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Restlessness, disruptive vocalizations and
physical aggression are among the most
distressing manifestations of dementia

and may occur in up to 90% of patients with
dementia at some time during their illness.1 These
symptoms (often referred to as behavioural and
psychological symptoms of dementia), are asso-
ciated with additional disability, increased burden
to caregivers and premature admission to long-
term care facilities.1 The optimal management of
dementia symptoms includes the search for and
treatment of physical and environmental precipi-
tants. Nevertheless, symptomatic treatment with a
psychotropic medication is frequently required.1

Currently, risperidone is the only medication
approved in Canada for short-term symptomatic
management of inappropriate behaviour owing to
aggression or psychosis of severe dementia. Both
risperidone and olanzapine were associated with
modest improvements in behavioural and psy-
chological symptoms of dementia in the Clinical
Antipsychotic Trials of Intervention Effective-
ness in patients with Alzheimer’s Disease
(CATIE-AD) study funded by the United States
National Institute of Health (NIH).2 However,
these medications were also associated with early
discontinuations because of adverse effects in a
significant proportion of patients. In a meta-
analysis of 16 placebo-controlled trials of atypi-
cal antipsychotics for behavioural and psycho-
logical symptoms of dementia (aripiprazole [3
studies], olanzapine [5 studies], quetiapine [3
studies] and risperidone [5 studies]), death was
found to occur more often among patients ran-
domized to medication than among those ran-

domized to placebo (118 [3.5%] v. 40 [2.3%]).3

Since 2005, “black-box” warnings from the US
Food and Drug Administration and advisories
from Health Canada caution about this risk of
increased mortality associated with use of atypi-
cal antipsychotics in older persons with dementia.

In this issue of CMAJ, Huybrechts and coau-
thors4 report that initiation of a conventional
antipsychotic, an antidepressant or a benzodi-
azepine after admission to a nursing home is
associated with risks of death or hospitalization
as high or higher than after initiation of an atypi-
cal antipsychotic. They also report that the risks
associated with initiation of a psychotropic med-
ication appear to be similar in patients with and
without a diagnosis of dementia.

Several large pharmacoepidemiologic studies
(e.g., Kales and colleagues,5 Wang and colleagues6)
have shown that the risk of death or fracture associ-
ated with use of conventional antipsychotics in
older persons is similar or higher than the risk asso-
ciated with atypical antipsychotics. The finding that
benzodiazepines are associated with comparable
risks for mortality and morbidity is not surprising;
these medications can induce a vicious cycle of
increased sedation, cognitive impairment or even
frank delirium, leading to increasing agitation and,
in turn, to increased doses of benzodiazepines.7

The finding that antidepressants are associated
with a similar mortality risk is more surprising. In
a large cohort study, older outpatients with demen-
tia in whom an antidepressant was initiated had a
risk of death about half as high as those treated
with an antipsychotic (and about one-third lower
than those who were not receiving any psy-
chotropic medications).5 Huybrechts and coauthors
point out that, “in the absence of randomized con-
trolled trials, pharmacoepidemiologic studies using
large databases are the best option available for
defining the comparative safety of the psychophar-
macologic treatment regimens used to manage
behavioral symptoms in older adults with illnesses
causing dementia.” However, this approach has its
limitations. Based on a number of pharmacoepi-
demiologic studies, conjugated estrogen was
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• Psychotropic medications or the conditions for which they are prescribed
may increase the risk of death in older nursing home residents.

• The risk–benefit ratio of any medication must be carefully evaluated on
an individual basis for older patients.

• There is an urgent need for evidence-based pharmacologic and
nonpharmacologic treatments for the behavioral and psychological
symptoms of dementia.

Key points

See related research article by Huybrechts and colleagues at www.cmaj.ca/cgi/doi/10.1503/cmaj.101406.
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believed to decrease heart disease and stroke in
postmenopausal women. Only when a large ran-
domized controlled trial was finally conducted was
it found that these findings were confounded by
the social class of estrogen users.8 Huybrechts and
colleagues remind us that nonrandomized cohort
studies attempt to adjust for, but cannot completely
eliminate, confounding biases: the reason for the
initiation of antidepressants, rather than the antide-
pressants themselves, may have increased mortal-
ity in the nursing home patients in their study.9

Huybrechts and coauthors also did not distin-
guish among the various antidepressants that were
prescribed. Tricyclic antidepressants are potent
anticholinergic and class I antiarrhythmic agents,
and they have previously been associated with
increased mortality among older patients with
heart disease.10 There is general consensus that,
regardless of dose, tertiary tricylics like amitripty-
line are inappropriate medications for elderly
patients.10 Serotonin–norepinephrine reuptake
inhibitors may also be associated with substantial
cardiovascular risks.11 Selective serotonin reup-
take inhibitors are considered to be considerably
safer in these aspects.12

We are not optimistic that large placebo-
controlled studies of psychotropic medications
involving older nursing home residents will be
conducted. We can confirm the opinion of Huy-
brechts and coauthors that there is very little
interest on the part of pharmaceutical companies
to conduct trials comparing medications from dif-
ferent classes. In 2002, neither the manufacturer
of risperidone nor the manufacturer of citalopram
was interested in supporting a comparative
placebo-controlled trial involving treatment of
behavioural and psychological symptoms of
dementia. When we submitted a proposal to the
NIH to conduct such a trial, reviewers com-
mented that inclusion of a placebo arm would be
unethical given that the efficacy of risperidone
had been established. We eventually received
funding to conduct a comparative study without a
placebo arm.13 Rates of completion did not differ
between the two drugs (overall completion rate
44%), and agitation and psychosis declined simi-
larly in both treatment groups. Although we
found no statistical difference, we would be the
first to say that the absence of a placebo arm
made the results of our study hard to interpret.
Also, practice should certainly not be altered on
the basis of one study. Consistent with the find-
ings of Huybrechts and coauthors, we would also
be concerned that even large clinical trials are
unlikely to uncover safety concerns related to
rare adverse events, such as hyponatremia, gas-
trointestinal bleeding or death.

Given the persisting concerns about the safety

of antipsychotics and the absence of evidence
supporting the efficacy or safety of psychotropic
drugs from other classes, clinicians need to con-
sider the risk–benefit ratio for individual patients
before initiating pharmacotherapy for behav-
ioural and psychological symptoms of demen-
tia. Clinicians should identify clear target symp-
toms (e.g., episodes of physical aggression v.
wandering, which should not be treated pharma-
cologically). They should use the lowest possible
dose for the shortest possible time, carefully
monitor changes in target symptoms and monitor
for onset of potential adverse effects. They also
need to appreciate that nonpharmacologic behav-
ioural and environmental interventions have an
important role in reducing behavioural and psy-
chological symptoms of dementia. However, to
be successfully implemented, these interventions
require trained staff and resources.
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