Posttraumatic Stress Disorder
and Benzodiazepines:
A Myth Agreed Upon

Lorraine Sharon Roth, MD

Recognizing that benzodiazepines have definite abuse and
dependence potential, they possibly treat PTSD-associated anxiety and
insomnia better than any other class of drugs. This author challenges
the fact that they are so persistently viewed through a negative lens.

apoleon Bonaparte, best
known for being a warrior,
was an effective propagan-
dist. Reports from the field
during his first campaign in Italy
were crafted with the goal of spread-
ing his grandeur and concealing
his ruthlessness. “Even when I am
gone,” he said, “I shall remain in peo-
ple’s minds the star of their rights, my
name will be the war cry of their ef-
forts, the motto of their hopes.” The
French general summed it up with,
“History is a myth that men have
agreed upon.” This might be said of
benzodiazepines as well.
Benzodiazepines are highly effec-
tive, safe, and versatile medications
that are FDA approved to treat in-
somnia, muscle spasm, seizures, ag-
itation, alcohol withdrawal, and in
particular, anxiety. They are unrivaled
in their overall effectiveness and
safety for these conditions. Yet there
has been an unremitting drumbeat of
negativity about this class of medica-
tion that has succeeded in fostering
its disapprobation or complete ab-
sence from the most highly respected
clinical guidelines for posttraumatic
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stress disorder (PTSD), acute stress
reaction (ASR), and acute stress dis-
order (ASD).?>-® This would seem
to reflect the negative and avoidant
manner in which benzodiazepines
historically have been treated, and
continue to be treated relative to
PTSD.

It is useful to review the history
of this class of medication to under-
stand where this negativity came
from, and why it has flourished. In
addition to this brief review, this ar-
ticle compares and contrasts the
clinical guidelines regarding the
prescription of benzodiazepines for
patients with PTSD diagnoses from
4 national and international groups
and their 3 updates. The evidence on
which the guidelines are based is ex-
amined, with the goal of encouraging
clinicians to avoid reflexively embrac-
ing the published guidelines, and to
give thoughtful consideration to this
class of medication for appropriate
patients with PTSD diagnoses when
there is a clear indication for them.

A BRIEF HISTORY OF
BENZODIAZEPINES

The first benzodiazepine, chlordi-
azepoxide, synthesized in 1955,
showed strong sedative, anticonvul-
sant, and muscle relaxant effects, and
was marketed in 1960. Diazepam
was marketed in 1963.° It became

the top-selling pharmaceutical in the
United States from 1969 to 1982,
with peak sales in 1978 of 2.3 billion
tablets.' The risk of dependence with
benzodiazepines became evident in
the 1980s, and the drug class was
subsequently responsible for the larg-
est-ever class-action lawsuit against
drug manufacturers in the United
Kingdom. The court case against the
drug manufacturers never reached a
verdict—but it did lead to changes in
the British law, making class-action
law suits more difficult to effect.

In 1983, as a resident fellow in
forensic psychiatry at the Federal
Correctional Institution in Butner,
North Carolina, I discovered that
benzodiazepines were almost entirely
proscribed in penal systems nation-
wide. The relatively uncommon de-
pendence and abuse issues were just
beginning to come into focus at that
time, and the concern was raised that
we were creating a nation of addicts,
rather than asking how or why the
population became so anxiety-rid-
den. My research resulted in a pub-
lication of recommended guidelines
for benzodiazepine use in correc-
tional facilities.!! Little has changed
since that time, which becomes ap-
parent when evaluating the details
of the research supporting recent
national and international practice
guidelines.
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THE GUIDELINES

In reviewing these guidelines and
analyzing the references listed to sup-
port their recommendations, a rep-
etition of many of the same studies
cited is found. That is not necessarily
a problem, but many of these papers
are quite dated and many draw their
conclusions from very small sample
sizes. Even in studies with larger
sample sizes, positive results often are
overlooked, ignored, or reported in a
dismissive manner.

Guideline conclusions and rec-
ommendations of the following or-
ganizations or consensus groups are
presented: the American Psychiatric
Association (APA), the VA and DoD,
the International Consensus Group
on Depression and Anxiety (ICGDA),
and the National Institute for Clinical
Excellence (NICE). This is followed
by an examination of the articles cited
to support the recommendations.

APA guidelines
The 2004 APA guidelines for PTSD
and ASD have a relatively simple cod-
ing system, classifying drugs in 1 of 3
categories: recommended “with sub-
stantial clinical confidence,” “with
moderate clinical confidence,” or
“on the basis of individual circum-
stances.”” Benzodiazepines are in the
third category and are described as:
...useful in reducing anxiety and im-
proving sleep.... However, clinical
observations include the possibility
of dependence, increased incidence
of PTSD after early treatment with
these medications, or worsening of
PTSD symptoms after withdrawal of
these medications.>
Four references (Mellman and col-
leagues [2002],!* Gelpin and col-
leagues," Risse and colleagues,'* and
Kosten and colleagues') are cited
to support the above statement. In
a later section, titled, “Review and
Synthesis of Available Evidence,”

the authors conclude that benzodi-
azepines “cannot be recommended
as monotherapy for PTSD patients,
despite their proven efficacy in gen-
eralized anxiety disorder,” and, “De-
spite widespread use in treatment of
PTSD, their utility in PTSD has not
been adequately evaluated.” Two ad-
ditional references (Braun and col-
leagues'® and Mellman and colleagues
[1998]'7) are cited.

APA guideline watch

The March 2009 update to the APA
guidelines for PTSD does not men-
tion benzodiazepines.
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VA/DoD guidelines

In the 175-page, jointly published VA
and DoD guidelines for PTSD, a third
derivative disorder is added: ASR.*
The recommendations regarding ben-
zodiazepines in this lengthy docu-
ment are both copious and abstruse
(Figure). The legends may serve an
academic interest, but they offer little
practical help to the clinician in the
decision-making process. For ex-
ample, for ASR, benzodiazepines are
placed in the “Some benefit” category,
with the recommendation “insuffi-
cient evidence to recommend for or
against—the clinician will use clinical
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PTSD AND BENZODIAZEPINES

Net effect of the intervention

Quality of evidence Substantial Moderate Small Zero or negative
Good A B C D
Fair B B C D
Poor | I I |

Quality of evidence

I At least 1 properly done randomized controlled trial

11-1 Well-designed controlled trial without randomization

11-2 Well-designed cohort or case-control analytic study

11-3 Multiple time-series, dramatic results of uncontrolled experiment

Il Opinion of respected authorities, case reports, and expert committees

Overall quality

Good: High grade evidence (I or lI-1) directly linked to health outcome

Fair: High grade evidence (I or 1l-1) linked to intermediate outcome or moderate grade evidence (lI-2
or II-3) directly linked to health outcome

Poor: Level lll evidence or no linkage of evidence to health outcome

Net effect of the intervention

Substantial: More than a small relative impact on a frequent condition with a substantial burden of suffer-
ing; or a large impact on an infrequent condition with a significant impact on the individual patient level
Moderate: A small relative impact on a frequent condition with a substantial burden of suffering; or a
moderate impact on an infrequent condition with a significant impact on the individual patient level

Small: A negligible relative impact on a frequent condition with a substantial burden of suffering; or a small
impact on an infrequent condition with a significant impact on the individual patient level

Zero or negative: Negative impact on patients; or no relative impact on either a frequent condition with a
substantial burden of suffering; or An infrequent condition with a significant impact on the individual

patient level

Rating scheme for the strength of the recommendations
A A strong recommendation that the intervention is always indicated and acceptable
B A recommendation that the intervention may be useful/effective
C A recommendation that the intervention may be considered

D A recommendation that a procedure may be considered not useful/effective, or may be harmful
I Insufficient evidence to recommend for or against—the clinician will use clinical judgment

Figure. Quality of evidence, overall quality, net effect of the intervention, and rating scheme for the strength of the recommendations
made in the VA/DoD Clinical Practice Guidelines for the Management of Post-traumatic Stress.*

judgment.” For ASD, benzodiazepines
are listed in the “unknown” ben-
efit category. While short-term use of
benzodiazepines (less than 10 days)
is recommended for acute symptom
management in patients with ASR and

ASD, it is discouraged for longer use
in those disorders. Finally, for PTSD,
the VA/DoD guidelines are unequivo-
cal, stating not only that there is “no
benefit” but also warning of potential
“harm” if they are used.*

References cited to support the
VA/DoD recommendations and non-
recommendations are Gelpin and
colleagues,” Risse and colleagues,'*
and Kosten and colleagues!'® (the
same as in the APA guidelines) and

Continued on page 16

14 - FEDERAL PRACTITIONER - SEPTEMBER 2010



PTSD AND BENZODIAZEPINES

Continued from page 14

1 additional reference (Viola and
colleagues'®).

Consensus statement on PTSD

from the ICGDA

Regarding benzodiazepines, this

group states the following:
No studies support the efficacy of
benzodiazepines in PTSD. On the
contrary, some evidence suggests that
the clinical condition of patients with
PTSD deteriorates when they are
treated with benzodiazepines, with
impairment of learning in a clinical
situation and disturbing withdrawal
symptoms.’

There are 15 references listed at the

end of this consensus statement, but

none are designated in the body of the

paper to support the above statement.

Consensus statement update on

PTSD from the ICGDA

In their 2004 update to their 2000
consensus statement, the ICGDA says
benzodiazepines “are not effective for
PTSD.” For sleep difficulty, the group
cautioned against using traditional
benzodiazepines “because of associ-
ated withdrawal symptoms, lack of
efficacy in the treatment of depression
and PTSD, and interactions with alco-
hol.” No other reference is cited.

NICE guidelines

Located in London, England, NICE
also has published a set of guidelines
for PTSD treatment.® Under the head-
ing of “Pharmacological and physical
interventions for PTSD,” this 176-
page text does not include a section
on benzodiazepines, anxiolytics, sed-
atives, or hypnotics. Benzodiazepines
are mentioned only indirectly, as part
of a study conducted by Hamner and
colleagues, of combat veteran pa-
tients who had risperidone added to
their previously prescribed medica-
tions, some of which were benzodi-
azepines.'® Also, under the heading of

“Current clinical practice,” it is noted
that, “Mellman et al (2003) point out
that the use of [benzodiazepines] is
likely not to conform to international
guidelines.”®

EXAMINATION OF REFERENCES
CITED IN THE GUIDELINES

APA guidelines

The APA guidelines? cite 6 refer-
ences'>!7 in support of their conclu-
sions and recommendations. These
references were published between
1990 and 2002.

In the first study referenced, Mell-
man and colleagues (2002) evalu-
ated 22 participants (14 men and 8
women) reporting PTSD symptoms
as a result of non—combat related ac-
cidents or assaults.!? The treatment
group was given temazepam for 7
days (at a 30-mg dosage for the first
5 days and at a 15-mg dosage for the
last 2 days); the control group was
given a placebo. There was signifi-
cant improvement in sleep duration
in the temazepam group during the
treatment, but no difference in sleep
duration 1 week after the medication
was discontinued. There also was no
difference in core PTSD symptoms
(intrusive thoughts/re-experiencing,
emotional numbing, hyperarousal,
and avoidance) at the end of the
6-week study. The authors did find,
however, a correlation between re-
duced awakenings and improvement
in PTSD symptoms. Based on this
finding, they suggested the “possibil-
ity of a role for other interventions for
reducing sleep disruption,” dismiss-
ing further consideration of the ben-
zodiazepine that produced the good
results.

In the second study referenced,
Gelpin and colleagues evaluated
162 patients who had experienced a
trauma, 13 of whom reported “exces-
sive distress” (including panic anxi-

ety, agitation, or persistent insomnia)
1 week after the trauma. These 13
patients were prescribed clonazepam
or alprazolam.'® The control, or non-
treatment, group was made up of 13
other trauma survivors, matched by
gender and score on the Impact of
Event Scale, which measures intru-
sion/avoidance. Importantly, however,
the control group was not matched
for State-Trait Anxiety Inventory or
Beck Depression Inventory scores,
which were significantly (10%)
higher to begin with in the benzodi-
azepine group. Not surprisingly, given
the higher severity of symptoms in
the benzodiazepine group, the con-
trol group fared better at the 6-month
follow-up. The authors say the study
was “obviously limited by the lack
of random assignment to groups and
the small sample size.” Moreover,
they state:
Given the current design, one cannot
rule out the possibility that benzo-
diazepines did have a beneficial ef-
fect on those trauma survivors who
were clinically identified as highly
distressed. Accordingly, these sub-
jects could have been worse without
treatment."

The third reference was pub-
lished in 1990.!* In this study, Risse
and colleagues state, “Worsening
of symptoms with benzodiazepine
discontinuation has also been re-
ported.”** The authors analyzed data
from more than 500 patients with
combat-induced PTSD. Of these
patients, 116 (23%) received treat-
ment with alprazolam 2 mg/day to
9 mg/day for 1 to 5 years. Seventy-
nine patients undertook a withdrawal
regimen—34 of whom reported some
mild clinical withdrawal symptoms
and 8 of whom had severe withdrawal
reactions (including anxiety, sleep
disturbance, rage, hyperalertness,
nightmares, or intrusive thoughts).
Six of the 8 reported homicidal ide-
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ation. All 8 had a history of alcohol
abuse or substance abuse and several
had violent histories (including hav-
ing taken part in torture and killings
in combat situations). Although the
study authors conclude, “All eight
patients demonstrated severe reac-
tions associated with discontinuation
of alprazolam after long-term use,”
they do say there is the possibility
that “the severe discomfort caused by

alprazolam withdrawal worsened a

preexisting condition.” They recom-

mend considering the longer-acting
benzodiazepine chlordiazepoxide as

a substitute for alprazolam, noting

chlordiazepoxide’s less-severe with-

drawal symptoms.

The fourth study cited was pub-
lished in 2000," and it is larger than
any of the others cited in support
of the APA guidelines’ recommen-
dations. In this study, Kosten and
colleagues examined 541 veteran pa-
tients with PTSD at baseline for co-
morbid substance use disorder and
benzodiazepine use. A total of 370
patients were available for 1-year fol-
low-up. In half of the 370 patients,
comorbid substance use disorder was
diagnosed; yet the study concluded
that treatment with benzodiazepines
was not associated with adverse ef-
fects on outcome. This would seem
to contradict not only the concern
regarding addictive potential so
often mentioned along with ben-
zodiazepines but also the generally
unchallenged admonition to avoid
prescribing benzodiazepines to pa-
tients with comorbid substance abuse
diagnoses. Specifically, the study au-
thors conclude:

» Benzodiazepine use had no signifi-
cant impact on clinical outcome in
either substance abusers or non-
abusers,

o Substance abusers [who were
treated with benzodiazepines] had
significant reductions in both alco-

hol problems and violence, and
o Violence showed no significant

time interactions with benzodiaz-

epine use.

Ultimately, in addition to bring-
ing into sharp question the common
practice of forswearing benzodiaz-
epine use in the substance-abusing
patient population, the authors con-
clude, “[T]he therapeutic role of
chronic benzodiazepines in PTSD is
not clear.”

The fifth study cited'® in the APA
guidelines is under the “Review and
Synthesis of Available Evidence” sec-
tion and is distinguished as “the only
pertinent randomized, controlled
trial” of benzodiazepines in patients
with PTSD. Similar to the study by
Risse and colleagues, this double-
blind crossover trial, by Braun and
colleagues, was published in 1990 and
the authors studied alprazolam only.
Data were from 10 participants with
PTSD who completed 5 weeks of al-
prazolam treatment and 5 weeks of
placebo treatment. The authors con-
cluded that their study was “neces-
sarily limited by the small number of
subjects and the relatively large num-
ber of dropouts,” as well as by the fact
that theirs was a “treatment-refractory
group with a long duration of illness”
previously treated unsuccessfully by
a number of antidepressants. These
drawbacks notwithstanding, the re-
sults showed a “significant advan-
tage for alprazolam over placebo” to
treat PTSD-related anxiety, accord-
ing to the Hamilton Anxiety Rating
Scale (HAM-A). In addition, 4 of the
6 patients who responded best to al-
prazolam showed a greater-than-20%
improvement on both the HAM-A
and the PTSD Scale (which measures
intrusion/avoidance).

In the final study cited,'” Mell-
man and colleagues (1998) followed
a total of 4 men within 1 to 3 weeks
of a traumatic experience and hy-

PTSD AND BENZODIAZEPINES

pothesized that “consolidating sleep
would be beneficial during the acute
aftermath of trauma.” In fact, that is
exactly what they found. Temazepam
was prescribed for 1 week, and the
results revealed that, for all 4 patients,
“improved sleep continued 1 week
after the 7-day course of temazepam
had been discontinued, and PTSD
symptom severity was reduced.” The
APA guidelines conclude, “Although
[the study] suggested improvement,
positive long-term outcome data
have not been reported, and a con-
trolled study did not show advantage
over placebo.” Given the exceed-
ingly small size of this study (n = 4),
its singular treatment (temazepam
alone), and its short duration (1 to 3
weeks), it would have been reason-
able to disregard it altogether, espe-
cially for the purposes of establishing
guidelines of such major importance.
Nevertheless, in spite of the posi-
tive results it yielded both for sleep
and reduction of PTSD symptoms, it
is referenced in support of eschew-
ing the class of benzodiazepines as
monotherapy for PTSD.

VA/DoD guidelines
The VA/DoD guidelines* cite 4 of
the same references as the 2004 APA
guidelines (Gelpin and colleagues,"
Risse and colleagues,'* Kosten and
colleagues,'” and Mellman and col-
leagues [1998]'7). The 1 additional
reference discussed was published
in 19978 and is very problematic. In
this study, Viola and colleagues retro-
spectively analyzed data from patients
treated at Tripler Army Medical Cen-
ter, Honolulu, Hawaii, over a 6-year
period. The abstract states:
Between 1990 and 1996, 632 pa-
tients, the vast majority of whom
suffered from combat-related PTSD,
were treated. Historically, many
PTSD patients were treated with
benzodiazepines, often in high dos-
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ages. The risks attendant to benzo-

diazepine management of PTSD,

coupled with poor clinical outcome,

prompted the staff to explore treat-

ment alternatives.'®

This is the only mention of ben-

zodiazepines in the entire article. No
data, no studies, and no references
are cited anywhere in the article to
support the statements in the ab-
stract. Yet this article is referenced
in the VA/DoD guidelines as support
for recommending against the use
of benzodiazepines in patients with
PTSD.

Consensus statement on PTSD
from the ICGDA

As previously mentioned, the ICG-
DAs consensus statement on PTSD?
lists 15 references at the end of the
article but none is annotated to sup-
port the negative comments regard-
ing benzodiazepine use in the article.
Interestingly, though, a textbook on
guidelines for traumatic stress, pub-
lished at the same time as this con-
sensus statement and edited by one
of the consensus authors,® is much
more positive and even-handed in its
2 short paragraphs that mention ben-
zodiazepines. Regarding open trials
with alprazolam and clonazepam, the
textbook authors state, “patients re-
ported reduced insomnia, anxiety, and
irritability, but no improvement in re-
experiencing, avoidant, or numbing
symptoms.” The second paragraph
refers to a study!’ that found “phar-
macotherapy specifically targeting
disrupted sleep was associated with
marked reduction in PTSD symp-
toms.” A coeditor of the textbook,
from the National Center for PTSD in
White River Junction, Vermont, sug-
gested in his own paper® 3 possible
clinical indications for clonazepam:
(1) in patients with ASRs; (2) episodi-
cally in chronic PTSD when extreme
anxiety interferes with the patient’s

participation in treatment; and (3) in
carefully selected patients with co-
morbid alcohol or substance abuse.

Consensus statement update on
PTSD from the ICGDA

The ICGDA’s consensus statement
update on PTSD’ cites a single ref-
erence (Braun and colleagues'®) in
support of their rejection of benzodi-
azepines, the same one cited in other
guidelines. As previously discussed,
the reference is limited in both size
(n = 10) and scope (the authors stud-
ied only alprazolam), is 2 decades
old, and actually showed positive re-
sults for PTSD-related anxiety and in-
trusion/avoidance.

NICE guidelines

Although the NICE guidelines® men-
tion that the clinical practice of pre-
scribing benzodiazepines does not
conform to international guidelines,
the results of the prescribing patterns
study they reference? can be inter-
preted to suggest that clinicians either
are not reading or are dismissing the
guidelines that go against the grain
of their experience and observations.
In the prescribing patterns study, the
authors analyzed the number of pre-
scription claims Medicaid paid for
PTSD during 1 month in the state
of New Hampshire. In this commu-
nity-based nonveteran sample, made
up of mostly (88%) women, 41% of
165 patients with PTSD (without co-
morbid depression) were prescribed
benzodiazepines. Perhaps this high
percentage of benzodiazepine pre-
scriptions suggests that clinicians are
following their own experience and
choosing not to withhold a generally
very beneficial and helpful medica-
tion for their patients.

RECENT LITERATURE

Recent medical literature carries on
the historical tendency to eschew

benzodiazepine use in general and for
PTSD treatment in particular.

In a 2009 comprehensive review of
meta-analyses and treatment guide-
lines relative to benzodiazepines for
PTSD, Stein and colleagues state,
“[Dlifferent from data emerging from
the treatment of a range of other
anxiety disorders, data from trials of
benzodiazepines in PTSD were not
persuasive.”* Again, we find only 1
reference for the statement—the same
1990 randomized controlled trial by
Braun and colleagues'® cited in several
of the guidelines that actually showed
positive results for anxiety symptoms
and intrusion/avoidance.

The most recent article found at
the time of this writing is an expert
review of the pharmacotherapy for
PTSD.? In this review, Alderman and
colleagues state, “[T]he use of these
agents for the management of PTSD
symptoms remains controversial.” To
support their statement, the authors
cite the same articles cited previously
in the medical literature (the APA
guidelines,” the ICGDA consensus
statement update,’ the NICE guide-
lines,® Gelpin and colleagues, Risse
and colleagues,'* and Braun and
colleagues'®).

They do cite a study not previ-
ously discussed.?* In this article,
Cates and colleagues analyzed data
from 6 patients, aged 31 to 74 years,
in whom “Clonazepam therapy re-
sulted in improvements in the fre-
quency of both sleep-onset problems
and early-morning awakenings,”
compared with placebo. Yet the au-
thors conclude that clonazepam’s
effects “upon sleep-related PTSD
symptoms were unimpressive.” Al-
though the improvements Cates and
colleagues found in difficulty falling
and staying asleep were not signifi-
cant, any positive trend noted is more
important because of the fact that
there were only 6 study participants.
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Alderman and colleagues go
on to cite a review by Jacobsen and
colleagues® regarding prescribing
benzodiazepines to patients with sub-
stance use disorders: “Patients report
that [central nervous system] depres-
sants, such as alcohol, cannabis, opi-
oids, and benzodiazepines acutely
improve PTSD symptoms.” The state-
ment is actually based on findings
from a longitudinal study, conducted
by Bremner and colleagues and pub-
lished in 1996, in which 61 Vietnam
combat veterans with PTSD were in-
terviewed to assess for PTSD symp-
toms, alcohol abuse, life stressors,
and treatment.?® Benzodiazepines are
not given credit by Alderman and col-
leagues for being not only the safest
but also the only legitimate antianxi-
ety medication mentioned among
that group of substances.

The last reference cited in the re-
view is from a 2003 pharmacologic
review of PTSD treatment.?” In this
article, Ahearn and colleagues state,
“Despite the frequent use of ben-
zodiazepines in PTSD, randomized
placebo-controlled trials do not sug-
gest a role for these medications,” and
they cite the same studies discussed
earlier in this paper (Gelpin and col-
leagues,” Risse and colleagues,'* and
Braun and colleagues'®). As men-
tioned earlier, however, the results
of Braun and colleagues support
a significant and beneficial role for
benzodiazepines to treat intrusion/
avoidance and anxiety in PTSD and
Gelpin and colleagues surmised a po-
tential beneficial effect of benzodiaz-
epines in “highly distressed” patients
with PTSD.

DISCUSSION

Significant in all of the PTSD guide-
line documents is their provision of
repeated references (or no references
at all) to the same studies of benzodi-
azepines and PTSD. From their cited

references, the 2004 APA guidelines?
reasonably conclude that benzodiaz-
epines, “May be recommended on the
basis of individual circumstances.”
Their March 2009 guideline watch’
makes no mention of benzodiaze-
pines, hypnotics, or sedatives, letting
the open-ended recommendation of
2004 stand. The VA/DoD guidelines*
cite similar references and supply the
most copious and confusing recom-
mendations. Piling Pelion onto Ossa,
the VA/DoD guidelines add a third
disorder, ASR, and then give differ-
ent recommendations for benzodiaz-
epine use in each of the 3 disorders.
The 2000 ICGDA statement’ cites no
references for the consensus group’s
comments regarding benzodiaze-
pines, and their 2004 update’ cites
a well-worn reference (Braun and
colleagues'®). The NICE guidelines®
do not mention benzodiazepines as
a potentially therapeutic medication
or adjunct; but this is the only set of
guidelines that points out the fact
that benzodiazepines are prescribed
to a sizeable minority of PTSD pa-
tients. More recently, 2009 compre-
hensive reviews?*?* again reach back
to Braun and colleagues.'®

The 2 most egregious distortions
occur in citing Risse and colleagues'*
and Viola and colleagues.'® The for-
mer is repeatedly cited as support for
the “worsening symptoms following
benzodiazepine discontinuation,” yet
the study addresses only alprazolam
in only 8 combat veteran patients
(out of 116 who took alprazolam)
who had histories of violence and
substance abuse. Moreover, the fact
that the authors recommended con-
sidering chlordiazepoxide as a substi-
tute benzodiazepine was disregarded.
The reference to Viola and colleagues
cites the negative statements regard-
ing benzodiazepines in the abstract,
without noting that there is not a sin-
gle word or item of data describing

PTSD AND BENZODIAZEPINES

any study in the body of the paper.

There is a clear and present con-
cern regarding benzodiazepines’
potential to cause dependence and
addiction. A comprehensive review
of benzodiazepines by Longo and col-
leagues, published in 2000, offered
the following: “[Benzodiazepines]...
can be addicting. These agents are
often taken in combination with
other drugs of abuse by patients with
addiction disorders.”?® The authors
recommend “caution...when pre-
scribing benzodiazepines to patients
with a current or remote history of
substance abuse.” They refer to a
1990 report by the APA% on benzo-
diazepine dependence, toxicity, and
abuse that indicated:

...11 to 15 percent of the adult popula-
tion had taken a benzodiazepine one
or more times during the preceding
year, but only 1 to 2 percent have taken
benzodiazepines daily for 12 months or
longer.?

Although more comprehensive
and recent than many of the refer-
ences cited in the guidelines, Longo
and colleagues’ review was not re-
ferred to by any of the agencies.

WHERE DO WE GO FROM HERE?

In the APA guidelines,” provider ex-
perience, preference in treatment,
and clinical judgment prevail. The
gingerly manner in which benzodi-
azepines are recommended in other
guidelines tends to disregard the
substantial clinical experience that
practicing psychiatrists and other cli-
nicians have had for many decades
with these medications. Benzodiaz-
epines do not provide a remedy for
the core symptoms of PTSD (includ-
ing nightmares, intrusive thoughts,
flashbacks, and avoidance) and these
medications should not be consid-
ered as a first-line treatment. They
rarely turn out to be the most effec-
tive monotherapy for patients with
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PTSD. In some cases, however, by al-
leviating the sleep disturbances and
anxiety that accompany PTSD, ben-
zodiazepines can facilitate a mitiga-
tion of the core symptoms, which
may obviate the need for patients to
turn to alcohol or illegal substances.
In that respect, benzodiazepines can
be therapeutic for appropriately iden-
tified patients with PTSD.

A negatively-biased framework
can deter clinicians from using ben-
zodiazepines altogether for patients
who are emotionally traumatized,
as they may fear a lack of defense in
the event of a lawsuit over an un-
toward outcome after prescribing
or renewing benzodiazepines. Even
more problematic, this negativity fos-
ters a tendency to withdraw benzo-
diazepines for any patient who has
a diagnosis of PTSD, no matter how
long or how well-stabilized they have
been while taking the medication. As
noted by Risse and colleagues,'* with-
drawing a benzodiazepine, even on
an appropriately cautious schedule,
can initiate (or cause a relapse of) se-
vere emotional problems. Several of
the available guidelines regarding the
use of benzodiazepines actually open
clinicians up to increased chances of
lawsuits which—whether perceived
or verifiable—may cause clinicians
to withhold valuable treatment. As
a result, an opportunity for a poten-
tially valuable pharmacologic inter-
vention would be missed. All of the
PTSD guidelines, with the exception
of the APA guidelines, provide little
in the way of support. When there is
a healthy minority of clinicians who
practice differently than the recom-
mendations suggest, it may be rea-
sonable to give more recognition to
those standards of practice.

Future studies should move in 2
directions. First, research needs to be
more specific in categorizing the di-
versity of the type of trauma. Com-

bat trauma vs motor vehicle accident
trauma vs sexual assault trauma vs
natural disaster trauma, even flood
disaster trauma vs fire trauma, should
be identified and perhaps tested sepa-
rately. Perhaps age and gender differ-
ences also should be tested separately:.
Second, much larger populations of
trauma victims need to be accessed.
There are tens of thousands of such
victims in all of the above categories
across the country, and it would seem
feasible to access larger participant
groups in order to establish more spe-
cific guidelines.

IN CONCLUSION

Benzodiazepines are among the most
widely prescribed medications.>® For
that reason, it behooves the commit-
tees responsible for writing guidelines
not only to widen the research base
on which their recommendations
stand, but also to give more weight
to the experience of the significant
minority of clinicians who continue
to prescribe this medication. It is im-
portant to recognize benzodiazepines’
place in treating—not the diagno-
sis of PTSD alone, as it is fairly clear
that they do not prevent the onset or
continuation of the core symptoms—
but the anxiety and insomnia that so
commonly accompany PTSD. o
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