
Reason for posting: The burden of de-
mentia is staggering — over 8% of the
population over the age of 65 is
affected1 — and behavioural distur-
bances that often accompany dementia
(including physical aggression, halluci-
nations, wandering, yelling, throwing
and vocalizations)2 are distressing for
caregivers and patients alike.3 Acetyl-
cholinesterase inhibitors may play a
role in slowing the cognitive decline of
patients with Alzheimer’s disease,4 but
low-dose therapy with antipsychotic
agents (including risperidone) is often
used to control behavioural problems.5

However, a recent analysis by the
drug’s manufacturer of trials involving
patients with dementia suggests that the
use of risperidone may be associated
with increased rates of cerebrovascular
adverse events, including stroke and
transient ischemic attacks, when com-
pared with placebo.6 In 4 placebo-
controlled trials lasting 1–3 months and
involving more than 1200 patients with
Alzheimer’s disease or vascular demen-
tia, cerebrovascular adverse events were
twice as common in the risperidone-
treated group (4%) as in the placebo
group (4% v. 2%) (Table 1). A further

search of international databases of
postmarketing adverse events revealed
37 cases (1 in Canada) of such events in
elderly dementia patients taking risperi-
done, of which 16 (43%) were fatal.6

The drug: Although the exact mecha-
nism of action of risperidone is un-
known, the drug blocks receptors in
the dopaminergic, adrenergic and hist-
aminergic neurotransmitter systems as
well as those in the serotonin system
that may play a role in agression.7–9

Like other atypical antipsychotic
agents, risperidone is a popular first-
line agent for psychotic disorders be-
cause it is effective (especially for nega-
tive symptoms) and is associated with
fewer extrapyramidal adverse effects
than are traditional antipsychotic
drugs.7 Risperidone, at doses higher
than those used in dementia, appears to
cause diabetes, worsened lipid profiles
and obesity in some patients,10 but any
relation between these adverse effects
and risperidone-associated cerebrovas-
cular adverse events is unclear. Risperi-
done should be used with caution in
patients with seizure disorders and
avoided in states of dehydration and
hypotension.

What to do: Dementia is a difficult bur-
den for patients and caregivers,11 but the
degree to which a behaviour is a prob-
lem depends greatly on a caregiver’s
ability to tolerate the problem. Given
dementia’s prevalence and its sufferer’s
susceptibility to medication-related ad-
verse events, nonpharmacologic mea-
sures are often preferable. Education of
family members about natural exacerba-
tions of disruptive behaviours in the
early evening (“sun-downing”) is impor-
tant, and the “knee-jerk” initiation of
pharmacologic measures should be
avoided. An assessment for alternative
causes of disruptive behaviour (e.g.,
delirium) may be warranted in some pa-
tients. Family members caring for af-

fected patients at home are often reluc-
tant to seek extra help,11 and physicians
are often key to providing emotional
and practical support for applications
for increased home care or eventual
placement in long-term care facilities.
Such facilities often offer special floors
for patients with dementia-related be-
havioural problems and have staff avail-
able around the clock who are ac-
quainted with and tolerant of such
problems and who can offer close super-
vision and frequent reassurance of pa-
tients (often minimizing violent out-
bursts). Locked and alarmed floors and
registration with an Alzheimer’s “wan-
dering registry” (www.alzheimer.ca) are
further nonpharmacologic harm-
reduction strategies. 
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Table 1: Incidence of cerebrovascular
adverse events in elderly patients in
placebo-controlled trials of risperidone

Group; % (and no.) of patients
with adverse event

Study Risperidone Placebo

AUS-5 9 (15/167) 2 (3/170)
INT-24 8   (9/115) 2 (2/114)
USA-63 1   (5/462) 1 (2/163)
BEL-14 0   (0/20) 0 (0/19)

Total† 4 (29/764) 2 (7/466)

Source: Janssen–Ortho Inc. Dear Healthcare Professional
Letter.6

*Studies involved elderly patients given the drug or placebo
for 4–12 weeks. Although the doses used in the trials were
not indicated in the Dear Healthcare Professional Letter,
they were “within the approved dose range.”
†Includes 4 deaths in the risperidone group and 1 in the
placebo group.



If medications are indicated, deci-
sion-makers should be informed of the
possible risks, and low doses (e.g.,
risperidone 0.25 mg twice daily)8 should
be used. Risperidone should be used
with caution in patients with cardiovas-
cular disease (including heart failure,
myocardial infarction or ischemia, cere-
brovascular disease, or conduction ab-
normalities). Patients should be moni-
tored for excessive sedation, hypotension
(especially if taking antihypertensive
agents), extrapyramidal side effects,
neuroleptic malignant syndrome and
cerebrovascular adverse events. The rel-
ative cardiovascular safety of alternative
antipsychotic agents (haloperidol, olan-

zapine, clozapine or quetiapine) is cur-
rently unknown.

Eric Wooltorton
CMAJ
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Send us your interesting clinical images!

Through scopes and scanners, on film and computer screens, with
ultrasonography and microscopy, clinicians capture stunning images of illness
and healing. CMAJ invites you to share your normally privy visual perspectives
on anatomy, pathology, diagnostic procedures and therapeutic techniques.  Let
colleagues outside your specialty take a close look at the characteristic signs of
rare conditions (Kayser-Fleischer rings in Wilson’s disease) or the interior
marvels of your clinical terrain (colonoscopic view of an adenomatous polyp).
We’re also interested in images that take a wider angle on the context of care (a
recently cord-clamped newborn on a cold steel scale).  If you have original,
unpublished images that are beautiful or informative, rare or classic, we’d like
to include them in CMAJ’s Clinical Vistas.
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