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It seems that we are again in the midst of a new storm of concern aboutAvailable data from that period, while acknowledging potential
an epidemic of benzodiazepine (BZ) overuse, misuse, and abuse. Theproblems with BZs, did not support this exaggerated view of serious
first concern, in the 1980s, posited BZs as an epidemic of excessivehazards and widespread overuse. Although it was well known that BZs,
prescribing and was frequently mentioned in books, movies, andsuch as other sedative hypnotics, could produce physiological
numerous lay magazine articles. There was also concern that BZs weredependence (usually mild) and a discontinuation syndrome (usually
abused or misused, caused addiction with difficult withdrawalbrief), the pharmacology and safety of these anxiolytics was well
symptoms, or taken without medical supervision by large numbers ofknown. Categorized by elimination halflife and receptor potency, BZs
people.
were widely and successfully used to treat a variety of anxiety
syndromes including acute states of anxiety, panic and trauma,
medically associated anxiety and stress, as well as assisting with sleep
onset at night. 1 Of greatest medical concern, however, was the abuse of
BZs that was primarily seen in those who were already abusers of
alcohol or other drugs. Benzodiazepine abuse was a genuine public
health problem, but fortunately a relatively small issue when compared
with the widespread appropriate medical use of BZs. 2 Careful doorto
door surveys of BZ use indicated that approximately 6% of those
surveyed indicated that they took BZs on a regular basis during the
previous year, 1,2 and this rate of longterm use was lower than in
several European countries. 3 Much of BZ use in the United States was
short term (3 weeks or less) and was prescribed by family practitioners
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and primary care physicians. 3
Out of concern over abuse, misuse, and adverse effects of BZs, anAlthough meant to demonstrate an increasing use of BZs, recent survey
American Psychiatric Association task force was convened 2 decadesdata published by Olfson et al5 actually suggest that BZs are still not
ago to examine these worries. 4 The results of their report (cited bywidely overused or overprescribed; approximately 5.2% of the
Olfson et al5) seem relevant to today's concerns. In summary, the taskpopulation (data derived from a 2008 survey of prescribing) were
force found that BZs were therapeutically very effective andreceiving benzodiazepines. This rate of BZ prescription is essentially
pharmacologically safe medications that were a great improvementthe same as the approximately 5.5% usage reported in 1984. 2
over all earlier drugs used to treat anxiety in terms of efficacy, adverseFurthermore, the 2008 data review did not provide information as to
effects, dependence/withdrawal, and misuse. The report emphasizedthe type of benzodiazepines prescribed or for what clinical conditions.
that when used appropriately under medical supervision, BZs wereIt is not known how much of the use that was reported was not for
remarkably safe drugs with relatively minor adverse effects. These werepsychiatric treatment but rather for shortterm medical use (eg, nausea
dose dependent and frequently the result from interaction with othertreatment and prophylaxis) or for longerterm use as in some seizure
drugs, especially those with sedativehypnotic properties such asdisorders. More recently, Bruce et al6 reported that despite the rise in
alcohol. Withdrawal reactions (more properly termed asantidepressant treatment of anxiety disorders, BZ use for anxious
discontinuation syndromes) were relatively mild except when BZs hadpatients declined only slightly as antidepressant use increased. In other
been taken over a long period and at high doses.
words, there has not been an increase in BZ use over the past 20 years,
even though BZs are more rapid and more effective anxiolytics.
Nevertheless, current clinical experience indicates that prescribers and
patients alike are trying to avoid using BZs, even for medically approved
indications. This suggests that there may be inappropriate
underprescribing for some patients.
The latest attack on BZ use comes from an editorial based on EuropeanOne of the major findings of the new Olfson et al5 survey data indicated
survey data of BZ use. 7 It seems that nearly 20% of adult respondentsthat BZs were prescribed to elderly individuals at a higher rate than for
living in Western European countries take BZs; the authors call foryoung and middle aged patients. Benzodiazepines are now thought to
controlling the prescription of BZs and are more or less demanding thatbe hazardous to older patients despite the common clinical importance
physicians stop prescribing them except in immediate necessaryof their use during serious illness, treatment of cancer, cardiovascular,
circumstances; they specifically recommend that BZs “…shouldrheumatoid and sleep disorders, as well for longstanding states of
especially be used only for very short periods…”
anxiety. Impairment of cognition is correctly attributed to BZs given to
elderly patients. Benzodiazepines, such as other sedative hypnotics,
may be associated with a dosedependent decrease in recent recall
(anterograde amnesia) or registration of recent memories (eg, the
movie that was watched the night before). 8 A metaanalysis of studies
examining the effect of BZs on cognition in the elderly found lasting
diminution of a variety of neurocognitive functions in those elderly who
took BZs chronically, but diminished memory was a relatively minor
effect; most of the deficits were on concentration and psychomotor
speed. 9 A similar very small negative effect was found associated with
chronic benzodiazepine use in more than 2000 older persons. 10 A
small pilot study of BZ discontinuation in a nursing home population
found that any recent memory impairment was reversible when the BZs
were discontinued (although the research subjects preferred the
calming effect of the BZs to the improved memory). 11
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Benzodiazepines prescribed to elderly individuals have also beenWhat are we to make of the recent suggestion that BZs may increase the
implicated in increased falls and risk of fractures. This association hasrisk of developing Alzheimer disease? A survey of Canadian insurance
been well known and is true for both long as well as short halfliferecords found an association between BZ use in the elderly (older than
medications. Like most sedative hypnotics, they can cause65 years) and more frequent development of Alzheimer disease. 13
unsteadiness and impaired balance, usually in a dosedependentAlthough carefully controlled, the data suffer from a number of
fashion. The elderly are more susceptible to these effects and should besignificant problems that limit the study's conclusions. It has been
prescribed lower doses to prevent them. More recent data have reportedsuggested, in fact, that BZs may decrease the risk of development of
that although BZs may increase the risk of falls among elderly BZAlzheimer disease by decreasing the toxic effect of chronic stress on the
recipients, antipsychotic and antidepressant drugs are associated with central nervous system. 14
a higher risk of falls in this population than are BZs. 12
Are BZs dangerous drugs whose prescription and use must be carefully
regulated? The answer is probably yes and no. When appropriately
prescribed and dosed, these drugs are effective, safe, and patients
usually appreciate their rapid and reliable anxiolytic effects. There
likely is and was an irrational overuse of BZs and overprescription by
some prescribers. 15 Certainly BZ prescription to elderly individuals
should be carefully undertaken. They should be frequently monitored
and limited to low doses of short halflife medications.
Benzodiazepines are probably not useful in moderate to severely
afflicted demented persons, although there are no data to guide their
use in this population. Clinical experience suggests that those with
impaired central nervous systems may experience more intense adverse
effects and possible behavioral disinhibition.
Continuing and perhaps increasing BZ abuse/misuse by substanceIn conclusion, psychiatrists, primary care physicians, and emergency
abusers, those with personality disorders, and individuals whose life isroom clinicians commonly see large numbers of angry, frustrated,
beset by complex stress does not admit an easy fix. Simply limiting BZanxious, and/or depressed individuals who demand a BZ prescription.
availability may not actually address this problem. When triplicateThose who treat or interact with substance abusing individuals
prescriptions were introduced in the state of New York, BZ use declined, (alcohol, cocaine, opioids) commonly see BZs being taken along with
the abused drug. However, it is our experience, as well as in that of
but alcohol and other sedative/hypnotic use increased. 16,17
numerous colleagues, that clinicians are criticized and even vilified
when suggesting a BZ for a patient. Patients themselves, reading about
the potential for “addiction” to BZs or severe memory impairment,
refuse to take what might be an effective and safe class of drugs for
them.
In addition to overuse, we may now be facing a concomitant oppositeAll drugs with sedativehypnotic properties including BZs may produce
condition—underprescription of a useful and safe class of medications. unwanted abuse, misuse, and serious adverse effects. For the elderly,
We suggest that concern regarding overuse and potential toxicity of BZsthese drugs may also produce serious unwanted effects. All prescribers
is warranted. We agree that among some individuals, especially thosemust carefully weigh the risk versus benefit of prescribing BZs,
with substance abuse or chronic stress problems, BZs may beespecially insuring that the patient's diagnostic characteristics warrant
overprescribed. However, we also suggest that the medical communityBZ use. In our view, it is a poor medical practice that deprives a patient
has overreacted to concerns regarding these drugs, leading in someof a useful and safe therapeutic class of drugs.
clinical situations to underprescription. The known pharmacology of
these drugs, their efficacy, safety, and adverse effect profile should serve
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as the primary reinforcers of appropriate clinical use. Prescribers
should be aware of the potential for abuse and misuse; treatment
should continue to be short term except in psychiatric conditions of
chronic anxiety. Elderly individuals and those with functional or
structural central nervous system damage should be prescribed BZs
only with the greatest caution and only when clinically necessary and
for the shortest period using low therapeutic doses.

AUTHOR DISCLOSURE INFORMATION
The authors declare no conflicts of interest.

REFERENCES
1. Shader RI, Greenblatt DJ. Use of benzodiazepines in anxiety disorders. N Engl J Med. 1993; 328:
1398–1405.
2. Mellinger GD, Balter MB, Uhlenhuth EH, et al. Prevalence and correlates of the longterm regular use
of anxiolytics. JAMA. 1984; 251: 375–379.
3. Balter MB, Levine J, Manheimer DI. Crossnational study of the extent of antianxiety/sedative drug
use. N Eng J Med. 1974; 290: 769–774.
4. Salzman C. Benzodiazepine Dependency, Toxicity and Abuse. Washington, DC: American Psychiatric
Association; 1990.
5. Olfson M, King M, Schoenbaum M. Benzodiazepine use in the United States. JAMA Psychiatry. 2015;
72: 136–142.
6. Bruce SE, Vasile RG, Goisman RM, et al. Are benzodiazepines still the medication of choice for
patients with panic disorder with or without agoraphobia? Am J Psychiatry. 2003; 160: 1432–1438.
7. Moore N, Pariente A, Begaud B. Why are benzodiazepines not yet controlled substances? JAMA
Psychiatry. 2015; 72: 110–111.
8. Salzman C. Treatment of anxiety and anxietyrelated disorders. In: Salzman C, ed. Clinical Geriatric
Psychopharmacology. 4th ed. Philadelphia, PA: Lippincott Williams & Wilkins; 2005; 449–482.
9. Barker MJ, Greenwood KM, Jackson M, et al. An evaluation of persisting cognitive effects after
withdrawal from longterm benzodiazepine use. J Int Neuropsychohol. 2005; 11: 281.
10. Bierman EJM, Comijs HC, Gundy CM, et al. The effect of chronic benzodiazepine use on cognitive
functioning in older persons: good, bad or indifferent? Int J Geriatric Psychiatry. 2007; 22: 1194–1200.
http://journals.lww.com/psychopharmacology/Fulltext/2015/10000/Not_Again__Benzodiazepines_Once_More_Under_Attack.1.aspx?cid=MReJPNewsletterPsychiatryPsychiatryJCPNoPromo

4/5

11/3/2015

Not Again: Benzodiazepines Once More Under Attack : Journal of Clinical Psychopharmacology

11. Salzman C, Fiisher J, Nobel K, et al. Cognitive improvement following benzodiazepine
discontinuation in elderly nursing home residents. Int J Geriat Psychiatry. 1992; 7: 89–93.
12. Woolcott JC, Richardson KJ, Wiens MO, et al. Metaanalysis of the impact of 9 medication classes
on falls in elderly persons. Arch Intern Med. 2009; 169: 1952–1960.
13. de Gage SB, Moride LY, Ducruet T, et al. Benzodiazepine use and risk of Alzheimer's disease: case
control study. BMJ. 2014; 349: 205.
14. Salzman C, Shader RI. Benzodiazepine use and risk for Alzheimer disease. J Clin Psychopharmacol.
2015; 35: 1–2.
15. Lasagna L, Shader RI. A white paper on the appropriateness of proposals by the FDA to modify
labeling of benzodiazepine sedativehypnotics. J Clin Pharmacol. 1994; 34: 812–815.
16. RossDegnan D, SimoniWastila L, Brown J, et al. A controlled study of the effects of state
surveillance on indicators of problematic and nonproblematic benzodiazepine use in a Medicaid
population. Int J Psychiatry Med. 2004; 4: 103–123.
17. Weintraub M, Singh S, Byrne L, et al. Consequences of the 1989 New York State triplicate
benzodiazepine prescription regulations. JAMA. 1991; 266: 2392–2397.

Copyright © 2015 Wolters Kluwer Health, Inc. All rights reserved.

http://journals.lww.com/psychopharmacology/Fulltext/2015/10000/Not_Again__Benzodiazepines_Once_More_Under_Attack.1.aspx?cid=MReJPNewsletterPsychiatryPsychiatryJCPNoPromo

5/5

