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wide spectrum of neuropsychiatric symptoms may

develop in people with dementia. These symptoms can

cause distress to families and caregivers and are chal-
lenging for clinicians to manage. Symptoms range from physical
aggression to wandering and sleep disturbances. Although a
drug therapy that could resolve them without causing new prob-
lems would be welcome, no such drug currently exists; serious
adverse events often offset the modest benefits of psychotropic
drugs in this setting. In the absence of predictably safe and effec-
tive drug therapies to manage these challenging behaviours,
clinicians are wise to remember the maxim “first do no harm.”

Clinicians usually avoid prescribing benzodiazepines for older
people with dementia because these drugs are associated with
well-documented harms, including fall-related injuries such as
fractures.! They are also associated with cognitive worsening,? an
adverse event that is especially concerning in vulnerable older
individuals who already have cognitive deficits. In a linked
research study, Taipale and colleagues® used Finnish administra-
tive data to explore further the potential harm of benzodiaze-
pines or benzodiazepine-related drugs (the so-called Z-drugs,
which include zopiclone and zolpidem) in people with dementia.

Despite known harms, benzodiazepines continue to be used
for a variety of conditions, including the management of neuro-
psychiatric symptoms associated with dementia. Canadian data
show that the rate of benzodiazepine use is 15% in the commu-
nity; the rate increases to more than 30% in long-term care facili-
ties,* where at least half of residents aged 80 years and older
have dementia.® A recent study found that women were more
likely than men to receive potentially inappropriate prescrip-
tions, particularly for benzodiazepines and other hypnotics.®
Another study showed that benzodiazepine therapy was contin-
ued chronically in more than 1% of older adults following a hos-
pital admission.”

Taipale and colleagues focus on use of benzodiazepines or
Z-drugs in patients with newly diagnosed Alzheimer disease liv-
ing in the community. The authors report that use of these drugs
was associated with a modest increased risk in the development
of pneumonia severe enough to result in hospital admission or
death (adjusted hazard ratio [HR] 1.22, 95% confidence interval

KEY POINTS

® Medications used to manage neuropsychiatric symptoms in frail
older individuals with dementia have concerning adverse events.

® Nonpharmacologic approaches to management are preferred.

® Forindividuals already receiving benzodiazepines or Z-drugs, it
is important to review medications regularly.

[CI] 1.05-1.42). The risk of pneumonia appeared highest within
the first 30 days of drug use. Although use of benzodiazepines
and Z-drugs collectively was associated with a statistically signif-
icant increased risk of pneumonia, Z-drug use alone was not
(adjusted HR 1.10, 95% Cl 0.84-1.44). This lack of statistical sig-
nificance for the association between Z-drugs and pneumonia
may reflect limited power of the study, given the overall modest
risk observed.

The findings reported in the linked study suggest that pneumo-
nia should be added to the list of potential harms associated with
use of benzodiazepines and Z-drugs in people with dementia.
Although a nonsignificant trend for pneumonia in association with
use of the Z-drugs was reported, a previous large, population-
based study showed that pneumonia risk extended to use of these
drugs.® Thus, further study is warranted to determine the compar-
ative safety of benzodiazepines and Z-drugs.

Pneumonia is common in patients with dementia, particularly
those with advanced dementia.® There are several mechanisms
that support the link between benzodiazepine use and pneumo-
nia. For example, these medications produce sedation (leading
to hypoventilation), can reduce pressure in the lower esophageal
sphincter (leading to reflux and aspiration), and can suppress
immune function, all of which may contribute to pneumonia
risk.X Benzodiazepine exposure has been associated with pneu-
monia risk in other populations, including people with chronic
obstructive pulmonary disease.!!

Taipale and colleagues acknowledge that the association they
found between benzodiazepine and Z-drug use and pneumonia
was relatively modest. However, there are reasons that this asso-
ciation may have been underestimated in the study. First, the
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authors identified only pneumonia severe enough to result in hos-
pital admission or death. They excluded cases of pneumonia that
were less severe and treated in outpatient settings or through an
emergency department visit. Second, the authors did not include
older adults with dementia living in long-term care facilities. Resi-
dents in such facilities mainly comprise older women, and a sub-
stantial proportion has dementia; this vulnerable group is at par-
ticularly high risk of pneumonia. Further valuable insights would
be gained through future studies of the association between ben-
zodiazepines and pneumonia that consider a wider spectrum of
ways in which pneumonia is diagnosed and managed in a range
of care settings. As such, population-level data could provide
opportunities to further explore the harms associated with decid-
ing to prescribe benzodiazepines or Z-drugs.

To ensure clinicians “do no harm,” it is important to maximize
our use of routinely collected data. Future work could build on
the current study by examining potential sex differences related
to the use of benzodiazepines and the development of pneumo-
nia. Sex differences should be evaluated for these drugs, given
what is known about zolpidem: the US Food and Drug Adminis-
tration issued a safety announcement indicating that zolpidem
products are associated with a risk of next-morning impairment
for activities that require complete mental alertness, including
driving, particularly among women.*? As a result, a lower dose of
the drug was recommended for women.*? To our knowledge, sex
differences for Z-drugs have not been studied at the population
level. If we understood the differences in the way that women
and men respond to benzodiazepines and Z-drugs, we could bet-
ter tailor our prescribing and monitoring practices to minimize
harm when these medications are prescribed.

Taipale and colleagues have identified pneumonia as yet
another adverse event associated with benzodiazepine and
Z-drug use. Their study is a good reminder to clinicians to “first

do no harm” when prescribing these drugs for frail older women
and men with dementia. Nonpharmacologic approaches should
be the starting point when managing neuropsychiatric symp-
toms in this patient population, which should help to limit inap-
propriate use of these drugs. For individuals already receiving
benzodiazepines or Z-drugs, this study’s findings underline the
importance of regularly reviewing medications and re-evaluating
their need.
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