
I
t seemed like we were in a losing
fight to begin with, and just when
we thought we might get the upper
hand, things didn’t look as good as
we thought they should. Then,

they went and tied one hand behind our
backs with what might be a bad call. As
much as this might sound like sour
grapes from one of this year’s losing aspi-
rants to the World Series title, I’m really
writing about treatment of difficult
behaviors in patients with dementia.

Adverse behaviors are a major problem
for dementia patients and their families.
Agitation, restlessness and psychosis are
distressing for patient and family alike,
and are significant contributors to care-
giver burden and the decision to place
patients in nursing homes. Not surpris-
ingly, these symptoms are responsible for
a large proportion of the calls to my
office, many of them pleading for me to
“do something.” Certainly there are guide-
lines, recommendations and pharmaceu-
tical industry-sponsored trials aplenty out
there telling us what we can do. Many of
us have developed our pet approaches to
the problems, and I count myself in that
number. The question remains: how safe
and effective are those approaches?

Old Drugs, New Warnings
The atypical antipsychotic drugs—espe-
cially risperidone, olanzepine and queti-
apine—have become a big part of the
armamentarium for treating agitation
associated with dementia in recent years.
These agents seemed easy to use, general-
ly safer and better tolerated than their
predecessors like haloperidol or thiori-
dazine, and were recommended both by

expert guidelines and clinical trials
results. A lot of us weren’t overly troubled
by the fact that they were not specifically
approved for treatment of difficult behav-
iors in dementia. If they reduced the
behavior and didn’t turn the patient “into
a zombie,” then both the distress and the
number of phone calls would go down. 

With these medications, it seemed like
we might have a useful tool to quell these
behaviors after all. But then, in April of
2005, the FDA issued an advisory, warn-
ing that atypical antipsychotic drugs were
associated with increased stroke and
death rates among dementia patients, and
asked the manufacturers to place a black
box warning about the risks in their pre-
scribing information. In today’s liability
environment, that’s a message I can’t
ignore, and it warrants a closer examina-
tion of the pros and cons of treatment
with the atypicals.

Frankly, there is very little systematic
evidence to guide us in approaching the
behaviors associated with dementia. As is
the case for cognition, scales used to
measure difficult behavior lump a lot of
things together in order to generate a
score. That score can then be investigated
as an outcome in clinical trials. Lumping
like this certainly has its advantages, both
for efficient communication and for sta-
tistics. But it also leads to a false sense of
syndromic correlation. 

The term “behavioral and psychiatric
symptoms of dementia” (BPSD) has
emerged as common shorthand for iden-
tifying the diverse noncognitive symp-
toms of dementia as if they were one enti-
ty, but these symptoms range from apa-
thy to restlessness, and from euphoria to

depression. We can anticipate that assess-
ing treatment success across such a wide
spectrum would be difficult even in the
best of circumstances. Furthermore, dif-
ferent behavioral expressions can result
from the variable interactions between
the same neurotransmitters. Altering
neurotransmission to suit one need may
trigger a different problem. Transforming
psychosis into apathy with a neuroleptic
may, in fact, result in no change on a
numerical behavior scale, despite meeting
a real need of the patient and caregivers. 

To make matters worse, our patients
enter the process of generating difficult
behaviors from different starting points.
Take a moment to think about your fam-
ily, friends and colleagues. Are some irri-
table and verbally aggressive, and others
depressive by nature? Are there some who
are hyperkinetic and just can’t sit still?
Presumably these are normal folks, so
their behaviors have to be considered nor-
mal too. Any good measure of behavior
in dementia will have to account for these
intrinsic differences, as well as the
vagaries of disease expression, diurnal or
random fluctuations, environmental trig-
gers, caregiver coping skills, and demen-
tia severity—just to name a few.

It’s not as though there haven’t been
good attempts to find a systematic, evi-
dence-based, approach to treating BPSD.
The majority of these trials have taken
place in nursing homes; as such, they
generally involve patients with more
advanced dementia. Furthermore, be-
cause difficult behaviors are a frequent
contributor to nursing home placement,
we can assume that at least some of the
subjects had refractory behaviors that
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couldn’t be managed well in the outpa-
tient environment. For the most part, the
change in venue won’t make their behav-
iors any easier to treat. 

Meta-analyses dating at least back to
1990 found that antipsychotic agents
offered limited effectiveness and a high
rate of adverse events.1 More recently,
another comprehensive review found that
the atypical agents, particularly risperi-
done and olanzepine, had similarly limit-
ed efficacy, but a lower rate of adverse
events. Once again the primary studies
were conducted on patients with severe
dementia, with mean Mini-Mental State
Exam scores ranging from 5.5-13.7.2

There have been no large-scale direct
comparisons between old and new
antipsychotics in these populations.
Critics have justifiably noted that differ-
ences in dosing may contribute to the
appearance of better tolerability among
newer agents and that long term issues,
like stroke risk, have not been adequately
weighted in comparisons between class-
es.3

Assumptions that the newer agents
have a higher risk for stroke need to be
viewed very cautiously, however, since
there have been no equivalent systematic
prospective investigations of stroke or
death risks among the older antipsy-
chotics. In fact, a large scale retrospective
study suggested that there is no difference
in the stroke risk between antipsychotic
classes.4

For patients in ambulatory settings,
we have even less guidance. In one impor-
tant study, agitation was selected as the
outcome measure and treatments with
haloperidol, trazodone, behavioral man-
agement techniques and placebo were
compared.5 Surprisingly, there were no
differences between any of the groups.
That’s right. Placebo worked as well as
mean doses of nearly 2mg daily of halo-
peridol or 200mg daily of trazodone. It’s
important to avoid the trap of thinking
that the placebo group received nothing.
Those patients and caregivers received

regular follow-up and close monitoring,
in most cases from clinical trials teams
well trained in dementia care and skilled
in role-modeling positive interactions. 

There’s another reason that the placebo-
treated patients might have gotten better,
too: time. Agitation in dementia is often
associated with specific triggers. By defini-
tion, agitation had to be clinically signifi-
cant to enter this trial, and with the passage
of time alone, accommodation to those
triggers was likely to abate the problem. 

Warned, But Not Deterred
So if drugs don’t work, or they all work
the same, what do we do when those des-
perate calls to “do something” come in?
Now that the FDA has determined that
there’s significant risk associated with the
atypicals, it’s pretty clear that a knee-jerk
response with an atypical antipsychotic
may not be in the patient’s, or our own,
best interest. (Though available space
precludes a full review, there’s also reason-
able anecdotal evidence that benzodi-
azepines aren’t a good long term solution
either, because of their risk for confusion,
sedation, tolerance and slow clearance.) 

I recommend a careful consideration
of the specifics. Simply accepting “agita-
tion” as the complaint doesn’t help me
guide treatment. I need to know more:
What are the triggers of the behavior?
How often does it occur? Who’s trou-
bled—the patient or the caregiver? Are
there non-pharmacologic approaches
that might help, like distraction away
from the trigger, more physical activity,
or better sleep hygiene? Once I know
this kind of information, I can make
some decisions. For example, if sleep is a
problem, I recommend increasing day-
time activity, avoiding catnaps, and
using trazodone at bedtime. If anxiety
seems to be a driving factor, then I use
SSRIs or related agents. 

But if it’s psychosis that’s the prob-
lem, I’ll probably need to use an antipsy-
chotic and think about risk/benefit
ratios. It’s important to remember that

psychotic symptoms, especially delu-
sions, are very distressing to most
patients and have a measurable negative
impact on their quality of life.6 Of
course, symptomatic side effects also
negatively affect quality of life. I would-
n’t want to place the patient at an
increased stroke risk just for my conven-
ience or for the caregiver’s, but a real
improvement in quality of life might in
fact be worth the other risks. 

How do I address the black box
warning on the atypicals? I treat it just
for what it is: a warning. It warns me to
be careful with these agents, to think
carefully about what I’m trying to
achieve and whether it is worth the risk.
I have to explain that to the families too,
and have them contribute to the deci-
sion about adverse behaviors right now,
and the possibility of a stroke later. Most
importantly, I have to think about docu-
menting those risk-benefit discussions
and decisions in the chart every time.
And, to answer the question “Now what
do we do?” the answer is very often:
“Exactly what we did before, just more
carefully.” PN
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