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COMMENTARY

Concerns about health care warnings and their impact

on prescribing behaviour

Laurence Y. Katz MD
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the impact of 3 regulatory warnings on prescription

rates of antipsychotic drugs among elderly adults with
dementia. Their finding — that the warnings did not achieve
the desired outcome — is similar to that in a recent study on
the use of antidepressants in children and adolescents.” The
similarity illustrates a lack of effectiveness of health care
warnings in achieving the desired outcome through commu-
nicating information on morbidity and mortality risks in ad-
dition to concerns about efficacy, especially in our most vul-
nerable patient populations — youths and elderly people.**
This problem has multiple contributors, and its resolution
will likely require cooperation among regulatory agencies,
the pharmaceutical industry, professional organizations rep-
resenting physicians and, ultimately, physicians themselves.

For decades, conventional and more recently atypical anti-
psychotic drugs have been used, primarily “off-label,” to re-
duce the behavioural problems experienced by elderly pa-
tients with dementia.* Currently, only risperidone has been
approved by Health Canada for this indication; none has been
approved for such use by the US Food and Drug Administra-
tion. A well-designed randomized controlled trial and a recent
consensus conference have suggested that the efficacy of con-
ventional and atypical antipsychotic drugs for this indication
has not been shown.** To identify the lack of efficacy, regula-
tory agencies and authors had to get access to unpublished re-
ports of trials, most of which were the property of the phar-
maceutical companies that had conducted the studies.®
Furthermore, a meta-analysis of all published and unpub-
lished studies as well as large, well-designed ecological stud-
ies have indicated an increased risk of death among elderly
patients with dementia taking antipsychotic drugs.**” These
findings prompted the mailing of 3 warnings to Canadian
physicians about the risks associated with the use of atypical
antipsychotic agents in elderly patients with dementia. This
process is almost identical to one that unfolded regarding the
use of antidepressants among children and adolescents with
depression.? In that study, concerns were raised that the warn-
ings resulted in decreased provision of care even though they
had the desired effect of decreased rates of use of antidepres-
sants in these age groups.?

In the study by Valiyeva and colleagues,' the authors used
comprehensive population-based administrative health care
databases and a longitudinal study design to evaluate the pre-
scription rates of conventional and atypical antipsychotic
drugs among elderly patients with dementia before and after
each of the 3 warnings. They found that use of atypical anti-
psychotic drugs was on the rise before the first warning. After
each warning, they found a slight slowing in the rate of
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Key points

e Conventional and atypical antipsychotic drugs are used ex-
tensively to treat behavioural disturbances in elderly pa-
tients with dementia.

e The efficacy of antipsychotic drugs for this purpose has not
been shown, and the treatment is associated with an in-
creased risk of death in this patient population.

e Health care warnings about the risks have not significantly
altered prescription rates of atypical antipsychotic drugs
among elderly patients with dementia in Ontario.

e Health care warnings should provide complete informa-
tion about the risks and efficacy of the identified treat-
ment and of alternative treatments.

e Mechanisms to evaluate the impact of regulatory warnings
and whether they achieve their desired effect are needed.

growth in their use; however, the overall prescription rate of
these drugs continued to increase over the study period,
which indicated that the warnings had a minimal impact on
prescribing behaviour. In the study of antidepressant use
among children and adolescents with depression, the prescrib-
ing rate among adolescents levelled off over the 2 years after
the regulatory warning was issued, but it was still twice the
rate observed 9 years before the warning.”

Thus, we have a scenario in which physicians and their pa-
tients are unaware of all the data on efficacy (or lack thereof);
concerns have been raised about incomplete reporting of ad-
verse events in randomized controlled trials by a pharma-
ceutical company;® and postmarketing information on mor-
bidity and mortality risks are not effectively communicated to
physicians in a manner that will lead to the desired out-
comes.'? Furthermore, no mechanisms are in place to evaluate
the impact of health care warnings and whether they achieve
the desired effects.

This scenario is not unique to mental health; it also exists
in other areas of medicine.”' In fact, it could present a threat
to the very premise of evidence-based medicine. Unfortu-
nately, because there are no mechanisms in place to evaluate
the effectiveness of health care warnings, there is a paucity of
data on their impact, so the extent of the problem is unknown.

Why do some health care warnings fail to achieve the de-
sired results? The warnings about the use of antidepressants
in children and adolescents and of atypical antipsychotic
medications in elderly patients with dementia delineated con-
cerns about the associated morbidity and mortality risks.
However, the warnings did not provide information about the
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effectiveness and safety of alternative treatment options. This will require access to all data (published and unpublished)

lack of information is not helpful to physicians when con- from the pharmaceutical industry and physicians, as well as
fronted with patients, families and allied health care profes- their assistance to develop effective mechanisms of commu-
sionals in understandable distress regarding the patient’s nicating the risks and benefits of identified treatments. This
symptoms. The results of the study by Valiyeva and col- collaboration could also assist with the development of mech-

leagues' suggest that physicians will return to what they anisms to evaluate the impact of the warnings and remedies
know, despite documented risks, if they are not given other  for any unforeseen problems.

options. Furthermore, in a study comparing the effect of
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the desired effect is needed. There must then be a mechanism to

remedy situations in which the desired effect has not occurred.
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