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Use of Benzodiazepines in BC
Is it consistent
with recommendations?
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Evidence Based
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herapeutics Letter #11,! on the treatment of

lett

insomnia, concluded: “If indicated, prescribe ben- ~ 25000 pls/1000 pEdl
zodiazepines with short half-lives, in low doses, for 20000
short duration, and not for regular nightly use.” 15000 |
Therapeutics Letter #18,2 on the management of 10000
anxiety disorders, concluded: “Current evidence 5000 -
suggests that non-benzodiazepine treatment, particu- 0
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Fig.1: Benzo use in BC.

larly psychotherapy, is safer and as effective for most
patients with anxiety disorders.”

This Letter describes the utilization of benzodi-
azepines in BC from 1996 to 2002.

Benzodiazepines may impair functional status by

I CS

This analysis focuses on the quantity of pills dis-

causing confusion, memory loss, dizziness, daytime
sleepiness, falls/fractures and depression.3# Despite
this potential for major harm and scant evidence of
clinically meaningful benefit,4 the use of benzodi-
azepines in BC grew between 1996 and 2002
(Figure 1). This drug class is currently near the top in
terms of pills dispensed, 84 million pills in 2002. This
is fewer than the 124 million antidepressant pills, but
exceeds the 74 million acid suppressant pills (proton
pump inhibitors and H2 blockers), 72 million lipid low-
ering pills (statins and fibrates), 63 million non-steroidal
anti-inflammatory pills (non-selective and COX-2

pensed. We grouped the Z drugs, zopiclone and
zaleplon, with the benzodiazepines based on the
similar pharmacologic mechanism of action. In this
Letter we call this larger grouping ‘“benzos”. A
recent systematic reviewS by the United Kingdom
National Institute for Clinical Excellence (NICE) is
summarized in a British Medical Journal editorial:6
“Although initially promoted as superior to benzo-
diazepines in terms of daytime sedation, dependence
and withdrawal, the Z drugs have not delivered on
several fronts. On the quality of evidence, of the 17
randomised trials with a total of 1284 patients, all

selective NSAIDs), and 55 million diuretic pills. were industry funded, outcomes were poorly and
often selectively reported in favour of positive find-

Table: Benzodiazepines and Z drugs (benzos) in BC. ings, comparators were suboptimal, durations were

therapeut

GenericName |  Brand name ;?Vl%l (io§$t Halllf-l;fe very short (maximum 6 weeks), and surrogate mark-
ablet (§)| _(hr) ers (generally sleep variables) were highlighted. On
Alprazolam | Xanax 0.11 12t0 15 the risk-benefit front, no consistent difference was
Bromazepam |Lectopam 0.11 81030 found between the Z drugs and benzodiazepines for
Chlordiazepoxide|Librium/Corax/Solium| ~ 0.12 100 either effectiveness or safety.”s
Clobazam Fr‘isiur‘n 0.26 10 to 46 Benzodiazepines and Z drugs used in BC in 2002 are
Clonazepam  |Rivotril 0.15 2010 80 shown in the Table. All the drugs are available in
Clorazepate  |Tranxene 0.16 100 a generic form except for zaleplon. The average
Diazepam Valium 0.08 100 cost/tablet and percentages of people using the drugs
Flurazepam  |Dalmane/Somnol 0.09 100 are calculated from year 2002 Pharmanet data.

rel [ o | 0% |1on20 | Hos prescribing of these drugs

Y P £ ' changed between 1996 and 2002?

1 Oxazepam Serax 0.07 Sto 15 . . .

{ Temazepam | Restoril 0.14 10 t0 20 Figure 1 shows that the quantity of pills per 1000
Tri lp Halci 0'09 1505 population is rising and peaks in 2001. Benzo use
anaZ(i am Sa cron 1'33 ’ 10 increased by 11% between 1996 and 2002; antide-

aleplon tarnoc : pressant use increased by 73% over the same time
Zopiclone Imovane/Rhovane 0.50 4t07 period.
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Fig.2: Utilization of individual benzos in BC in 1996 and 2002.

Which benzos were most frequently
prescribed in 1996 and 2002?

Figure 2 shows the proportions of different drugs
used in 1996 and 2002. The seven most used benzos:
lorazepam, clonazepam, zopiclone, oxazepam, alpra-
zolam, diazepam and temazepam comprised 92% of
the total in 1996 and 95% of the total in 2002. Five
out of these seven have half-lives >10 hours (see
Table). When such long half-life drugs are taken at
night, daytime sedation is expected and common.

What proportion of people in BC
received a benzo and how does that
vary by gender and age?

9.7% of the population of BC (400,000 people)
received at least one prescription for a benzo in 2002.
A lower percentage of males, 7.1%, than females,
12.2%, received a benzo. Figure 3 shows that this
gender relationship holds for all ages and that the per-
centage increases steadily with age for both genders.
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Fig.3: Benzodiazepine prescription rates by gender.

This Letter contains an assessment and synthesis of publications up to
December 2004. We attempt to maintain the accuracy of the infor-
mation in the Therapeutics Letter by extensive literature searches and
verification by both the authors and the editorial board. In addition
this Therapeutics Letter was submitted for review to 60 experts and
primary care physicians in order to correct any inaccuracies and to
ensure that the information is concise and relevant to clinicians.

What proportion of patients are using
benzos as recommended?

We have conservatively defined patients receiving <100 pills
per year as those using the drugs as recommended by educa-
tional groups 125, regulators and manufacturers, (short-term
or intermittently). Patients receiving <100 pills per year com-
prised 5.5% of the population (230,000 people). The remain-
ing 4.2% of the population (170,000 people) received >100
pills per year. These 43% of users received 88% of the 84
million tablets dispensed. Over 10,000 people in BC received
>1000 pills per year in 2002.

CONCLUSIONS

The pattern of utilization of benzos in BC appears inconsis-

tent with the recommendations of educational groups, regula-

tors and manufacturers:

e Approximately 170,000 people are receiving amounts
incompatible with short-term or intermittent use.

e The two groups most vulnerable to adverse effects,
women and the elderly, are the highest users.

e Use of long half-life drugs (>10 hours) predominates.

e The overall benefits and harms from this drug exposure in
BC is unknown.

One reviewer’s comment:

“Other drugs used as sedative/hypnotics, such as antihista-
mines, antidepressants and antipsychotics, may be more
harmful than benzodiazepines and Z drugs.” We plan to
explore this issue in a future Letter. We welcome feedback
from our readers as well.
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The Therapeutics Letter presents critically appraised summary evidence primarily from controlled drug trials. Such evidence applies
to patients similar to those involved in the trials, and may not be generalizable to every patient. We are committed to evaluate the
effectiveness of our educational activities using the Pharmacare/PharmaNet databases without identifying individual physicians, phar-
macies or patients. The Therapeutics Initiative is funded by the BC Ministry of Health through a 3-year grant to the University of BC.

The Therapeutics Initiative provides evidence-based advice about drug therapy, and is not responsible for formulating or adjudicating

provincial drug policies.



