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Benzodiazepines: Taking the Good
with the Bad and the U2I1

By Jack M. Gorman, MD

A friend of mine recently told me a telling anal-
ogy concerning benzodiazepines (BZs). I am not sure
if he wants to be publicly acknowledged for his quip.
He said, "Prescribing benzodiazepines is like watching
pornography. If you ask a person at random if he watch-
es pornography, he will vehemently deny it, but some-
one must be because it is a billion dollar a year business.
Similarly, if you ask a physician if he prescribes Valium
or Xanax or Ativan [forgive my uncharacteristic use of
brand names, but the story loses its impact otherwise],
he or she will say of course not, what sensible doctor
would prescribe those addicting drugs. Yet, like pornog-
raphy, benzodiazepine prescriptions generate billions
of dollars of revenue around the world, so somebody
must be prescribing them."

As our outstanding guest editor, Nancy A. Ator, PhD,
of Johns Hopkins University School of Medicine, notes
in her introduction to this month's CNS Spectrums,
BZs were once heralded as a virtual answer to a prayer.
Prior to their discovery, we prescribed barbiturates and
meprobamate for anxiety, drugs of arguable efficacy
and undeniable risk. BZs were seen in the 1960s and
1970s as safe and reliable. By 1977, diazepam was the
most commonly prescribed medication in the United
States, with some countries in Western Europe even
more avid consumers. Then, as seemingly inevitably
happens in medicine, a pendulum swung with horror
stories of addiction like that portrayed in the novel
I'm Dancing As Fast As I Can.1 Suddenly, BZs went
from safe and effective to addicting and dangerous.
By the time the serotonin reuptake inhibitors were
introduced, psychiatrists were convinced (at least in
public discourse) that they should replace BZs as treat-
ment for anxiety disorders in most situations; other
physicians stopped prescribing them for back pain and
other muscle problems; and later drugs that are techni-
cally not BZs (but nevertheless bind to the BZ recep-
tor) like zolpidem replaced them as hypnotics.

Yet, through it all, BZs are still prescribed and at
least two pharmaceutical companies have attempted to
corner the market with sustained-release preparations.
Why are drugs so seemingly notorious still so often
prescribed? The truth is that benzodiazepines are hard
to beat. Very few medications work so reliably for their
target conditions. It is a rare, anxious patient that real-

izes no benefit from taking a BZ. Most patients tolerate
them well and they are not fatal in overdose. Even the
lore that combinations of BZs and alcohol in excess
can cause acute cardiorespiratory collapse and death
are actually not supported by any convincing data.
The risk of dependence and serious withdrawal effects
scares many clinicians and patients, but in an era when
managed pharmaceutical companies virtually demand
that we prescribe medications in 90-day supply and
psychiatric guidelines call for longer and longer periods
of treatment for mood and anxiety disorders, it is hard
for a clinician to muster concern for long-term risks.
Thus, there is something very useful about benzodiaz-
epines and rather than trying to find substitutes, none
of which have yet proven to really do what BZs do,
science is turning toward trying to build a better BZ.

The articles in this issue of CNS Spectrums demon-
strate several important points about neuropharmacol-
ogy. First, BZs are probably the only class of psychoac-
tive medications for which we are pretty certain that
we understand the mechanism of action. We know
some things about what antidepressants do, like block-
ing the presynaptic reuptake of neurotransmitters, but
whether those have anything to do with how they
relieve depression is entirely unclear. Similarly, anti-
psychotics block the dopamine D2 receptor, but who
knows if this is really the reason they diminish positive
symptoms of psychosis. And which of the multitude of
actions of many of the new anticonvulsants is really
the mechanism that imparts anticonvulsant effects?
But for BZs, we are nearly certain that potentiating the
effects of y-aminobutyric acid (GABA) in opening the
chloride ionophore on the y-aminobutyric acid type
A (GABAA) receptor to hyperpolarize neurons through-
out the central nervous system is almost certainly the
direct mechanism of anti-anxiety action.

Second, tinkering with the structure of drugs that
bind to GABAA receptors by manipulating subunit-
specific binding represents one of the most fascinating
attempts to use what we know from molecular neuro-
science to follow a rational route to psychotropic drug
development. It is still unclear whether these attempts
will be clinically successful, but the opportunity to
use basic science to guide neuropsychopharmacology is
a welcome new trend.

Dr. Gorman is the editor of this journal and Esther and Joseph Klingenstein Professor of Psychiatry and chair of the Department of
Psychiatry at Mount Sinai School of Medicine in New York City.
Volume 10 - Number 1 14 CNS Spectrums - January 2005

https://doi.org/10.1017/S1092852900009834 Published online by Cambridge University Press

https://doi.org/10.1017/S1092852900009834


From the Editor's Desk

The articles from this issue were mostly gleaned from
talks given as part of a symposium chaired by Dr. Ator
and myself at the annual meeting of the American
College of Neuropsychopharmacology.

In addition, David J. Nutt, MD, PhD, a leading psy-
chopharmacologist and biological psychiatrist from the
United Kingdom, reviews medication treatments for
anxiety disorders. Taken together, these articles provide
fine insights into the rapidly changing panorama of
anti-anxiety medication practice and research.

And speaking of changing panoramas, we are once
again welcoming a new year. This gives me the oppor-
tunity to thank a number of people with whom I work
with closely in bringing you CNS Spectrums. Darren
Brodeur, our publisher, has once again made major
gains in bringing the journal to the attention of a broad
international community and all of us who care about
psychiatry, neurology, and neuroscience are grateful to
him for giving us this voice throughout the world. My

fellow editors, Eric Hollander, MD, and Joseph Zohar,
MD, are also close friends and colleagues who work
diligently to find and perfect the best articles for the
journal, as do our stellar group of international editors
and editorial board members. I particularly wish to
thank Shoshana Bauminger and Jose Ralat, the edito-
rial staff members at MBL Communications, Inc. who
are dedicated to CNS Spectrums.

Finally, I want to take this opportunity to
thank all of our "anonymous" peer review-
ers for 2004- We take the peer review system
extremely seriously at CNS Spectrums and those of
you who have devoted your time to make it work are of
utmost importance.

We will have more great issues and events in 2005,
so stayed tuned. I9SEI
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