypical antipsychotic, conventional antipsychotic, divalproex, trazodone

Length of Trial to Determine Response
For long-term treatment antipsychotics and benzodiazepines: a few days to a few weeks.
buspirone, divalproex, antidepressants: minimum of 1-2 weeks up to 6 weeks
For acute treatment antipsychotics and benzodiazepines: approximately 2 days up to 1 week

When to Try Tapering If Good Response (approximate range of minimum and maximum treatment)
Mild agitation: antipsychotics and benzodiazepines: after 1-6 months
other medications: after 2-8 months
Severe agitation benzodiazepines: after 1.5-6 months
other medications: after 3-9 months

Safest Medications for Long-Term Use SSRIs, buspirone

12 * A POSTGRADUATE MEDICINE SPECIAL REPORT « MARCH 1998
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Preferred Treatments by Clinical Situation, continued

Safest Medication Choices for Patients with High Medical Comorbidity

Antipsychotics risperidone
Anxiolytics buspirone
Anticonvulsants divalproex
Antidepressants SSRIs
For sleep trazodone
Medication Least Likely to Cause Drug Interactions buspirone

Agitation Executive Summary B:

Consensus Recommendations by Somatic Treatments

Antipsychotics
Conventional high
potency antipsychotics

Atypical antipsychotics

Risperidone

Olanzapine

Antidepressants
SSRIs (sertraline and
paroxetine preferred)

Trazodone

Tricyclic antidepressants

Other Treatments
Benzodiazepines (lorazepam;
consider oxazepam)
Buspirone

Carbamazepine

Divalproex

Electroconvulsive therapy

(bold italics = first line)
delirium (other than medication toxicity)
long-term and acute management of agitation with psychosis
long-term and acute management of agitation with severe anger or aggression
inadequate response to an atypical antipsychotic
inadequate response to a benzodiazepine
consider for long-term and acute management of agitation with "sundowning"
consider for inadequate response to another conventional antipsychotic
inadequate response to a conventional antipsychotic
inadequate response to another atypical antipsychotic or to a benzodiazepine
long-term management of agitation with psychosis
consider for long-term and acute management of agitation with sundowning
consider for long-term and acute management of agitation with severe anger or aggression
consider for long-term and acute management of agitation with sundowning

safe for long-term use in comparison with most other types of medication
agitation with nonpsychotic depression; combine with antipsychotic for psychotic depression
long-term management of agitation with mild anger

management of agitation due to osteoarthritic pain

long-term and acute management of agitation with insomnia

long-term and acute management of agitation with sundowning

long-term and acute management of agitation with mild anger
management of agitation due to osteoarthritic pain

inadequate response to a benzodiazepine

consider for inadequate response to a conventional or atypical antipsychotic
management of agitation due to osteoarthritic pain

acute management of agitation with anxiety

consider for acute management of agitation with insomnia

safe for long-term use in comparison with most other types of medication
long-term management of agitation with anxiety

long-term management of agitation with mild anger

agitation in a patient with comorbid seizure disorder

consider for inadequate response to an atypical antipsychotic

treatment of choice when using an anticonvulsant to control agitation
agitation in a patient with comorbid seizure disorder

long-term management of both mild and severe agitation with anger and aggression
inadequate response to a benzodiazepine

consider for inadequate response to a conventional or atypical antipsychotic
agitation with psychotic depression
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Treatment Selection Algorithms

Expert Consensus Guideline Series

Management strategies
for agitation in dementia

Severe agitation

Y

Medication + environmental intervention
(supervision and environmental safety
+ education and support for family and caregivers)

Or consider medication alone

Mild agitation

Y

Medication + environmental intervention
(structured routines, reassurance, socialization
+ education and support for family and caregivers)

Or consider environmental intervention alone

o No _ | Switch to a 2nd Switch to a 2nd | No ‘

"l response | ~ | medication medication | response
Partial _ | Combine with a Switchor | Partial |
response | ~ | 2nd medication combine I response

S Good » Maintenance > B - Maintenance =< Good -
response response

A Next medication after an inadequate response

Y

If initial medication was:

B Maintenance period followed by tapering

Conventional
antipsychotic

Atypical antipsychotic;

consider divalproex, trazodone,
another conventional
antipsychotic

Atypical
antipsychotic

Conventional antipsychotic, other

atypical antipsychotic;
consider divalproex, trazodone,
carbamazepine

> Benzodiazepine

> Atypical antipsychotic, conven-

tional antipsychotic, divalproex,
trazodone

> Mild agitation

Antipsychotics and
> benzodiazepines
for 1-6 months

Other medications
for 2—8 months

> Severe agitation

Benzodiazepines
for 1.5—6 months

Other medications
for 3-9 months
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Preferred medications for
subtypes of agitation

Y

Implement appropriate environmental
interventions and consider the
following somatic treatments

_ | Delirium (other than _ | Treat underlying If medication _ | Conventional high potency
~| medication toxicity) “"|' medical condition needed, consider antipsychotic (CHAP)
Without psychosis > Antidepressant alone: sertraline or paroxetine
> Depression
With psychosis > Antidepressant + antipsychotic; or ECT
Acute ! Long-term
> Psychosis > CHAP > Risperidone; CHAP
Benzodiazepine
> Anxiety > (lorazepam; > Buspirone
consider oxazepam)
Trazodone;
> Insomnia > consider benzodiazepine > Trazodone
(zolpidem, lorazepam)
Trazodone; Trazodone;
> “Sundowning” > consider CHAP, > consider risperidone,
risperidone, olanzapine olanzapine, CHAP
Severe - CHAP; risperidone - Dlvalpro%(h:‘%)endone;
_ | Aggression
or anger
Mild - Trazodone - Divalproex; SSRI;
- ] trazodone; buspirone
» Osteoarthritic pain > Trlcyscgcl:qle; r?tt';i%ﬁjs:nts;
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Guideline 1: Assessment of Agitation in Dementia

1A. Differential Diagnosis

Agitation in Dementia

\

/

Onset or exacerbation of a

Introduction: Patients with dementia often have general medical illnesses
and/or neuropsychiatric syndromes that may be responsible for their agitation.
Therefore, before a treatment plan can be developed, it is crucial to conduct a
systematic differential diagnosis focusing on the common causes of agitation in

this context.

Change from baseline mental

Causes of Agitation
(appropriate guideline to consult
shown in parentheses)

Delirium (4A)

Pain (4H)

Other distress or discomfort due
to medical problems (1B)

Medication-induced or
substance-induced agitation (4A)

Drug interaction (9A)

Medication or substance

withdrawal (4A)

Environmental stressors (3), e.g.,
o Noise, overstimulation
0 Overcrowding
0 New surroundings

Psychosocial stressors (3), e.g.,
0 Change in routine
o Lack of structure
O Social isolation

16

general medical condition Yes status; impaired consciousness
superimposed on dementia? and cognition; and fluctuating Y
course? “ >
Also| consider
) in? Yes >
Also| consider Is there pain? -
Also| consider
>
Is patient receiving medication Yes >
or using substances?
>
Also| consider
>
Environmental or psychosocial Yos -
>
problems?

Also| consider >
Prominent neuropsychiatric Yes >
syndromes?

No

o Psychosis (4B)

0 Depression (4C)
0 Anxiety (4D)

O Insomnia (4E)

0 “Sundowning” (4F)

- Agitation (e.g., aggression) as a

direct result of dementia (4G)
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TREATMENT OF AGITATION IN DEMENTIA

Guideline 1: Assessment of Agitation in Dementia, continued

1B. Medical Causes of Agitation in Dementia'

Summary: The experts recommend an exhaustive differential diagnosis to pursue potential underlying medical causes of change in men-

tal status. The following conditions often cause delirium or agitation in patients with dementia.

Priorities in Evaluation

Other Possibilities to Consider

General medical
conditions to consider

o Medication-caused:
o Drug interaction
o Accidental misuse
o CNS-toxic side effect*

o Systemic disturbance (e.g., medication-
induced electrolyte imbalance)

o Urinary tract infection

o Poor nutrition, decreased oral intake of foods

and fluids
o Respiratory infection
o Recent stroke
0 Occult head trauma if patient fell recently
o Pain*

o Constipation™

o Congestive heart failure

o Orthostatic hypotension (e.g., low CNS blood
flow if sitting for a long time)

o Chronic obstructive pulmonary disease

m}

Hypothyroidism
Diabetes

m}

Current alcohol/substance-induced disorder

m}

[m]

Alcohol/substance withdrawal

m}

Occult long bone fracture if patient fell recently

Editors' Comment: It is also important to remember that agitation is often caused by more than one problem. The initial improvement

following treatment of one underlying condition may not be sustained if another problem is also contributing. For example, a patient may

be delirious due to a combination of congestive heart failure, drug-induced hyponatremia, and a drug interaction between an anti-

arrhythmic and an antidepressant medication.

'Question 1
*Editors' addition
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Expert Consensus Guideline Series

Guideline 1: Assessment of Agitation in Dementia, continued

1C. Assessments and Diagnostic Tests?

Summary: In the assessment of agitation, the top priority of the expert panel is a careful bedside evaluation of the patient's psychiatric,
general medical, neurologic, and cognitive status. The panel also recommends routine laboratory studies and serum drug levels for com-
monly used medications that can cause agitation if present in toxic levels. Additional more specific and specialized testing is recommended
as needed after evaluation of the results generated from these screening efforts. (Note that this guideline is directed toward comorbid med-

ical problems that may cause agitation, but does not cover the diagnostic workup for dementia itself.)

Priorities to Perform (bold = assessment of choice)

Consider as Needed

Assessment

At the bedside:
o Focused psychiatric history and examination
o General physical history and examination

o Routine cognitive examination and/or rating
scale (e.g., Mini-Mental State examination*)

o Focused neurological examination
Routine laborarory:

o Urinalysis

o Complete blood count

o Sequential multichannel autoanalyzer (SMA)
or similar chemistry screen

Serum drug levels if patient is taking:
o Digoxin
o Anticonvulsant
o Theophylline

o Tricyclic antidepressant

m]

Thyroid-stimulating hormone (TSH)

m]

Electrocardiogram (ECG)
o Serum vitamin B,, (Cobalamin)

o Urine culture

m]

Chest x-ray
o Brain computed tomography (CT) scan

Thyroid panel without TSH (T, T uptake)

]

m}

Serum folate

o Brain magnetic resonance imaging (MRI)

m]

Toxicology screen (alcohol, drugs of abuse)

Sedimentation rate

m]

*Editors' Comment: The Mini-Mental State examination (see Appendix, p. 38) provides a quick, quantitative measure of cognitive func-

tion and its change over time. Selected behavioral rating scales can also be useful (see Suggested Readings, p. 42, for references).

2Question 2

18
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Guideline 2: Overall Management Strategies®

Introduction: Throughout the survey, we asked the experts to consider their strategies for treating agitation in four contexts: short- and
long-term management of both mild and severe agitation. We used the following definitions:

Acute management A drug or environmental intervention you would use for rapid symptom control over a period ranging from
one time to a few weeks

Long-term management A drug or environmental intervention you would use continuously for more than a few weeks (including
chronic maintenance)

Mild agitation o Behavior that is somewhat disruptive to others, but is nonaggressive and poses little risk of danger
o Caregivers feel taxed by the frequency of the behaviors and constant need for redirection

Examples: patient moans, cries, argues, paces, speaks inappropriately to strangers, asks repetitive questions,
makes repetitive movements, uses telephone inappropriately, wanders but can be redirected

Severe agitation o Aggressive or endangering behavior that is very disruptive and/or poses a threat of physical harm to self
or others

o The agitation is a major source of difficulty to caregivers; commonsense verbal limit-setting and simple
redirection by caregivers are ineffective

Examples: patient screams, insists on trying to leave dwelling or often gets lost in public places, makes feed-
ing difficult, throws objects, grabs and scratches caregivers, bangs head or injures self

Summary: After pertinent medical conditions have been identified and managed (see Guideline 1), significant agitation may still be pre-
sent and require intervention. The experts recommend that the treatment for agitation in dementia combine both medication and envi-
ronmental intervention in almost all situations, regardless of the severity of the presentation or the length of treatment. This recommen-
dation is especially important because there is often a tendency to neglect environmental interventions in formulating a treatment plan for
such patients. For patients with mild agitation, the experts consider environmental intervention alone as sometimes sufficient (e.g., when
there is no danger to safety; when the family or caregiver prefers to avoid medication; when the agitation is environmentally induced and
the environment can be improved; or in patients at high risk for drug side effects or interactions). In severe agitation, medication alone is
sometimes appropriate (e.g., if the patient is in danger or the environment cannot be changed).

Mild Agitation Severe Agitation
Long-Term Management | Acute Management Long-Term Management | Acute Management
First line Environmental Environmental Medication Medication
(bold = treatment intervention intervention
. plus plus
of choice)
plus plus . .
Environmental Environmental
Medication Medication intervention intervention
Highly rated Environmental Environmental Medication alone Medication alone
second line intervention alone intervention alone

3Question 3
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Guideline 3: Selecting Environmental Interventions*

Summary: As indicated in Guideline 2, the experts recommend that most patients receive some sort of environmental intervention.
Agitated patients at any severity level may benefit from structure, individually targeted behavioral interventions, and education and emo-
tional support for family and caregivers. Some interventions are more suitable depending on the degree of agitation. In mild agitation, sev-
eral of the preferred strategies require active participation by the patient. In patients with severe agitation, interventions are more external,
promoting safety and control of the environment. Behavioral interventions can be viewed as careful experiments: caregivers must often
make educated guesses as to circumstances that trigger agitation, and sequential efforts to change selected elements in the environment
may be necessary before the right formula is determined. Note that physical restraint is to be used very cautiously, generally only when
agitation is severe and other efforts have failed. For a more detailed discussion of the types of behavioral intervention and education that
may be helpful, refer to the Guide for Families and Caregivers (p. 81).

Preferred Strategies (bold = intervention of choice)

For both mild and severe agitation Helping the family and caregivers

o Educate about dementia and agitation (see Guide for Families and Caregivers, p. 81)

o Encourage joining support groups

Structuring the physical and psychosocial environment

o Provide a predictable routine for the patient

o Separate disruptive and noisy persons from quieter persons

o Control door access, use safety latches to prevent egress (most important in severe agitation)
Behavioral interventions

o Reduce isolation; talk to agitated persons to distract them from frustration

o Identify specific precipitants to agitation

o Experiment with targeted changes to schedule and environment

Most important in mild agitation; Structuring the environment
sometimes consider in severe

.. o Use a night-light in bedroom during hours of sleep
agitation

o Provide orienting stimuli (e.g., clock, calendar, family pictures)

o Provide bright enough daytime lighting

Behavioral interventions

o Provide reassurance and verbal efforts to calm

o If a patient wants to pace, allow it as long as there is no elopement risk

o Encourage pleasant experiences (e.g., recreation, pets, art)

Most important in severe agitation

m]

Provide continuous supervision by an aide or relative

m]

Rarely, and only in severe agitation, apply carefully monitored physical restraint (e.g., Posey)

“Question 4
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Guideline 4: Selecting Medications for Specific Syndromes of Agitation

Organization of Guideline 4: Guideline 4 is divided into eight sections that address medication choices for different neuropsychiatric
presentations of agitation in dementia. We emphasize that the first consideration should always be treatment of comorbid general medical

conditions (see Guideline 1B).

Clinicians should keep in mind that patients may have more than one cause for agitation. Treatments may need to be carefully sequenced,
or sometimes combined, if multiple causes are present.

4A. Delirium’

Introduction: Delirium is a change in the patients baseline mental status caused by a general medical condition, in which there is an
impairment in the level of consciousness and cognition, often with a course that fluctuates rapidly over minutes or hours. Delirium indi-
cates the presence of a medical emergency that can lead to death or worsening dementia. The underlying medical condition that is caus-
ing the delirium requires urgent identification and treatment. The agitation that accompanies delirium should receive separate treatment
when it threatens the patient’s safety, interferes with medical treatment (e.g., pulling out intravenous lines), or causes significant subjective
distress. Unless agitation was present before the onset of delirium, the treatment for agitation in delirium is usually brief and the medica-
tion may be tapered when the medical condition has improved.

Summary: For delirium caused by common medical disorders, the experts prefer conventional high potency antipsychotics, followed
closely by the atypical antipsychotics risperidone and olanzapine. Conventional antipsychotics may be preferred because they can be

administered parenterally.

Common Causes of Delirium

First Line Medications

Also Consider

Congestive heart failure
Urinary tract infection
Upper respiratory infection

Chronic obstructive pulmonary disease

(COPD)*

Pneumonia*

Diabetes

Dehydration or electrolyte imbalance

Postoperative delirium?

Conventional high potency antipsychotic
(e.g., haloperidol)

Risperidone

Olanzapine

Medication (or substance) toxicity or
interaction’

Reduce or stop offending medication;
address substance use

Benzodiazepine withdrawal

Prescribe a benzodiazepine that has a short
half-life and is metabolized well in older

adults (e.g., lorazepam)

Prescribe a lower dose of whatever
benzodiazepine the patient was previously
using and taper slowly

*Further Recommendation: The experts strongly recommend avoiding benzodiazepines in COPD or pneumonia.
p gly g P p

>Question 5

TEditors’ recommendations
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Guideline 4: Specific Syndromes of Agitation, continued

4B. Psychosis®

Introduction: Psychotic symptoms in patients with dementia are often manifested as delusions related to forgotten recent events. For
example, patients may misplace or forget where they put things and believe that someone has stolen them, or may believe that their spouse
is having an affair because they don't recall seeing him or her for periods of time. Another common delusion is believing that family mem-
bers or caregivers have been replaced by impostors. Hallucinations are less common and are not the same as confabulated delusional
memories, such as reports of having seen nonexistent visitors or burglars at night (see Guideline 4F, “Sundowning”).

Summary: For long-term treatment, the experts recommend risperidone, followed by conventional high potency antipsychotics.
Extrapyramidal reactions and the long-term risk of tardive dyskinesia are potential concerns with conventional antipsychotics, especially
at higher doses. The risks may be lower with risperidone. Olanzapine, divalproex, and trazodone are highly rated second line alternatives.
For short-term treatment, the experts recommend conventional high potency antipsychotic medications, such as haloperidol, which have
the advantage of being available in parenteral form for emergencies or for patients who cannot take oral medication. Atypical antipsychotics
are highly rated second line choices for short-term use and are especially preferred in patients at high risk for extrapyramidal side effects.
It should be noted that this expert survey was done before quetiapine and other newer atypical antipsychotics were available.

Medication
Long-Term Management* Acute Management
First line medications o Risperidone o Conventional high potency antipsychotic

o Conventional high potency antipsychotic (¢.g., haloperidol)

(e.g., haloperidol)

Also consider o Olanzapine o Risperidone
o Divalproex o Olanzapine

o Trazodone

*See Guideline 6B for information on HCFA regulations regarding long-term use of antipsychotics.
Further Recommendations:

o For a patient whose agitation and psychosis occur in the context of dopamine agonist treatment for Parkinson's disease, the experts rec-

ommend olanzapine as the first line option, followed by clozapine and risperidone as second line options.”

o If the initial acute treatment is a conventional antipsychotic and the clinician then wishes to continue long-term treatment with a
different medication, the conventional antipsychotic can usually be stopped or tapered quickly and the new medication started
immediately."

®Question 6 ’Question 7 "Editors’ recommendation
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Guideline 4: Specific Syndromes of Agitation, continued

4C. Depression®

Introduction: Depressive symptoms in a patient with dementia are usually the same as those in younger patients but may be missed because
they resemble the symptoms of a general medical illness (e.g., weight loss, sleep disturbance, fatigue) or dementia (e.g., flat affect, loss of
interest, poverty of speech). In addition, depressive symptoms in a patient with dementia may fluctuate widely over short periods of time
and may not meet the full criteria for a major depressive episode. Depression can be very hard to separate from apathy and anhedonia sec-
ondary to dementia, a picture where the role of antidepressants is less clear. The presence of depressed mood is often what makes the syn-
drome clearer. The clinician should evaluate for vegetative symptoms (e.g., poor sleep or appetite), nonverbal signs of depressed mood (e.g.,
facial expression of suffering and sadness, sobbing), and verbally expressed feelings of hopelessness, helplessness, or guilt. Depression with
psychosis may be characterized by delusions of guilt, impoverishment, jealousy, and persecution.

Summary: The treatment of prominent depressive symptoms in an elderly patient with dementia and agitation will vary depending on the
severity of the depression and whether psychotic symptoms are present. For mild to moderate depression, the experts first line choice is an
antidepressant alone, but there is also modest support for adding psychotherapy. For severe depression without psychosis, the treatment of
choice is an antidepressant alone, but electroconvulsive therapy (ECT) should also be considered. For severe depression with psychosis
(often called delusional depression), the combination of antidepressant and antipsychotic medication is the treatment of choice, and ECT
is also a first line option.

Mild to Moderate Depression | Severe Depression, No Psychosis | Severe Depression with Psychosis

First line strategies Antidepressant alone* Antidepressant alone* Antidepressant* + antipsychotic

ECT'f

(bold = treatment of choice)

Also consider Some experts suggest adding ECTT
psychotherapy to the
antidepressant

*See Guideline 7 for details on selecting specific antidepressants.
g sp P

"Editors’ Comment: ECT may cause more severe and persistent memory loss and other cognitive impairments in a patient with demen-
tia than in a nondemented patient; however, this complication eventually subsides.

8Question 8
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Guideline 4: Specific Syndromes of Agitation, continued

4D. Anxiety’

Introduction: Generalized anxiety presents with verbal or facial expressions of worry, nervousness, or fear and/or somatic symptoms such
as palpitations, stomach problems, or feelings of tension. Patients may repeatedly request reassurance or complain of somatic symptoms.
Worries are often related to memory loss, such as needing repeated assurance that loved ones are safe or are planning to visit, that belong-
ings have not been lost, or that plans and schedules will be kept.

Summary: For long-term management, the experts prefer buspirone, with trazodone and the selective serotonin reuptake inhibitors
(SSRIs) as alternatives. For acute treatment, the experts prefer benzodiazepines. However, for safety reasons, benzodiazepines are not
recommended for long-term use (see also Guideline 7).

Long-Term Management* Acute Management
Preferred medications (none were | Buspirone Benzodiazepine'
first line)
Also consider Trazodone Trazodone

Selective serotonin reuptake inhibitor (SSRI)

*See Guideline 6B for HCFA regulations.
See Guideline 7 for details on selecting a specific benzodiazepine or a specific SSRI.

Further Recommendation: Buspirone and the SSRIs have a gradual onset of action. If the initial acute treatment is a benzodiazepine and
the clinician then wishes to continue long-term treatment with buspirone or an SSRI, either can be added while the benzodiazepine is
tapered.

?Question 9 *Editors’ recommendation
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Guideline 4: Specific Syndromes of Agitation, continued

4E. Insomnia!®

Introduction: Insomnia is a common source of distress in the elderly who often sleep less and have reduced sleep efficiency as part of the
aging process. Insomnia may also be due to an identifiable cause that should be treated appropriately, such as pain or distress associated
with a general medical condition, psychosis, depression, or anxiety.

Summary: The experts prefer trazodone for both long-term and acute treatment of nonspecific insomnia. Benzodiazepines are acceptable
as second line only for short-term use.

Long-Term Management Acute Management

First line medications Trazodone* Trazodone*

Also consider (Other medications very cautiously) Benzodiazepine'

*Some expert panel members suggested nefazodone as well, a related compound that we did not include in the survey as an option for
insomnia.

See Guideline 6B regarding HCFA regulations and Guideline 7 for details on selecting a specific benzodiazepine or other sedative-hypnotic
medication.

Editors’ Recommendation: Clinicians should also consider the principles of sleep hygiene (e.g., reduce daytime caffeine; avoid nocturia
by reducing fluid intake in the evening; reduce noise level; adjust lights up or down as needed; provide a soothing activity before bed; have
the patient spend less time in bed to match the actual need for sleep).

YQuestion 10

4F. “Sundowning”!!

Introduction: Sundowning consists of agitation, confusion, and disorientation that often start in the late afternoon and become especially
severe at night. It may be the result of a number of causes, including fatigue, loss of visual cues in the dark, and instability in circadian
rthythm. Sundowning may result in dangerous behavior such as falls from wandering or climbing over bed rails. It may be helpful to use
orienting environmental interventions such as night-lights or reassuring check-ins from caregivers. Medication can help promote sleep and
diminish confusion.

Summary: The experts recommend first trying trazodone for both long-term and acute management. Should this fail, antipsychotics are
recommended. If long-term use is necessary, atypical antipsychotics are preferred over conventional antipsychotics.

Long-Term Management

Acute Management

Preferred medications (none were
first line)

o Trazodone

o Trazodone

Also consider

o Risperidone
o Olanzapine

o Conventional high potency antipsychotic

o Conventional high potency antipsychotic
o Risperidone

o Olanzapine

"Question 11
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Guideline 4: Specific Syndromes of Agitation, continued

4G. Aggression or Anger Not Due to Other Causes
(e.g., Psychosis, Depression, Anxiety, Insomnia)'?

Introduction: This guideline deals with aggression or anger that is not primarily explained by another syndrome such as psychosis or
anxiety. Mild anger (i.e., without physical aggression) may be limited to specific situations (e.g., bathing, getting out of bed) or may be
continuous. Severe anger with physical aggression is characterized by acts directed at caregivers and other people (e.g., forcefully pushing
away a hand offering food; pushing, slapping, or scratching; extremely loud and disruptive yelling for extended periods).

Summary: The experts made no first line recommendations. For mild anger, the experts prefer divalproex or serotonergic medications
(SSRIs, trazodone, buspirone) for long-term treatment and trazodone for acute treatment. For the long-term treatment of severe anger with
physical aggression, they favor divalproex, followed by risperidone or conventional high potency antipsychotics. For acute treatment, they
favor conventional high potency antipsychotics or risperidone, both of which work rapidly.

Mild Anger, Not Aggressive Severe Anger with Physical Aggression
Long-Term Management | Acute Management Long-Term Management | Acute Management
Preferred Divalproex Trazodone Divalproex Conventional high
medications Selective serotonin Risperidone’ potency antipsychotic
(none were cake inhibit Risperid
first line) Eg?}?{;*e tibreor Conventional high isperidone
potency antipsychotic’
Trazodone
Buspirone
Also consider Only modest support for: Only modest support for: Olanzapine’ Olanzapine
Carbamazepine Benzodiazepine Carbamazepine Trazodone
Risperidone’ Conventional high Trazodone
Olanzapine! potency antipsychotic SSRI*
Risperidone

*See Guideline 7 for details on selecting a specific SSRI.
See Guideline 6B regarding HCFA regulations for long-term use of antipsychotics.

Further Recommendations:

o If the initial acute treatment is a conventional antipsychotic and the clinician then wishes to continue long-term treatment with a dif-
ferent medication, one of the preferred long-term choices (divalproex or risperidone) can be added while the conventional antipsychotic
is stopped or tapered.*

o Divalproex might be preferred in aggressive patients without prominent psychosis, while antipsychotics might be considered more
strongly in patients with prominent psychosis. Divalproex may also be used as an adjunct to antipsychotics in psychotic patients who
continue to be severely aggressive (see Guidelines 54 and 5B).*

o Since anger in dementia may be the result of feeling overwhelmed by or misinterpreting the environment, it can be very helpful to sim-
plify and structure surroundings and ensure that they are well lighted, reduce noise levels, follow a more predictable routine, and reduce
distractions.*

2Question 12 *Editors’ recommendation
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Guideline 4: Specific Syndromes of Agitation, continued

4H. Prominent Pain!3

Introduction: Musculoskeletal pain from chronic osteoarthritis is a common problem that is often resistant to drug therapy. Comfortable
positioning, physical therapy, local heat, and other pain management techniques can be helpful. Treatment with acetaminophen or
nonsteroidal anti-inflammatory drugs should also be tried. Despite these measures, patients may become agitated due to continued pain
and may benefit from treatment with certain psychotropic medications.

Summary: The experts had no first line recommendations, but preferred tricyclic antidepressants, selective serotonin reuptake inhibitors
(SSRIs), and trazodone over codeine compounds when dealing specifically with agitation.

Preferred medications (none were | Tricyclic antidepressant

first line . . S
) Selective serotonin reuptake inhibitor

Trazodone

BQuestion 13
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Guideline 5: Managing Inadequate Response to Medication

Introduction: Before changing or adding medication in a patient who is having no response or only a partial response, it is important to
consider the following questions and take appropriate action:

—_

. Has the medication been given for an adequate duration and at an adequate dose (see Guidelines 5C and 8)?
. Are medication side effects or drug interactions causing problems?

. Is the medication being taken as prescribed?

2

3

4. Have environmental stressors been evaluated and altered?

5. Have underlying medical disorders and delirium been ruled out or treated?
6

. Have neuropsychiatric syndromes related to dementia (e.g., psychosis, depression, anxiety) been properly identified and treated with
recommended medications?

7. If degree of response is uncertain or fluctuating, have you considered using a rating scale to objectively document change? (See Suggested
Readings, p. 42, for a list of representative scales.)

5A. Should You Switch Medication or Combine?

Summary: The experts usually avoid polypharmacy in this vulnerable patient group, preferring to use drugs one at a time in most situa-
tions. In mild or severe agitation with no response to the first drug, the experts clearly prefer switching to a new medication. In severe agi-
tation, however, the experts support adding a second medication if the patient has had a partial response to the first, since the recurrence
of full-blown agitation may be more dangerous than the potential risk of drug interactions. In mild agitation with partial response to the
first drug, the experts have no first line recommendation and support either switching or combining. When combinations are chosen, care
should be taken to select new medications that will not interact negatively with those already being taken (see Guidelines 5B and 94 for
safer combinations).

Editors’ Comment: Should a drug combination be needed, the clinician can lessen the risk of drug interactions by trying lower doses of
each agent rather than the usual “full” doses for single-drug therapy.

Mild Agitation Severe Agitation
No Response!* Partial Response! No Response!* Partial Response!
First line Switch to a second No first line Switch to a second Combine with a second
medication recommendation medication medication
Second line (Combinations generally Switch to a second Combine with a second Switch to a second
not preferred) medication medication medication
Combine with a second
medication

Editors’ Recommendation: Should a patient improve when two drugs are combined, the clinician may wish at some future point to taper
one of the medications slowly to find out if a single medication alone will be sufficient.

14Question 14 15Question 15
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Guideline 5: Managing Inadequate Response to Medication, continued

5B. Selecting the Next Medication

Summary: For patients who have not responded adequately to conventional antipsychotics (e.g., haloperidol), the experts recommend
switching to an atypical antipsychotic. Divalproex, trazodone, or another conventional antipsychotic are second line alternatives. For
patients who have not responded adequately to an initial trial of an atypical antipsychotic, the experts recommend switching to a conven-
tional antipsychotic, if this has not been previously tried, or to another atypical antipsychotic (e.g., risperidone to olanzapine or vice versa).
For patients who have not responded adequately to a trial with a benzodiazepine, the next step would be an antipsychotic, divalproex, or
trazodone. When the clinician wishes to add a second drug to an antipsychotic, either to augment a partial response or because single-drug
trials have failed, divalproex or trazodone is generally preferred as an add-on. If a patient is receiving ongoing treatment with a
benzodiazepine and a second drug is needed, the preferred choice is an antipsychotic or divalproex. The experts recommend using benzo-
diazepines for immediate p.r.n. use when extra sedation is needed in patients on antipsychotics. Antipsychotics are recommended for p.r.n.
use in patients on benzodiazepines.

Editors’ Comment: In choosing the second medication, it can be helpful to focus on the main symptoms being treated (e.g., switch to
antipsychotics for prominent psychosis, divalproex for prominent aggression, trazodone for uncomplicated insomnia). If the initial switch-
ing strategy fails, the other choices may be tried.

If Switching If Combining
Previous Preferred Agents Also Consider Consider for Ongoing Preferred for PR.N. Use’
Medication (none were rated first line Treatment*
except where indicated)
Conventional o Atypical antipsychotic o Divalproex o Divalproex o Benzodiazepine
antipsychotic!® (first line) o Trazodone o Trazodone
o Another conventional
antipsychotic
Atypical o Conventional o Divalproex o Trazodone o Benzodiazepine
antipsychotic!” antipsychotic o Trazodone o Divalproex
o Another atypical o Carbamazepine
antipsychotic
Benzodiazepine!® | o Atypical antipsychotic o Carbamazepine o Conventional or o Antipsychotic
o Conventional o Antidepressant atypical antipsychotic
antipsychotic o Divalproex
o Divalproex
o Trazodone

*There was little consensus on combination strategies. Their main use is in severe agitation when there has been a partial response to the
first medication (see Guideline 5A4).

Further Recommendations:

o When switching from an antipsychotic, if there has been a partial response, the antipsychotic should be tapered while starting the new
agent. However, if there has been no response to the antipsychotic, it may be stopped altogether when the new drug is started.*

o Benzodiazepines should be tapered when switching to a new drug, unless they have been prescribed at extremely low doses (e.g.,
lorazepam 0.25-0.5 mg at bedtime).*

Editors’ recommendations, adapted from *Editors’ recommendation 7Question 17
Question 19 16Question 16 8Question 18
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Guideline 5: Managing Inadequate Response to Medication, continued

5C. Defining Inadequate Response: How Long to Try a Medication

Introduction: Agitation in dementia is often a chronic problem requiring long-term management and it may take many weeks of treat-
ment at gradually adjusted doses to determine if a given medication and dosage schedule are useful. Sometimes, very brief use of medica-
tion may be helpful to stabilize a patient during an acute crisis.

1. For longer—term management19

Summary: Among medications used to treat agitation, some work rapidly while others have a delayed onset of action. The experts gener-
ally recommend trials of 2 weeks or longer for divalproex, buspirone, and antidepressants. Antipsychotics, trazodone, and benzodiazepines
may produce a response in 1 week or less.

How Long to Try a First Medication Before Switching to or Adding Another Medication If
Response Inadequate

Medication Shortest Longest (weeks)

Antipsychotic (atypical or

conventional) 4-7 days 2-4
Benzodiazepine 3—4 days 1-3
Buspirone 1.5-2.5 weeks 4-6
Divalproex 1-2 weeks 3-6
Selective serotonin reuptake

inhibitor 10-14 days 4-6
Tricyclic antidepressant 10-14 days 4-6
Trazodone 7-10 days 34

2. In an acute situation?®

Summary: To determine if a medication will be helpful in an acute situation, the experts recommend trying an antipsychotic for at least
2 or 3 days and a benzodiazepine for at least 1 or 2 days. If the response to the initial treatment is not adequate, the clinician should wait
no longer than 1 week before deciding on the next step.

How Long to Try a First Medication Before Switching to or Adding Another Medication If
Response Inadequate

Medication Shortest (days) Longest (days)
Antipsychotic (atypical or

conventional) 2-3 6-8
Benzodiazepine 1-2 4-6
YQuestion 20 20Question 21
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Guideline 6: Long-Term Treatment Issues

6A. Medications for Long-Term Safety*!

Summary: It is important to monitor the long-term safety of continuous psychotropic medication use in elderly patients, both as general
practice and specifically to comply with HCFA requirements for long-term care facilities. The experts indicate that selective serotonin
reuptake inhibitors (SSRIs) and buspirone are least likely to cause serious problems with continued long-term use. Other drugs require
more careful monitoring. The experts rate the newer antidepressants, such as bupropion, nefazodone, and venlafaxine, as less safe than the
SSRIs but considerably safer than the tricylic antidepressants (e.g., amitriptyline). Among anticonvulsants, divalproex is preferred over car-
bamazepine. Atypical antipsychotics are viewed as considerably safer than conventional antipsychotics.

Medication Comment

First line o Selective serotonin reuptake inhibitor o Preferred over other antidepressants and strongly preferred
over the tricyclic antidepressants (TCAs)

m}

Buspirone o Among anxiolytics, strongly preferred over benzodiazepines

Second line o Divalproex o Among anticonvulsants, preferred over carbamazepine

o Other newer antidepressant (e.g., bupropion,
mirtazapine, nefazodone, venlafaxine) o Among antidepressants, preferred over TCAs

m}

Atypical antipsychotic (other than clozapine) o Strongly preferred over conventional antipsychotics

21Question 22
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Guideline 6: Long-Term Treatment Issues, continued

6B. When to Taper Medication If the Patient Has Had a Good Response

Summary: Although some patients require long-term treatment, it is important periodically to taper and try to discontinue medication
following a period of satisfactory improvement. In general, the experts suggest attempting to taper medication as soon as 2 to 3 months,
particularly in milder agitation, and certainly within 6 to 9 months even in a patient who had severe agitation. The recommended period
of treatment tends to be somewhat shorter for antipsychotics and especially for benzodiazepines. Repeated relapses suggest the need for
continuing medication indefinitely.

Editors’ Comment: In deciding whether to continue or taper medication for agitation, the editors recommend considering the following
factors:

o For patients in nursing homes, clinicians should consult HCFA Long Term Care Guidelines,* which are briefly summarized here:

o Benzodiazepines and other sedative-hypnotics for sleep: If used for more than 10 continuous nights, gradual dose reduction should
be attempted at least three times within 6 months before concluding that the dose reduction is contraindicated.

o Benzodiazepines and other anxiolytics (excluding buspirone) for uses other than to promote sleep: gradual dose reduction should be
attempted at least twice within 1 year before concluding that the gradual dose reduction is contraindicated.

o Antipsychotics: Gradual dose reductions should be attempted at least twice within 1 year unless the patient has had psychotic symp-
toms (hallucinations or delusions) that have stabilized on medication and that are due to dementia or another psychiatric disorder.

o Antidepressants: There are no time points for discontinuation, only a requirement for documentation of the rationale for continued
use.

= Behavioral monitoring charts are recommended to document continued need for medication.

o If response is uncertain, have you considered using behavioral monitoring charts as an objective aide to document the level of agita-
tion and the effects of medication and help rule out incidental fluctuations? (See Suggested Readings, p. 42, for a list of selected rating

scales.)
Length of Time to Treat Before Trying to Taper and Discontinue?
Mild Agitation Severe Agitation
Medication Fewest Months Most Months Fewest Months Most Months
Antidepressant (not for depression) 2-3 6-8 34 7-9
Antipsychotic (atypical or conventional) 1.5-2 4-6 2-3 6-8
Benzodiazepine 1-2 3-6 1.5-2 4-6
Buspirone 2-3 5-8 2.5-4 6-9
Divalproex 2-3 6-8 34 7-9
Trazodone 2-3 6-8 2.5-4 7-9

Further Recommendations: Tapering should be done gradually (e.g., 25% every week or two). Most of the experts do not recommend
continuing medication indefinitely, especially in milder agitation.

*Department of Health and Human Services, 22Question 23
Health Care Financing Administration. Long

Term Care Guidelines. Transmittal No. 274,

June 1995 (see p. 39 for information on

requesting a copy)
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Guideline 7: Selecting Specific Medications within Different Classes of
Drugs

Summary: Individual medications even within a given group may vary considerably in tolerability, efficacy, and the risk of interaction with
other drugs. Among antidepressants, the experts recommend sertraline or paroxetine as first line choices, with nortriptyline, venlafaxine,
and fluoxetine as the top-rated second line alternatives. Lorazepam and buspirone are preferred over the other anxiolytics for agitation.
Zolpidem and lorazepam are preferred among sedatives for sleep—both have intermediate half-lives (8—12 hours) and simple metabolism.
Divalproex is the treatment of choice among anticonvulsants for use in agitation.

Preferred Agents (bold = treatment of choice) Also Consider
Antidepressant? Sertraline (first line) Top second line choices bordering first line:
Paroxetine (first line) Nortriptyline
Venlafaxine
Fluoxetine
Other highly rated second line choices:
Nefazodone
Desipramine
Trazodone
Bupropion
Fluvoxamine
Anxiolytic for generalized daytime Lorazepam Oxazepam
agitation (none were first line)?4 Buspirone
Sedative-hypnotic or anxiolytic to Zolpidem Temazepam
promote sleep (none were first line)? Lorazepam Oxazepam
Chloral hydrate
Anticonvulsant® Divalproex Carbamazepine (highly rated second line)
Gabapentin

Further Recommendation: The choice of a specific antipsychotic agent is dependent on the nature of the presentation and whether the
management situation is acute or long-term. Refer to Guideline 4 for recommendations about factors that influence this selection.

2Question 24 2Question 25 26Question 26
24Question 25
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Guideline 8: Dose?” and Side Effects

Summary: Manufacturers' dosing recommendations are usually intended for younger patients. Dosages for the drugs shown below are
much lower for elderly than for younger patients. The starting doses recommended by the expert consensus panel may be sufficient in

many cases, but doses can be gradually increased toward the target dose based on the clinician’s judgment of how well the patient is
responding to and tolerating the medication. The highest doses should be reserved only for patients who have not responded to lower doses
but are tolerating those doses well. The editors list the most common or important side effects and refer readers to comprehensive refer-
ences such as the Physicians’ Desk Reference (see p. 41) and Drugs of Choice from the Medical Letter (see p. 40) for more complete

information.
Recommended Oral Doses (mg/24 hr)
Average Highest
Starting Target Final
Medication Dose Dose Dose Most Important Side Effects?
Buspirone 10 30 50—-60 Headache, dizziness, nausea; rarely overstimulation
(Doses usually
divided b.i.d.)
Divalproex 250-375 625-825 1250-1750 | Nausea, tremor, weight gain, hair loss, thrombocytopenia,
(Doses usually drowsiness, rarely hepatic dysfunction
divided b.i.d.)
Divalproex blood 20-50 50-85 80-120
level meglml meglml meglml
Carbamazepine 100-200 400-600 800—-1000 | Rash, drowsiness, blurred or double vision, headache, ataxia, nausea,
Carbamazepine 2-5 7-8 10-11 mild leukopenia, rare agranulocytosis
blood level meglml meglml meglml
Haloperidol® 0.5-1.0 1.5-2.0 5-7 Drowsiness, postural hypotension, extrapyramidal effects (EPS),
tardive dyskinesia, weight gain, anticholinergic effects®
Lorazepam 0.5-1.5 1.5-2.5 3-5 Drowsiness, ataxia, amnesia, disinhibition, paradoxical excitement,
depression, dizziness, withdrawal symptoms, rebound insomnia or
excitement
Olanzapine 2.5-5.0 5.0-7.5 12.5-15 Drowsiness, weight gain, dizziness, anticholinergic effects, postural
hypotension, EPS (rare)
RisperidoneCl 0.25-0.5 0.5-1.5 2-3 Blurred vision, dizziness, drowsiness, postural hypotension,
headache, nausea, EPS (occasional), weight gain (occasional)
Trazodone 25-50 50-100 250-300 Drowsiness, headache, GI upset, occasional postural hypotension and
ventricular arthythmias, priapism in men (rare)

Editors’ Note: Antidepressants are not covered in this table because of the complexity of the subject. Appropriate doses of selective sero-
tonin reuptake inhibitors for elderly patients vary widely. Tricyclic antidepressants should only be used with careful monitoring of blood

levels.

2Abramowicz M, ed. Drugs of choice from the
Medical Letter. New Rochelle, NY: Medical
Letter, Inc; 1997

bFlupht:nazine is also frequently used, with
approximately the same dose ranges as for
haloperidol. For IM injection of haloperidol
alone, the experts recommend a dose of 0.7-
2.4 mg. For IM injection of lorazepam alone,

2’Question 27

34

they recommend a dose of 0.5-1.5 mg.
Although not generally recommended, when
the clinician feels it is necessary to combine
haloperidol and lorazepam in an IM injection,
the experts recommend using the lower end of

the IM dose range for both drugs.?®

“Anticholinergic effects are defined by the
Drugs of Choice from the Medical Lester as dry

28Questions 27 and 28

mouth, mydriasis, cycloplegia, urinary reten-
tion, constipation, tachycardia, memory
impairment, and delirium.

dEditors’ recommendations; doses shown are
lower than those suggested by the expert panel,
reflecting new data that became available after
the survey was conducted (Janssen
Pharmaceutica, on file).
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Guideline 9: Safety and Tolerability

9A. Medications Least Likely to Cause Drug Interactions®

Introduction: Watching out for drug interactions is a high priority in older patients for at least four reasons: 1) older patients usually
metabolize drugs more slowly than younger patients; 2) this population is often on multiple medications, increasing the likelihood of hav-
ing an adverse interaction; 3) older patients are often more frail and therefore may be more sensitive to the adverse consequences of an
untoward interaction; and 4) ironically, drug interactions may be misidentified and mistakenly attributed to an underlying medical illness.
There are two types of interactions. A pharmacokinetic interaction is the alteration by one drug of the absorption, distribution, metabo-
lism, or elimination of another drug. A major example is the inhibition of hepatic cytochrome P450 (CYP) isoenzymes by various selec-
tive serotonin reuptake inhibitors (SSRIs), which may increase the levels of other medications metabolized by these enzymes. A pharma-
codynamic interaction is the alteration by one drug of the nature or magnitude of the response to another drug because of the first drug’s
effects on the second drugs site of action. An example would be additive diarrhea in a patient receiving both an SSRI and a laxative.

Summary: The experts rated buspirone as the first line choice to avoid drug interactions. Highly rated second line choices are the antide-
pressants sertraline, bupropion, venlafaxine, paroxetine, and nefazodone; atypical antipsychotics; high potency conventional antipsy-
chotics; and divalproex. We have highlighted a few key interactions for each medication; clinicians are advised to check the Physicians’ Desk
Reference (see p. 41) or other similar sources for comprehensive lists of specific interactions caused &y and 7o each medication.

Medication Editors’ Comment
First line Buspirone Metabolized by CYP3A; its level may be raised by CYP3A inhibitors (e.g., ketaconazole,
macrolide antibiotics, nefazodone). Is not known to alter CYP enzymes itself, but has
not been extensively studied in this regard. Use cautiously with other drugs that may
cause nausea.
Higher second Antidepressants
line, less . Sertraline Modest inhibition of CYP2DG6 at higher doses. Examples of substrates whose levels may
problematic . .. . . . .
. be increased: tricyclic antidepressants, many opiates, antiarrhythmics, and beta-blockers.
(drugs in each
class are listed in Bupropion Lowers seizure threshold; use cautiously with other drugs that do the same. Levels of
order of mean hydroxybupropion (major active metabolite) may be raised by CYP2DG6 inhibitors (e.g.,
scores; differ- fluoxetine). Is not known to alter CYP enzymes itself, but has not been extensively
ences were not studied in this regard.
statistically . g . . . . .
significant) Venlafaxine Modest inhibition of CYP2DG6; also potential for increased venlafaxine level if combined
& with other inhibitors of CYP2D6. May raise blood pressure so that increased dose of
antihypertensive medication may be needed.

Paroxetine Substantial inhibition of CYP2DG6; will increase levels of 2D6 substrates.

Nefazodone Substantial inhibition of CYP3A at higher doses. Examples of substrates whose levels
may be increased: tricyclic antidepressants, sertraline, acetaminophen; many calcium
blockers, antiarrhythmics, benzodiazepines, and opiates.

Atypical and high May exacerbate sedation or hypotension caused by other medications; potential additive

potency conventional akathisia or extrapyramidal symptoms with SSRIs. Haloperidol (and perphenazine, a

antipsychotics medium potency antipsychotic) moderately inhibits CYP2DG6. Effects of atypical
antipsychotics on CYP enzymes are not well known.

Anticonvulsant

Divalproex Dissociates in the stomach to valproic acid. Levels may be raised by aspirin. Can
potentiate sedative effects of other medications. Use cautiously with highly protein-
bound drugs, since valproic acid can displace them, raising their free fraction. Use
cautiously with medications that may cause hepatotoxicity.

continued
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Guideline 9: Safety and Tolerability, continued

9A. Medications Least Likely to Cause Drug Interactions,? continued
Medication Editors’ Comment

Lower second Fluoxetine Inhibits many CYP enzymes: substantial inhibition of CYP2D6 and CYP2C9/10,

line, more moderate inhibition of CYP2C10, mild inhibition of CYP3A/4. Therefore, may raise

problematic levels of many other antidepressants, and of many benzodiazepines, antipsychotics,

antiarrhythmics, antihypertensives, and analgesics. Drug interactions persist many
weeks after discontinuation due to prolonged half-life of elimination.

Fluvoxamine Effects similar to those of fluoxetine except without prolonged half-life.
Carbamazepine Induces several CYP enzymes; reduces levels of a variety of other medications.
Low potency conven- Both have a wide variety of potential pharmacodynamic interactions and should be

tional antipsychotics* and | used with careful monitoring in patients receiving multiple medications.
tricyclic antidepressants

Benzodiazepines May cause greater sedation, confusion, and ataxia in combination with other
medications.

Further Recommendations: Do not combine monoamine oxidase inhibitors (MAOIs) (including selegiline [Eldepryl] used in Parkinson's
disease and Alzheimer's disease) with SSRIs, venlafaxine, buspirone, or tricylic antidepressants. A washout time of 1 to 2 weeks is recom-
mended between stopping MAOIs and beginning these other medications, and 5 weeks or more between stopping fluoxetine and
beginning an MAOIL*

29Question 29 "Editors’ recommendation
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Guideline 9: Safety and Tolerability, continued

9B. Safest Medications—Least Likely to Cause or Exacerbate Specific Complications

30

Summary: Sometimes preferred medications for agitation (Guideline 4) are problematic for patients with serious comorbid conditions. Table 9B lists potentially effective

alternatives for agitation that are less likely to exacerbate comorbid conditions as well as medications that are more likely to cause difficulty.

Likelihood of causing or exacerbating problem: +++ = preferred; unlikely to cause problems  ++ = usually not a problem but possible ~ + = more likely - = often
Antipsychotics Anxiolytics Anticonvulsants Antidepressants

Complicating Problem RSP OLZ HP LpP BSP BNZ DVP CBZ SSRIs TCAs TRZ

Falling due to gait problem other T+ ++ + — ++ - ++ + - - "
than parkinsonism

Very poor memory ++ ++ ++ — ++ — ++ ++ +++ — ++

Nausea or poor appetite ++ ++ T+ T+ ++ ++ ++ + + i+ +

Lethargy ++ + + — ++ - + + ++ + -

Constipation ++ ++ ++ — ++ ++ ++ ++ +++ - ++

Concern over weight gain ++ + T+ — o+ ++ i 4 i+ - i+

Prostatic hypertrophy ++ + T+ _ r -+ -+ + 4+ _ o

Potential drug abuse or T4+ T4+ T+ ++ ++ - ++ 4 ++ 4 ++
dependence

Congestive heart failure 4 4 T+ — ++ 4 ++ 4 ++ —t ++

. . * *
Orthostatic hypotension T+ ++ T+ — + + r r + _ _
Cardiac conduction disease + i+ ++ - ++ ++ ++ + - - +
. * * T

Anglna ++ ++ ++ — ++ ++ ++ ++ ++ — ++

Liver disease—elevated liver ++ ++ ++ + ++ + — - ++ + ++
function tests

Renal insufficiency T+ ++ F+ + + + r r + + +

Seizure disorder ++ ++ ++ - ++ ++ ++ ++ ++ + ++

Chronic obstructive pulmonary T+ 1+ T+ + ++ - ++ 4 ++ 4 ++
disease

Insomnia¥ +++ +++ ++ +++ + +++ +++ +++ — +++ +++

RSP: risperidone

OLZ: olanzapine

HP: conventional high potency
LP: conventional low potency

BSP: buspirone

BNZ: benzodiazepines
DVP: divalproex
CBZ: carbamazepine

SSRIs: selective serotonin reuptake inhibitors

TCAs: tricyclic antidepressants

TRZ: trazodone

*Atypical antipsychotics asked about as a
class in these conditions

"Nortriptyline low second line in this

condition

*Editors’ recommendations

30Questions 30-33
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Appendix: Mini-Mental State Examination*

Orientation

What is the (year-1) (season-1) (date-1) (day-1) (month-1)? (5 points possible)

Where are we: (state-1) (county-1) (city-1) (hospital or clinic-1) (floor-1)? (5 points possible)
Registration

Name three objects: 1 second to say each. Ask the patient for all three after you have said them.
Give 1 point for each correct answer. (3 points)
Repeat until all three are learned. Count trials and record number

Attention and calculation

Serial sevens backward from 100 (stop after five answers). Alternatively, spell WORLD backward. (5 points)
Recall

Ask for the three objects repeated above. One point for each correct answer. (3 points)

Language and praxis

Show a pencil and a watch and ask subject to name them. (2 points)

Ask the patient to repeat the following: “No ifs, ands, or buts.” (1 poinz)

(Three-stage command) “Take this paper in your right hand, fold it in half, and put it on the floor.” (3 poinzs)
Read and obey the following: “Close your eyes.” (I point)

Write a sentence. (1 point)

Copy this design (interlocking pentagons). (I poinz)

Total score (30 points possible)

(A score of between 25 and 30 on the Mini-Mental State examination is considered normal in older adults;
a score between 18 and 24 reflects mild impairment; and a score of less than 18, moderate to severe impairment.)

Please describe most important findings:

*Folstein ME, Folstein SE, McHugh PR. The “Mini-Mental State”: Mini-Mental State reproduced with permission from the Journal of
a practical method for grading the cognitive state of patients for the Psychiatric Research

clinician. ] Psychiatr Res 1975;12:189-98
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How to Read the Survey Results

The survey results are given in their entirety on the pages that follow. The components include:

® the question as it was posed to the experts

® the treatment options ordered as they were rated by the experts

® a bar chart depicting the confidence intervals for each of the choices
® 3 table of numeric values

® 2 comment by the editors

The 95% Confidence Intervals

We first determined the mean, standard deviation, and 95% confidence interval (CI) for each item. The CI
is a statistically calculated range which tells you that, if the survey were repeated with a similar group of
experts, there is a 95% chance that the mean score would fall within that range. The 95% Cls for each treat-
ment option are shown as horizontal bars. When the bars do not overlap, it indicates that there is a statis-
tically significant difference between the mean scores of the two choices.

Rating Categories

We designated a rating of first, second, or third line for each item on which there was consensus. This rat-
ing was determined by the category into which the 95% CI of its mean score fell. To be rated in the first
line category, the entire CI had to fall at or above a score of 6.5 or greater. For an item to be rated second
line, the CI had to fall between 3.5 and 6.49. For an item to be rated third line, a portion of the CI had to
fall below 3.5. In assigning a rating for each item, we followed a stringent rule to avoid chance upgrading
and assigned the lowest rating into which the CI fell. For example, if the bottom of the CI even bordered
on the next lower category, we considered the item to be in the lower group.

Note that treatments of choice (items rated “9” by at least half the experts) are indicated by a star. Items on
which there was no consensus by a chi-square test of the distribution across the three categories are shown

by unshaded CI bars.

Numeric Values

Next to the chart we give a table of numeric values for the mean score (Avg) and standard deviation (SD)
for each item, and the percentage of experts who rated the option first, second, and third line, as well as
treatment of choice. (Note: the percentage for treatment of choice is also included in the total percentage
for first line.)

Comment

The comment explains how the results relate to the recommendations presented in the Guidelines.

How to Read the Figure

Look at the section of the graphic for Survey Question 6 that presents the ratings for the long-term treat-
ment of an agitated patient with dementia who has prominent psychotic symptoms (p. 51). The placement
of the boxes shows that the experts rated risperidone and conventional high potency antipsychotics as first
line options. The bar for olanzapine straddles the boundary between the first and second line categories,
resulting in a top-tier second line rating. The boxes for these three options overlap, indicating that the rat-
ings for these treatments are not statistically significantly different. Other highly rated second line options
are divalproex and trazodone. Note that the boxes for divalproex and carbamazepine do not overlap, indi-
cating that there is a statistically significant difference in the ratings for these two choices. The box for ben-
zodiazepines falls entirely in the third line category.
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In your INITIAL EVALUATION of an

agitated patient with dementia in the
office or nursing home, which of the
following are most important to focus on as
possible causes of recently altered mental
status?

Comment: The experts recommend an exhaustive differential diagnosis to pursue the
underlying cause of a change in mental status, with particular attention to urinary
tract infections, drug interactions, accidental misuse of prescribed medications, a
recent stroke, an occult head injury from a recent fall, respiratory infection,
medication-induced electrolyte disturbances, and poor oral intake of foods and/or

CONFIDENCE INTERVALS Tr. of 1st 2nd 3rd

First Line  Avg (SD) Choice Line Line Line

urinary tract infection

7915 51 8 18 0

medication interaction

accidental misuse of prescribed medications
recent stroke

occult head trauma if fell recently
respiratory infection

medication-induced electrolyte disturbance

poor nutrition, decreased oral intake

of foods and fluids

[ | 7.8 (1.4 39 88 11

[ | 78(1.5 39 89 6

[ | 75(1.2) 25 88 11

[ | 75(1.5) 31 87 11

[ | 74(15 33 70 30

[ | 7115 22 72 25
[ |

N O N = N =

71(1.5) 18 75 23 2

congestive heart failure

current alcohol/substance-induced disorder
alcohol/substance withdrawal

chronic obstructive pulmonary disease
diabetes

occult long bone fracture if fell recently
hypothyroidism

orthostatic hypotension

physical abuse by caretakers/relatives

verbal or emotional abuse by caretakers/relatives

6.7 (1.5) 15 54 44 2
65((2.0) 18 62 24 14
65(1.9) 14 60 30 11
6.4 (1.6) 10 51 44 5
6.4 (1.5) 8 54 43

6419 13 57 35 8
63(1.7) 11 52 40

6.0(1.9) 11 48 43 10
58(1.8) 10 35 56 10
5620 10 30 52 18

7 8 9 % % % %

= Treatment of Choice L1 - No Consensus

Note: Ist Line percentage includes Treatment of Choice percentage
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ASSESSMENT: Suppose you are seeing a

new patient in your office or a nursing
home. The patient has had dementia for
some time, but in recent weeks has
developed a subacute change in mental
status characterized by increased confusion
and agitation. Please rate each of the
following assessments as tests you would
now perform (or need to see very recent

TREATMENT OF AGITATION IN DEMENTIA

Comment: There are many assessments and tests from which to choose in evaluating
a change in mental status. We asked the experts to prioritize a list of common assess-
ments. The options that were rated first line are those the experts recommend per-
forming, or at least considering, as part of the routine evaluation of most patients. The
results of these initial assessments can then guide the clinician’s selection of additional
tests that are more focused, specific, and often expensive. Note that some assessments
provide positive guidance in identifying the etiology of the change in the patient’s sta-
tus (e.g., urinalysis, urine culture), while others provide negative guidance (e.g., the
absence of drug toxicity suggesting that the clinician should focus on other causes of
mental status change such as respiratory disease or stroke).

results of). 95% CONFIDENCE INTERVALS Ti of 1st 2nd 3rd
Third Line Second Line First Line  Avg (SD) Choice Line Line Line

focused psychiatric history and examination ﬂ 8.7(0.7) 80 99 1 0
general physical history and examination 83(1.5) 69 93 4 4
focused neurological examination 8.1(1.3) 52 93 6 1

routine clinical cognitive examination
(unscored) 81(17) 65 8 10 2
urinalysis 7.9(1.6) 54 8 14 2
anticonvulsant level (if taking one) [ | 7.7 (1.4 39 84 13 2
SMA or similar chemistry screen [ | 7.7 (15 42 80 19 1
complete blood count [ | 7.7 (15 42 81 18 1

formal cognitive scoring instrument such as
Mini-Mental State examination [ ] 75(1.4) 31 77 21 1
digoxin level (if taking) [ | 75(1.6) 36 80 17 4
theophylline level (if taking) [ 73(18) 38 75 20 5
tricyclic antidepressant level (if taking one) g 6.7 2.0 29 57 36 7
thyroid-stimulating hormone (TSH) 6423 26 58 27 14
electrocardiogram [ ] 5.8(2.0) 12 40 46 13
serum vitamin B, , (cobalamin) L 5624 17 45 30 25
urine culture [ ] 5,522 12 36 41 23
chest x-ray [ | 55(2.1) 11 30 51 19
thyroid panel without TSH (T, T, uptake) 1] 53(2.3) 14 35 37 28
brain computed tomography scan [ | 5.3 (1.8) 8 19 64 17
serum folate L1 51(2.5) 14 35 35 30
brain magnetic resonance imaging [ ] 4.7 (1.7) 1 12 63 25
toxicology screen (alcohol, drugs of abuse) [ ] 4.7 (1.7) 4 14 55 31
sedimentation rate [ | 43(18 0 13 51 36
electroencephalogram l]:l 38(1.6) I 6 49 45
2 3 4 5 6 7 8 9 % % % %

= Treatment of Choice

L1 = No Consensus

Note: Ist Line percentage includes Treatment of Choice percentage
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GENERAL TREATMENT PLANNING: Please
3 rate each of the following overall
approaches to treating agitation in an
elderly patient with dementia. Give ratings
in the 7-9 range for the approaches you use
most often in your own practice and lower
ratings to approaches you use less often. By
“environmental intervention,” we mean a
wide range of psychosocial and behavioral
treatments, i.e., anything that is not a
medication (see Survey Question 4 for

Comment: The experts emphatically recommend that the treatment for agitated
dementia combine both medication and environmental intervention in almost all sit-
uations, regardless of the severity of the presentation or the length of treatment. This
recommendation is especially important because there is often a tendency to neglect
environmental interventions in formulating a treatment plan for such patients. For
patients with mild agitation, the experts consider environmental intervention alone as
sometimes sufficient. However, in severe agitation, medication alone is sometimes
appropriate, for example, if the patient is in danger or the environment cannot be

changed.

detailed options). 95% CONFIDENCE INTERVALS Tr. of 1st 2nd 3rd
Third Line Second Line First Line  Avg (SD) Choice Line Line Line
LONG-TERM FOR MILDER AGITATION
combined medication and environmental
intervention [ | 74(17) 36 74 23 4
environmental intervention alone [ | 62(2.0) 15 50 40 10
medication alone [ | 4.6 (1.8) 1 18 55 27
SHORT-TERM/P.R.N. FOR MILDER AGITATION
combined medication and environmental
intervention | 7.5(1.5 38 76 23
environmental intervention alone [ | 6.3 (2.0 14 52 41 8
medication alone [ 5.4 (2.0) 4 35 46 20
LONG-TERM FOR SEVERE AGITATION
combined medication and environmental
intervention 8.0(1.5) 54 87 12 1
medication alone [ ] 58(2.1) 12 41 41 18
environmental intervention alone [ ] 4.1 (2.3) 7 18 30 51
SHORT-TERM/P.R.N. FOR SEVERE AGITATION
combined medication and environmental
intervention 8.0 (1.5) 56 88 9 4
medication alone [ ] 6.5((22) 22 57 33 10
environmental intervention alone I 4.1 (2.3) 6 19 31 50
2 3 4 5 6 7 8 9 % % % %

= Treatment of Choice

L1 - No Consensus

Note: Ist Line percentage includes Treatment of Choice percentage
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SPECIFIC CHOICE OF ENVIRONMENTAL

INTERVENTION. Assume that at some
point you wish to use environmental
interventions (with or without medication).
Please rate the appropriateness of each of
the following interventions.

TREATMENT OF AGITATION IN DEMENTIA

Comment: The experts selected many types of environmental intervention.
Education for family and caregivers is essential for both mild and more severe agita-
tion. Under the burden of care, families and caregivers often develop depression, anx-
iety, or irritability that may interfere with the patient’s care. Clarifying the expecta-
tions for patient care and assisting caregivers to make arrangements for help and
respite may have a significant impact on the patient’s care. Otherwise, the particular
type of environmental intervention to select varies somewhat depending on the sever-
ity of the agitation. Control and supervision are more often necessary for patients with
severe agitation, whereas distraction, reassurance, and orienting stimuli may be most
effective for patients with mild agitation. Physical restraints are generally to be
avoided in mild agitation and used only with caution in severe agitation.

95% CONFIDENCE INTERVALS

Tr. of 1st 2nd 3rd
Third Line Second Line First Line

Avg (SD) Choice Line Line Line

MILDER AGITATION

education about dementia and agitation
for family/caregivers

8.5(1.00 71 98 2 0

structure a predictable routine for patient

distraction, verbal efforts to focus patient away
from frustration

reassurance, verbal efforts to calm patient

if patient wants to pace, allow it as long as there
is no elopement risk

behavior-oriented treatment: identify precipitants
and consequences, alter schedules and
environment to avoid negative outcome

support group for family/caregivers

provide orienting stimuli (e.g., clock, calendar,
family pictures)

bright enough daytime lighting

use a night-light in bedroom
during hours of sleep

control door access, use safety latches
to prevent egress

8.00(1.2) 45 90

7.991.4) 47 89 10 1
(7.99(1.3) 46 86 13 1

79(1.2) 44 85 15 0
(7.7)1.3) 37 84 16 0
(7.514) 33 75 25 0

(73)(1.7) 33 75 22 4
(7.2)1.7) 30 73 23 4

7.)1.9) 29 71 24 5

69)(1.9) 25 69 27 5

separate disruptive and noisy persons from
quieter persons

stimulation-oriented treatment (e.g., pleasant
recreation, pets, art)

cognition-oriented treatment (e.g., reality
orientation, cognitive remediation)

continuous supervision by an aide or relative

emotion-oriented treatment
(e.g., reminiscence therapy)

|
[
|
[
[
|
[
[
(|

]
r 69)(1.8) 25 64 33 4
67)(1.5) 11 60 37 4

5.7)23) 11 46 32 22

[
[ ] G719 7 34 53 13
[ ]

(5.3)2.00 4 33 44 22

carefully monitored physical restraint
(e.g., Posey)

(2.8)(1.9) 0 6 20 73

= Treatment of Choice

L1 = No Consensus

Note: Ist Line percentage includes Treatment of Choice percentage
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4€0ntinum' 95% CONFIDENCE INTERVALS Tr. of 1st 2nd 3rd
Third Line Second Line First Line  Avg (SD) Choice Line Line Line

SEVERE AGITATION

control door access, use safety latches
to prevent egress

(82)(1.3) 55 94 5 1

education about dementia and agitation
for family/caregivers

@.1(1.7) 67 90 5 5

(7.8)(1.5) 43 83 16
(751.7) 36 75 23 2

continuous supervision by an aide or relative
support group for family/caregivers

separate disruptive and noisy persons from
quieter persons

7.4(1.5) 28 82 16 2

behavior-oriented treatment: identify precipitants
and consequences, alter schedules and
environment to avoid negative outcome

structure a predictable routine for patient

(7.3)(1.8) 37 76 20 5
(7.3)(1.9) 37 73 20 6

distraction, verbal efforts to focus patient away
from frustration (7.0)(1.9) 32 66 28 6

hours of sleep (6.8)2.1) 28 64 25 11

if patient wants to pace, allow it as long as there
is no elopement risk

6.7)22) 32 60 30 10
64)(22) 24 55 35 10

reassurance, verbal efforts to calm patient

[ |
[ |
|
[ |
[ |
L
bright enough daytime lighting (6.9(2.00 30 67 23 10
use a night-light in bedroom during
[ |

carefully monitored physical restraint
(e.g., Posey) (5.6)(2.3) 13 41 36 23
provide orienting stimuli (e.g., clock, calendar,
family pictures) ] (5.6)2.3) 13 41 35 24
stimulation-oriented treatment (e.g., pleasant
recreation, pets, art) [ | (4.6)(2.00 0 20 47 33
cognition-oriented treatment (e.g., reality
orientation, cognitive remediation) [ (4.0)(2.2) 2 13 41 45
emotion-oriented treatment
(e.g., reminiscence therapy) [ (3.1)(1.7) 0 4 29 68
1 2 3 4 5 6 7 8 9 % % % %
= Treatment of Choice L1 - No Consensus Note: Ist Line percentage includes Treatment of Choice percentage
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Suppose a patient with previously stable

dementia experiences several weeks of
increasing confusion and agitation due to
DELIRIUM brought on by one of the medical
conditions shown below. Assume the
medical condition is receiving proper
treatment, but that the agitation warrants
an additional medication. Please rate each
of the following medications for agitation in
each situation on the basis of both safety

TREATMENT OF AGITATION IN DEMENTIA

Comment: Patients with dementia may develop a superimposed delirium that is
brought on by a medical condition (e.g., congestive heart failure, upper respiratory
infection [URI], urinary tract infection [UTT], chronic obstructive pulmonary disease
[COPD]). Although the causes of delirium require emergency medical treatment,
delirium-induced agitation may also require symptomatic treatment while the under-
lying medical condition is being treated. For treatment of delirium-induced agitation,
the experts prefer an agent that will act relatively quickly and cause few drug inter-
actions. Their first line choice is a conventional high potency antipsychotic, perhaps
because these medications can be administered by injection. Risperidone is the top
second line choice. The experts do not favor the use of benzodiazepines in delirium,
perhaps because these medications may increase disorientation.

and efficacy. 95% CONFIDENCE INTERVALS Tr.of 1st 2nd  3rd
Third Line Second Line First Line  Avg (SD) Choice Line Line Line
CONGESTIVE HEART FAILURE
conventional high potency antipsychotic [ | 7.0(1.8) 25 72 24 4
risperidone el 6.1 (2.0) 8 46 43 11
olanzapine e 5.1 (2.3) 5 27 49 23
benzodiazepine [ | 4.3 (2.3) 1 20 39 41
trazodone [ 4.2 (2.0) 1 14 48 38
buspirone 3.6 (2.3) 0 17 29 54
conventional low potency antipsychotic 36(1.8) 0 5 47 48
divalproex 3.4 (2.2) 3 14 29 57
carbamazepine e 2.8 (1.7) 0 4 23 73
INrecTION (URI, UTI)
conventional high potency antipsychotic [ | 71(1.8) 25 70 27
risperidone e 6.3 (1.9) 6 57 35 8
olanzapine ] 5.1 (2.4) 6 35 40 25
trazodone el 4.6 (2.1) 3 19 51 29
benzodiazepine 1 4.6 (2.3) 1 27 40 33
conventional low potency antipsychotic i 3919 0 6 54 40
buspirone 3.6 (2.3) 0 17 30 53
divalproex Elj:l 3.4 (2.2) 3 15 28 57
carbamazepine [ 2.8 (1.8) 0 4 24 72
COPD 0OR PNEUMONIA
conventional high potency antipsychotic [ | 71(1.7) 25 72 25
risperidone | 6.3 (2.0) 8 56 36
olanzapine [ 5.3 (2.3) 7 34 47 19
trazodone I 4.4 (2.1) 4 18 49 33
conventional low potency antipsychotic 38(1.9) I 6 53 41
buspirone 3.8 (2.3) 0 14 38 48
divalproex 3.5 (2.1) 3 12 33 55
benzodiazepine [ 3.0 (1.9) 0 6 27 67
carbamazepine [ 2.9 (1.7) 0 4 27 69
2 3 4 5 6 7 8 9 % % % %

= Treatment of Choice

L1 = No Consensus

Note: Ist Line percentage includes Treatment of Choice percentage
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5 continued

95% CONFIDENCE INTERVALS Tr. of 1st 2nd 3rd
Third Line Second Line First Line  Avg (SD) Choice Line Line Line
DIABETES
conventional high potency antipsychotic [ 72017 27 73 24 3
risperidone ] 6.3 (1.9) 8 55 38 7
olanzapine [ | 5.5 (2.2) 7 35 48 17
trazodone [ 4.6 (2.1) 3 21 52 27
benzodiazepine ] 4.4 (2.2) 0 23 40 37
conventional low potency antipsychotic ] 3919 I 6 56 38
buspirone 3.7 (2.3) 0 16 31 53
divalproex E%J 3522 3 13 33 53
carbamazepine e 2.8 (1.7) 0 4 25 71
DEHYDRATION OR ELECTROLYTE IMBALANCE

conventional high potency antipsychotic [ ] 7.1(1.8) 25 72 24
risperidone [ ] 6.2 (2.0) 6 56 36 8
olanzapine e 5423 8 38 43 19
benzodiazepine ] 4.4 (2.4) 3 24 36 40
trazodone [ 4.3 (2.1) 3 18 46 36
conventional Iow potency antipsychotic 3619 1 4 49 47
buspirone 3.6 (2.3) 0o 17 29 55
divalproex 3.5 (2.2) 3 12 32 56
carbamazepine e 27@17) 0 4 21 75
2 3 4 5 6 7 8 9 % % % %

= Treatment of Choice

L1 - No Consensus

Note: Ist Line percentage includes Treatment of Choice percentage

50

* A POSTGRADUATE MEDICINE SPECIAL REPORT « MARCH 1998



Please rate each of the following for a

patient with severe agitation dominated
by prominent PSYCHOTIC SYMPTOMS,
including actions resulting from delusions
or hallucinations. Please rate each item
separately for both short-term/p.r.n. and
long-term use.

TREATMENT OF AGITATION IN DEMENTIA

Comment: For longer-term management of psychotic symptoms accompanying
dementia and agitation, the experts recommend risperidone followed by a conventional
antipsychotic as first line options. Olanzapine is a highly rated second line option.
Atypical antipsychotics have a lower risk than conventional antipsychotics of causing
extrapyramidal symptoms in long-term treatment of most patients with dementia.
Divalproex and trazodone are options to consider if an antipsychotic is not effective.
For very short-term treatment, the experts first line choice is a conventional high
potency antipsychotic (e.g., haloperidol), with risperidone a highly rated second line
alternative. This ordering may reflect the availability of conventional antipsychotics for
parenteral administration. It should be noted that this expert survey was done before
quetiapine and other newer atypical antipsychotics were available.

95% CONFIDENCE INTERVALS Tr. of 1st 2nd 3rd
Third Line Second Line First Line  Avg (SD) Choice Line Line Line
LONG-TERM

risperidone [ | 73 (1.6) 24 77 17

conventional high potency antipsychotic [ | 69 (1.7) 22 67 28
olanzapine [ ] 66 (19) 18 59 33 8
divalproex [ ] 5.7 (1.9) 9 38 48 14
trazodone (| 51 2.0 2 25 53 22
carbamazepine [ | 45 (2.1) 4 21 45 34
clozapine [ | 43 (20 2 12 53 35
conventional low potency antipsychotic . 40 (21) 1 16 41 43
benzodiazepine [ | 26 (14 o0 2 20 78

SHORT-TERM/P.R.N.

conventional high potency antipsychotic [ ] 75 (1.5 35 78 21 1
risperidone [ 65 (22) 14 62 27 11
olanzapine [ | 58 (24) 13 47 35 19
benzodiazepine L] 50 2.1) 4 29 38 33
trazodone [ | 49 (22) 4 23 49 28
conventional low potency antipsychotic [ 41 (23) 1 14 46 40
divalproex [ 39 220 3 13 42 46
carbamazepine [ 30 (1.9 0 7 24 68
clozapine e 2.9 (2.0) 1 6 27 67
2 3 4 5 6 7 8 9 % % % %

= Treatment of Choice

L1 = No Consensus

Note: Ist Line percentage includes Treatment of Choice percentage
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Please rate each of the following for
7ongoing use in a patient who has
PARKINSON’S DISEASE WITH AGITATION AND
PSYCHOSIS specifically due to the use of L-
dopa, carbidopa-levodopa (Sinemet), or
another dopamine agonist. Assume you
have lowered the dopaminergic medication
to the lowest possible dose.

Comment: To treat a patient with Parkinson’s disease who has agitation and psychosis
due specifically to the use of L-dopa, Sinemet, or another dopamine agonist, the
experts clearly prefer the atypical antipsychotics, probably because they have a lower
risk of extrapyramidal side effects that might exacerbate the parkinsonism. The edi-
tors note that, in this question and in every other question where we asked about an
antihistamine, the experts gave this option a uniformly low rating, probably because
of the propensity of this class of medication to cause cognitive impairment and
oversedation.

95% CONFIDENCE INTERVALS Tr. of 1st 2nd 3rd
Third Line Second Line First Line  Avg (SD) Choice Line Line Line
olanzapine [ 70 (1.6) 18 68 30 3
clozapine 64 (24 19 60 22 17
risperidone 6.3 (1.9 6 54 40 6
conventional low potency antipsychotic [ | 43 (2.1) 2 15 50 35
trazodone [ ] 42 (2.2) 2 20 39 41
divalproex 38 21) 3 13 37 50
benzodiazepine 3.5 (1.9 1 7 42 51
carbamazepine 34 (199 0 8 39 54
conventional high potency antipsychotic 33 199 o0 5 41 54
buspirone 32 20 2 7 31 62
beta-blocker e 2.8 (1.8) 0 6 22 72
antihistamine [ | 23 (1.7) 0 6 12 82
2 3 4 5 6 7 8 9 % % % %

= Treatment of Choice

L1 - No Consensus

Note: Ist Line percentage includes Treatment of Choice percentage
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Please rate each of the following overall

strategies for treating prominent
DEPRESSIVE SYMPTOMS in an elderly patient
with dementia and agitation. (In Survey
Question 24, you will be able to specify
your choice of antidepressants.) Please note
that the severity ranges refer to depression
rather than agitation.

TREATMENT OF AGITATION IN DEMENTIA

Comment: For mild to moderate depression, the experts’ first line choice is an anti-
depressant alone. For severe depression, the experts rate an antidepressant alone as
treatment of choice and electroconvulsive therapy (ECT) as the top second line
option. For psychotic depression, the combination of an antidepressant and an
antipsychotic is rated as the treatment of choice, with ECT a first line alternative.
Many geriatric patients with dementia fail to respond to or may be unable to tolerate
the combination of an antidepressant and antipsychotic and therefore may need ECT.
The experts do not recommend psychotherapy alone, regardless of the severity of the
depression. Many of the experts suggest that a combination approach may be helpful,
especially for milder depression, although there was no consensus on this option.

95% CONFIDENCE INTERVALS

Tr. of 1st 2nd 3rd
Third Line Second Line First Line

Avg (SD) Choice Line Line Line

MILD TO MODERATE DEPRESSION
antidepressant alone [ ] 7.8 (1.3) 45 88 12 0
psychotherapy plus meds as you chose above ] 54 (2.7) 20 41 30 30
antidepressant plus benzodiazepine [ 42 (2.1) 1 17 40 43
antidepressant plus buspirone [ | 40 (21) 3 14 45 41
specific psychotherapy for depression, no meds [ 3.8 (2.4) 2 18 28 54
antidepressant plus antipsychotic [ 27 18 0 5 17 78
electroconvulsive therapy [ 2.7 (1.7) 0 24 74
SEVERE DEPRESSION, NO PSYCHOSIS
antidepressant alone 8.1 (1.2) 50 91 9
electroconvulsive therapy [ | 6.2 (1.7) 8 45 48
psychotherapy plus meds as you chose above ] 48 (28 12 3 27 37
antidepressant plus benzodiazepine [ 4.6 (2.0) 1 19 46 35
antidepressant plus buspirone [ 44 (22) 4 18 45 38
antidepressant plus antipsychotic [ 3.6 (1.7) 0 8 39 54
specific psychotherapy for depression, no meds [ 1.8 (1.3) 0 7 91
SEVERE DEPRESSION WITH PSYCHOSIS
antidepressant plus antipsychotic 83 (0.9) 54 96 4
electroconvulsive therapy [ | 75 (1.4 26 79 19 3
antidepressant alone ] 4.5 (2.4) 6 24 38 38
psychotherapy plus meds as you chose above 3.8 (2.5) 5 19 25 56
antidepressant plus benzodiazepine l 3.5 (1.9) 1 5 40 55
antidepressant plus buspirone l 31 (1.9 3 34 63
specific psychotherapy for depression, no meds 1.5 (1.0) 0 1 0 99
2 3 4 5 6 7 8 9 % % % %

= Treatment of Choice

L1 = No Consensus

Note: Ist Line percentage includes Treatment of Choice percentage
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Please rate each of the following medica-
9tions for an elderly patient with
dementia and moderate agitation charac-
terized by prominent GENERALIZED ANXIETY
SYMPTOMS. Please rate each medication
separately for both short-term/p.r.n. and
long-term use.

Comment: The experts do not have a clear first line recommendation for patients
with prominent generalized anxiety symptoms. For long-term treatment, buspirone is
the top-rated option, followed by trazodone and the selective serotonin reuptake
inhibitors (SSRIs). Buspirone and SSRIs usually have gradual onsets of action.
Benzodiazepines and trazodone, which act rapidly, are preferred for short-term treat-
ment. However, benzodiazepines receive low ratings for long-term treatment, proba-
bly because of their side effects on memory, orientation, and paradoxical agitation.

95% CONFIDENCE INTERVALS Tr. of 1st 2nd 3rd
Third Line Second Line First Line  Avg (SD) Choice Line Line Line
LONG-TERM J
buspirone 63 (22) 19 54 35 11
trazodone [ ] 58 (2.1) 10 41 46 14
selective serotonin reuptake inhibitor [ ] 5.7 (2.2) 8 45 36 19
benzodiazepine 1] 48 (23) 5 23 44 32
divalproex | 44 (21) 4 14 52 34
risperidone I 40 (22) 1 13 47 41
beta-blocker 39 (2.1 1 11 44 44
tricyclic antidepressant 3.8 (2.2) 0 16 31 53
olanzapine 3.7 22) I 7 45 49
other antidepressant 3.7 (2.0) 0 12 42 47
conventional high potency antipsychotic 37 20 0 10 41 49
carbamazepine 3.6 (2.0) 2 9 40 52
conventional low potency antipsychotic 34 19 0 6 44 49
clozapine [ 22 (1.6) o0 3 17 81
antihistamine [ | 2.1 (1.6) 0 4 10 86
SHORT-TERM/P.R.N.
benzodiazepine [ | 62 (2.0) I5 48 44 7
trazodone [ | 5.5 (2.2) 8 35 46 19
risperidone [ 43 (220 3 16 51 33
buspirone L1 4.2 (2.4) 5 21 38 41
selective serotonin reuptake inhibitor 4.1 (2.5 3 23 32 46
conventional high potency antipsychotic ; 4.0 (2.1) I 11 51 38
olanzapine 3.8 (2.2) 3 10 46 44
conventional low potency antipsychotic 35 (1.9 o0 8 46 47
beta-blocker 3.3 (2.0 1 8 34 59
divalproex 32 (19 I 5 37 57
tricyclic antidepressant [ 29 (21) I 9 19 72
other antidepressant e 2.8 (1.8) 0 5 25 70
carbamazepine [ | 26 (15 0 0 27 73
antihistamine I 26 (199 I 6 19 75
clozapine [ | 20 (13) 0 0 14 86
2 3 4 5 6 7 8 9 % % % %

= Treatment of Choice

L1 - No Consensus

Note: Ist Line percentage includes Treatment of Choice percentage
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1 Please rate each of the following
medications for an elderly patient
with dementia who has prominent
INSOMNIA WITHOUT MARKEDLY WORSE
CONFUSION OR AGITATION AT NIGHT (i.e.,
not a “sundowner”). Please rate each
medication separately for both short-
term/p.r.n. and long-term use.

TREATMENT OF AGITATION IN DEMENTIA

Comment: The experts first line choice for the long- and short-term treatment of
patients with prominent insomnia who are not sundowners is trazodone. Trazodone
is nonaddicting and is less likely to exacerbate memory loss or disorientation than are
benzodiazepines. Although the experts consider benzodiazepines a second line option
for short-term treatment, they recommend avoiding the long-term use of benzodi-
azepines in this patient population. Benzodiazepines may exacerbate confusion and
are associated with increased memory deficits, falls, addiction, and withdrawal symp-
toms. If trazodone is ineffective, the experts have no clear recommendation for the
next choice, but the medication should be selected on the basis of the side effect pro-
file that is likely to be best for the individual patient.

95% CONFIDENCE INTERVALS Tr. of 1st 2nd 3rd
Third Line Second Line First Line  Avg (SD) Choice Line Line Line
LoNG-TERM
trazodone [ ] 74 (1.8) 31 80 17 4
benzodiazepine 4.0 (2.5 5 17 33 51
tricyclic antidepressant 3.6 (2.2) 1 12 33 55
olanzapine 34 (1.8) 0 8 37 55
conventional low potency antipsychotic 34 (19 0 35 58
risperidone 3.3 (1.8) 0 6 37 57
divalproex 32 (2.1) 1 10 28 62
conventional high potency antipsychotic 32 (1.8) 0 7 30 63
carbamazepine Cl 2.6 (1.7) 0 4 23 74
SHORT-TERM/P.R.N.
trazodone [ ] 73 (1.8) 34 78 18 4
benzodiazepine [ 57 (2.3) 10 43 37 19
tricyclic antidepressant 3.7 (2.2) 1 12 33 55
conventional low potency antipsychotic 3.7 20 I 8 40 52
olanzapine 3.6 (1.8) 0 7 45 49
conventional high potency antipsychotic 34 (1.7 0 6 40 54
risperidone 3.4 (1.7) 0 4 45 52
divalproex ] 30 199 I 5 25 70
carbamazepine | 25 (15 o0 2 19 78
2 3 4 5 6 7 8 9 % % % %

= Treatment of Choice

L1 = No Consensus

Note: Ist Line percentage includes Treatment of Choice percentage
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l Please rate each of the following
medications for an elderly patient
with dementia who has prominent
INSOMNIA, DISORIENTATION, AND AGITATION
AT NIGHT, but who is relatively calm during
the day (i.e., “sundowning”). Please rate
each medication separately for both short-

Comment: Trazodone is preferred among the possible options for the sundowning
patient, probably because of its short half-life and its sedating properties. The experts
recommend avoiding the long-term use of benzodiazepines in this population for the
reasons mentioned in the comment on Survey Question 10.

term/p.t.n. and long:term use. T ine SecondTine Bt Line  Avg(SD) Choce Line Line Line
LONG-TERM L
trazodone 6.8 (21) 23 65 25 10
risperidone [ | 6.0 (1.9 7 41 45 14
olanzapine [ | 5.5 (2.1) 8 32 47 21
conventional high potency antipsychotic [ ] 54 (2.2) 6 39 40 22
divalproex [ ] 4.7 (2.3) 6 25 38 37
conventional low potency antipsychotic ] 4.4 (2.2) 1 23 41 36
carbamazepine 3.8 (2.2) 4 11 39 51
benzodiazepine 3.3 (2.0) 1 8 27 64
tricyclic antidepressant 3.2 (1.9 0 6 33 61
SHORT-TERM/P.R.N.
trazodone [ ] 6.7 (22) 23 65 23 12
conventional high potency antipsychotic [ | 57 21) 5 47 35 18
risperidone ] 5.6 (2.0) 5 40 45 16
olanzapine [ ] 54 (23) 7 40 37 23
benzodiazepine ] 4.8 (2.3) 4 32 32 36
conventional low potency antipsychotic 1] 47 (22) 2 28 36 36
divalproex 3.7 (2.2) 3 9 43 48
tricyclic antidepressant 3.2 (1.9 0 30 62
carbamazepine 0 3.1 (1.8) 0 4 32 64
2 3 4 5 6 7 8 9 % % % %

= Treatment of Choice

L1 - No Consensus

Note: Ist Line percentage includes Treatment of Choice percentage
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1 Please rate each of the following

medications for an elderly patient
with dementia and prominent ANGER. In
this question, assume that milder anger is
manifested verbally but does not include
risk of physical aggression, while severe
anger includes the risk of physical
aggression. Please rate each medication
separately for both short-term/p.r.n. and
long-term use.

TREATMENT OF AGITATION IN DEMENTIA

Comment: This question concerns anger or aggression that is not due to another
prominent syndrome such as psychosis. For the long-term treatment of severe anger,
there was no first line recommendation, but the experts give their top rating to dival-
proex, on the border of first line. A variety of other agents received high second line
ratings, including atypical antipsychotics, conventional high potency antipsychotics,
and several non-antipsychotics. For the short-term treatment of severe anger, the
experts recommend conventional high potency antipsychotics, atypical antipsy-
chotics, and trazodone. The experts have no strong medication recommendations for
the short-term treatment of a patient with mild anger, suggesting the importance of
environmental interventions for such patients. More persistent anger, even if mild,
may benefit from long-term medication treatment with a variety of agents.

95% CONFIDENCE INTERVALS Tr. of 1st 2nd 3rd
Third Line Second Line First Line  Avg (SD) Choice Line Line Line
LONG-TERM IN MILDER ANGER,
NOT AGGRESSIVE
divalproex [ 56 (23) 10 38 45 17
selective serotonin reuptake inhibitor [ | 54 (2.2) 10 40 40 20
trazodone [ | 54 (2.3) 9 35 51 15
buspirone [ | 52 (21) 9 26 52 22
carbamazepine | 49 (2.2) 4 23 46 30
risperidone [ | 45 (22) 1 21 49 30
olanzapine [ | 4.4 (2.4) 6 19 47 33
conventional high potency antipsychotic L] 40 (22) 1 12 52 36
beta-blocker 3.7 (2.2) 2 11 37 52
conventional low potency antipsychotic 34 21) 2 9 37 54
other antidepressant 3.2 (1.9 0 9 29 62
tricyclic antidepressant 3.1 (2.1) 3 6 33 o6l
benzodiazepine ] 3.1 (1.9) 1 5 30 65
clozapine | 24 17y 1 1 21 78
antihistamine m 1.8 (1.1) 0 0 7 93
SHORT-TERM/P.R.N. IN MILDER ANGER,
NOT AGGRESSIVE
trazodone [ ] 5.1 (2.3) 8 28 51 22
benzodiazepine 1] 45 (2.2) 6 23 43 34
conventional high potency antipsychotic | 42 22) 1 16 49 35
risperidone [ | 42 (21) 0 18 46 36
olanzapine 4.0 (2.3) 3 16 41 42
selective serotonin reuptake inhibitor 3.8 (2.4) 5 16 33 52
divalproex 3.8 (2.3) 0 17 36 47
buspirone 3.4 (2.0 4 7 37 55
carbamazepine 3.3 (2.2) 0 10 31 59
conventional low potency antipsychotic 33 (22) 2 11 30 59
beta-blocker 32 (2.1) 2 7 30 63
other antidepressant [ 2.5 (1.6) 0 4 20 77
tricyclic antidepressant e 2.4 (1.6) 0 2 18 80
antihistamine m 22 (16) I 4 11 86
clozapine N 2.0 (1.4) 0 0 15 85
2 3 4 5 6 7 8 9 % % % %

= Treatment of Choice

L1 = No Consensus

Note: Ist Line percentage includes Treatment of Choice percentage
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1 2continued

95% CONFIDENCE INTERVALS Tr. of 1st 2nd 3rd
Third Line Second Line First Line  Avg (SD) Choice Line Line Line
LONG-TERM IN SEVERE ANGER
WITH AGGRESSION
divalproex 6.7 (1.7) 15 62 33 5
risperidone 65 (1.9 11 56 37 7
conventional high potency antipsychotic 62 (1) 11 50 36 14
olanzapine I 60 21) & 46 39 14
carbamazepine ] 59 (1.9 2 45 40 15
trazodone [ 58 21) 7 39 48 13
selective serotonin reuptake inhibitor [ | 56 (22) 5 41 38 21
buspirone ] 45 (24 6 26 38 37
beta-blocker [ | 4.3 (2.4) 6 19 43 38
conventional low potency antipsychotic e 42 22) 0 16 40 44
clozapine 38 (2.1) I 11 40 49
benzodiazepine 5 34 (2.1) 1 11 32 57
other antidepressant 32 (1.8) o0 5 31 o4
tricyclic antidepressant [ 30 (1.8) 0 4 32 o4
antihistamine [ 1.7 (1.1) 0 0 6 94
SHORT-TERM/P.R.N. IN SEVERE ANGER
WITH AGGRESSION
conventional high potency antipsychotic 6.7 (1.8) 13 61 33 6
risperidone : 6.1 (2.1) 10 52 37 11
olanzapine I 56 (23) 8 39 42 18
trazodone el 54 (22 7 33 51 17
benzodiazepine ] 49 (24 6 33 39 29
divalproex ] 46 (250 3 26 40 34
conventional low potency antipsychotic ] 45 (23) 2 22 41 37
selective serotonin reuptake inhibitor 39 (2.4) 2 21 32 48
carbamazepine 39 (23) 0 15 41 44
beta-blocker 32 (2.2) 2 7 36 57
buspirone 3.2 (2.3) 5 11 25 64
clozapine ] 28 200 0 6 26 68
other antidepressant [ 25 (1.7 o0 4 18 78
tricyclic antidepressant [ 25 (1.6) o0 2 20 78
antihistamine [ | 2.1 (1.6) 1 1 12 87
2 3 4 5 7 8 9 % % % %

= Treatment of Choice

L1 - No Consensus

Note: Ist Line percentage includes Treatment of Choice percentage
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TREATMENT OF AGITATION IN DEMENTIA

1 Please rate the following interven- Comment: The tricyclic antidepressants (TCAs) receive lower ratings in other situa-

3tions to alleviate AGITATION DUE TO tions in which anFldcprc?ssant§ m}ght be used, bu't were more l}lghly ratcd for the

CHRONIC OSTEOARTHRITIC PAIN i Iderly ~reatment of a patient with agitation due to chronic osteoarthritic pain. This proba-
) . . in an elderly bly reflects the literature, which suggests that TCAs may have a beneficial effect on

patient with dementia. Assume that the pain. Note that the three types of antidepressants are preferred to codeine

patient continues to have some pain despite  compounds.

maximum safe doses of nonsteroidal anti-

inflammatory drugs or acetaminophen and

use of appropriate positioning/physical

therapy. 95% CONFIDENCE INTERVALS T of 1st 2nd 3rd
Third Line Second Line First Line  Avg (SD) Choice Line Line Line
tricyclic antidepressant [ 5.6 (2.3) 13 42 39 19
selective serotonin reuptake inhibitor [ 5.5 (2.1) 6 34 52 14
trazodone [ 5.4 (2.1) 7 32 54 14
codeine compounds (and similar compounds) L] 4.4 (2.2) 1 24 37 39
venlafaxine l 4.3 (2.4) 5 16 48 36
divalproex 3.9 (2.0) 2 7 48 44
carbamazepine 3.8 (2.0 1 12 39 49
buspirone 3.8 (2.1) 4 10 42 48
risperidone 3.4 (1.9) 0 8 37 55
benzodiazepine 3.4 (1.8) 0 4 39 57
olanzapine 3.3 (1.8) 0 4 42 55
conventional low potency antipsychotic [ 29 19 o0 7 24 69
conventional high potency antipsychotic [ | 2.8 (1.7) 0 4 27 69
1 2 3 4 5 6 7 8 9 % % % %
= Treatment of Choice L1 - No Consensus Note: Ist Line percentage includes Treatment of Choice percentage
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1 No INITIAL RESPONSE TO

MEDICATION, next step: Suppose that
your initial drug choice, at an adequate,
tolerable dose, had little or no effect within
your planned time range. Please rate the
following general next steps.

Comment: If a patient has had little or no response to an adequate trial of a medica-
tion, the experts’ first line choice for both mild and more severe agitation is to switch
to a second medication. The experts do not recommend combination therapy, which
is associated with an increased risk of side effects for elderly patients, although this
option receives somewhat better ratings for more severe agitation.

95% CONFIDENCE INTERVALS Tr. of 1st 2nd 3rd
Third Line Second Line First Line  Avg (SD) Choice Line Line Line
MILDER AGITATION
switch to a second medication [ | 7.7 (1.4) 43 84 14 1
combine with a second medication [ | 4.1 (2.0) 2 11 49 40
no further medication [ 2.6 (1.8) 1 5 18 77
SEVERE AGITATION
switch to a second medication [ | 7.8 (1.5) 48 81 18 1
combine with a second medication [ 56 (2.3) 13 34 46 20
no further medication [ 1.9 (1.3) 0 1 9 90
2 3 4 5 6 7 8 9 % % % %

1 PARTIAL RESPONSE TO MEDICATION,
5 next step: Suppose that your initial
drug choice, at an adequate, tolerable dose,
produced a partial but unsatisfactory
response within your planned time range.
Please rate the following general next steps.

Comment: When a patient with mild agitation is having a partial but unsatisfactory
response to a medication, the experts again recommend switching to another med-
ication, followed by combining the first medication with another agent. However,
when the agitation is more severe, the experts first line recommendation is to try
combination therapy, probably reflecting a reluctance to discontinue a medication
that may be producing a partial response. However, if side effects were the limiting
problem in continuing or raising a dose of medication, the editors suggest that it is
probably preferable to switch to a second medication.

95% CONFIDENCE INTERVALS Tr. of 1st 2nd 3rd
Third Line Second Line First Line  Avg (SD) Choice Line Line Line
MILDER AGITATION
switch to a second medication [ | 64 (1.9 16 46 49 5
combine with a second medication [ | 59 (2.1) 12 43 43 15
no further medication [ 2.6 (2.0 0 6 23 71
SEVERE AGITATION
combine with a second medication [ | 72 (1.8) 30 71 27 2
switch to a second medication [ ] 6.5 (1.6) 13 49 47 4
no further medication m 1.9 (1.4) 0 1 11 88
2 3 4 b) 6 7 8 9 % % % %

= Treatment of Choice

L1 - No Consensus

Note: Ist Line percentage includes Treatment of Choice percentage
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