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Introduction

Recognition  has recently increased
that posttraumatic stress disorder
(PTSD) is a condition that not only
affects combat veterans but is ubiqui-
tous in the general population as well,
began Mark H. Pollack, M.D. PTSD
can occur following a wide variety of
incidents; clinicians may encounter
PTSD in a range of patients from dif-
ferent walks of life. The literature on
PTSD contains studies of the disorder
occurring after violent crime,1,2 sexual
abuse,3 earthquake,4 war,5,6 medical ill-
ness such as cancer7,8 or heart attack,9

automobile accidents,10 and other trau-
mas. PTSD is found in children and
adolescents,8,11 older adults,12 and all
ages in between, for both sexes.

Not only does PTSD have a large
number of precipitants, it also has a
variety of potential treatments. Treat-
ments recommended in the literature
are the newer antidepressants,13 expo-
sure therapy,14 and other types of man-
agement.15,16

This discussion of PTSD will cover
some of the current issues in diagnosis,
pathophysiology, and treatment.
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Presentation and Epidemiology of PTSD
The type and the severity of the

trauma are the most important deter-
minants of developing the disorder. If
the trauma is severe enough, anyone
can develop PTSD whether he or she
has a preexisting vulnerability or not.
It is not a sign of weakness in an indi-
vidual to develop PTSD, Dr. Brady
noted.

Differential Diagnosis
In terms of differential diagnosis,

comorbidity with other psychiatric dis-
orders is extremely common in PTSD.
Not only are there multiple symptoms
of PTSD that overlap with those of
different psychiatric disorders, there is
often true comorbidity with other psy-
chiatric disorders. In fact, it is more
common for individuals with PTSD to
have comorbid psychiatric disorders
than it is to have PTSD alone. In the
National Comorbidity Study,3 44% of
women and 59% of men with PTSD
met criteria for 3 or more other psychi-
atric diagnoses.

Depression is the most common co-
morbid disorder—48% of men and
49% of women who have PTSD have a
lifetime major depressive disorder.3

Other prominent disorders in indi-
viduals with PTSD include substance
use disorders—both alcohol and drug
abuse—as well as prescription drug
abuse, and other anxiety disorders such
as social phobia and panic. Somatic
symptoms are also frequently comor-
bid with PTSD.5 Because individuals
with PTSD frequently have irritable
bowel syndrome, chronic pelvic pain,
fibromyalgia, or chronic headaches,
they will often first present in a pri-
mary care setting.

Because symptom overlap with
other disorders is so high and because
PTSD can have such heterogeneous
presentation, PTSD can be easily mis-
diagnosed or overlooked unless a cli-
nician asks specifically about trauma
and takes a careful trauma history.

Discussion
Dr. Pollack asked whether the acute

stress-related symptoms a patient has
immediately after a trauma differ from
those that will persist and become part
of PTSD. Dr. Brady replied that most

sense of hypervigilance—always need-
ing to protect oneself and be watchful
of one’s safety.

In order to be part of the PTSD
syndrome, all symptoms should have
appeared only after the traumatic
event.

Prevalence
PTSD is more prevalent than pre-

viously believed, Dr. Brady stated.
Traditionally, PTSD has been consid-
ered to be a disorder related primarily
to combat exposure. However, recent
epidemiologic surveys have helped to
point out that civilian traumas can and
often do cause PTSD. According to the
National Comorbidity Study,3 there is
a 7.8% lifetime prevalence of PTSD in
the United States. PTSD will affect
about 5% of men and about 10% of
women in their lifetime, so it is twice
as common in women as men. Green4

reported that of people who experience
1 or more traumas, about 25% will
develop PTSD, although this percent-
age changes depending on the severity
of the event.

Risk Factors
Some types of trauma are much

more likely to cause PTSD than others,
such as having been wounded in com-
bat or raped or having witnessed the
sudden and unexpected death of a
loved one. In the National Comorbidity
Study,3 rape was the trauma with the
highest conditional probability for be-
ing associated with PTSD in both men
and women (Table 3). Combat also has
high conditional probability for asso-
ciation with PTSD.2

Besides being female, other preex-
isting risk factors for developing PTSD
may include inner city residence, pres-
ence of a current psychiatric disorder,
history of behavioral problems before
the age of 15 years, history of child-
hood abuse, and history of psychiatric
illness in family members.2 A history
of a previous trauma might also be
associated with vulnerability to the de-
velopment of PTSD after a traumatic
event.

Kathleen T. Brady, M.D., Ph.D., de-
scribed the presentation and symptoms
as well as the epidemiology of PTSD.

By definition, PTSD is a character-
istic set of signs and symptoms that
develop after a person is exposed to a
traumatic event.1 The risk factors for
experiencing traumas can differ from
the risks related to developing PTSD
(Table 1).2 For instance, men are at
higher risk for experiencing traumatic
events, yet women are at higher risk
for developing PTSD.

Symptom Clusters
To fit criteria for PTSD, symptoms

must last for at least 1 month after the
traumatic event and must cause con-
siderable functional impairment.1 The
symptoms fall into 3 clusters, shown in
Table 2.

The reexperiencing or intrusion
cluster is marked by thoughts that an
individual simply cannot put out of
his or her mind—intrusive thoughts or
nightmares about the event—as well
as physiologic or psychological reac-
tivity when exposed to anything that
reminds him or her of the event. This
reexperiencing or intrusion cluster is
particularly important in the differen-
tial diagnosis because there is a marked
overlap between symptoms of PTSD
and symptoms of other psychiatric dis-
orders. The symptoms in the reexperi-
encing or intrusion cluster are unique
in that they are tied closely to the trau-
matic event itself. In that sense, these
symptoms do not overlap with other
psychiatric disorders to the extent that
some of the other symptoms do.

The avoidant cluster of PTSD
symptoms causes a narrowing of the
person’s behavioral repertoire. People
with this cluster of symptoms avoid
experiences with people, places, ob-
jects, or thoughts that might remind
them of the event. These people have a
restricted range of affect, and they lose
interest in activities that were previ-
ously enjoyable to them.

Finally, the arousal symptom clus-
ter is marked by sleep disturbance, star-
tling easily, poor concentration, and a

907



© Copyright 2001 Physicians Postgraduate Press, Inc.

One personal copy may be printed

J Clin Psychiatry 62:11, November 2001 909

ACADEMIC HIGHLIGHTS

individuals who experience a trau-
matic event initially have some of the
symptoms of PTSD, even if they do
not develop the disorder. After experi-
encing extreme trauma, having intru-
sive thoughts about that event for a
few days afterward is a normal and
common human experience. If these
symptoms are short-lived and do not

cause functional impairment for a sub-
stantial amount of time, then they are
nonpathologic.

Dr. Marshall commented that the
persistence of the symptomatology
correlates with the severity of the
trauma. Rothbaum and colleagues6

found that 94% of women met symp-
tomatic criteria for PTSD 2 weeks af-

ter being raped, whereas 3 months later
only 47% continued to meet PTSD cri-
teria. But, compared with rape, car ac-
cidents have less probability of resul-
tant PTSD. Blanchard et al.7 found that
36% of 132 victims of motor vehicle
accidents met PTSD criteria 1 to 4
months after the accident, and 6 months
later, half had remitted, at least in part.

Table 2. DSM-IV Criteria for the Diagnosis of Posttraumatic Stress Disorder (PTSD)a

A. The person has been exposed to a traumatic event in which both of the following were present:
1. The person experienced, witnessed, or was confronted with an event or events that involved actual or threatened death or serious

injury, or a threat to the physical integrity of self or others.
2. The person’s response involved fear, helplessness, or horror. (Note: In children, this may be expressed instead by disorganized or

agitated behavior.)
B. The traumatic event is persistently reexperienced in 1 (or more) of the following ways:

1. Recurrent and intrusive distressing recollections of the event, including images, thoughts, or perceptions. (Note: In young children,
repetitive play may occur in which themes or aspects of the trauma are expressed.)

2. Recurrent distressing dreams of the event. (Note: In children, there may be frightening dreams without recognizable content.)
3. Acting or feeling as if the traumatic event were recurring (includes a sense of reliving the experience, illusions, hallucinations,

and dissociative flashback episodes, including those that occur on awakening or when intoxicated). (Note: In young children,
trauma-specific reenactment may occur.)

4. Intense psychological distress at exposure to internal or external cues that symbolize or resemble an aspect of the traumatic event.
5. Physiologic reactivity on exposure to internal or external cues that symbolize or resemble an aspect of the traumatic event.

C. Persistent avoidance of stimuli associated with the trauma and numbing of general responsiveness (not present before the trauma),
as indicated by 3 (or more) of the following:

1. Efforts to avoid thoughts, feelings, or conversations associated with the trauma.
2. Efforts to avoid activities, places, or people that arouse recollections of the trauma.
3. Inability to recall an important aspect of the trauma.
4. Markedly diminished interest or participation in significant activities.
5. Feelings of detachment or estrangement from others.
6. Restricted range of affect (eg, unable to have loving feelings).
7. Sense of foreshortened future (eg, does not expect to have a career, marriage, children, or a normal life span).

D. Persistent symptoms of increased arousal (not present before the trauma), as indicated by 2 (or more) of the following:
1. Difficulty falling or staying asleep.
2. Irritability or outbursts of anger.
3. Difficulty concentrating.
4. Hypervigilance.
5. Exaggerated startle response.

E. Duration of the disturbance (symptoms in criteria B, C, and D) is more than 1 month.
F. The disturbance causes clinically significant distress or impairment in social, occupational, or other important areas of functioning.
Specify if:

Acute: If duration of symptoms is less than 3 months.
Chronic: If duration of symptoms is 3 months or more.

Specify if:
With delayed onset: If onset of symptoms is at least 6 months after the stressor.

aFrom the American Psychiatric Association,1 with permission.

Table 1. Assessment of Risk for Exposure to Trauma and for Posttraumatic Stress Disorder (PTSD) by Sexa

Sex Exposure to Trauma PTSD

Men At higher risk than women More frequent if history of psychiatric disorder, parental
More physical assault and other life-threatening situations psychiatric disorder
Risk factors: history of early conduct problems, At higher risk if married at the time of the trauma,

neuroticism/extroversion, psychiatric disorders, lower education
parental substance abuse, parental divorce Leading traumas: combat, childhood neglect, physical

abuse, sudden unexpected death of a loved one

Women At lower risk than men At higher risk than men
More sexual assaults and childhood parental neglect More frequent if history of psychiatric disorder, parental
Risk factors: history of affective, anxiety, or substance psychiatric disorder, parental aggression

abuse; parental mental illness and substance abuse; Younger age and prior trauma exposure significant
parental aggression predictors

Lower education, younger age, being married at the time Leading traumas: sexual assault, rape, sudden unexpected
of the trauma, having been married previously, death of a loved one
urban residence, and lower income are significant predictors

aAdapted from Hidalgo and Davidson,2 with permission.
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Dr. Yehuda added that the funda-
mental problem for clinicians is often
in understanding that the patient’s un-
derlying problem is not being able to
control the memory and the distress
associated with that memory. The nor-
mal trajectory after exposure to trauma
is that gradually—over weeks or
months—the emotional impact of the
event fades. The event takes its place
in the person’s tapestry of other life
experiences, and even though there is
a memory of that event, which might
cause emotional distress, the person
will have control over both when to
have the memory and how to modulate
the distress it causes. However, people
with PTSD feel unable to regulate the
occurrence of a memory or their emo-
tional response to it, and this inability
restricts their lives because they then
try to avoid being reminded.

Dr. Marshall pointed out that a use-
ful analogy is the difference between
normal mourning and pathologic
mourning. After losing a loved one, it
would be normal to be overwhelmed
and have impaired function for a while,
but, over time, those feelings fade.
However, the grief symptoms become
pathologic when daily functioning
is impaired for a considerable amount
of time.

Dr. Pollack wondered if rape ac-
counts for the increased rate of PTSD
in women. Dr. Brady responded that
women are indeed more likely to expe-
rience rape, a trauma that is highly
likely to cause PTSD. But she pointed
out that another risk factor for PTSD
is having a history of depression or
current depression at the time of the
trauma, and depression is twice as
common in women as in men. Those
factors combined probably account to

some extent for the differential be-
tween the sexes.
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Pathophysiology of PTSD

Rachel Yehuda, M.D., stated that
the biology of depression appears to be
distinct from that of PTSD, although
the risk factor for increased depression
in women may also be in operation in
the increased risk for PTSD in women.
Increased activation of the hypothala-
mic pituitary adrenal system has been
identified as a major pathophysiologic
component of depression. Major de-
pression is associated with increased
cortisol levels, while PTSD appears
to be associated with normal or even
low cortisol levels.1 Dr. Yehuda and

colleagues2 have recently examined the
interplay between PTSD and depres-
sion in trauma survivors with and with-
out PTSD or depression. When people
have both PTSD and depression fol-
lowing exposure to trauma, the bio-
logical effects can sometimes appear
to cancel themselves out. That is, the
individual may show neither a hyper-
suppression nor a nonsuppression of
cortisol. These competing biological
effects may result from different risk
factors and competing demands on the
system.

Biological Response to Stress
The response to stress is one in

which many biological systems are
activated so that one can cope.3 The
startle response helps alert the body to
the need for a biological response. The
sympathetic nervous system releases
epinephrine, which is important for the
formation of memories but also helps
increase blood pressure and increase
heart rate. The parasympathetic ner-
vous system also is activated so that
normative biological activities, such as
digestion, can cease. The activation of
the hypothalamic pituitary adrenal sys-
tem, which releases cortisol, occurs to
help contain stress-activated systems
once the person has made a response to
the stress and the trauma has passed.

Vulnerability to PTSD
According to Dr. Yehuda, one

working hypothesis of PTSD is that
biological vulnerability factors are
related to early adverse experiences.
Persons who were exposed to early
trauma—even if they have recovered
from those experiences—may have a
unique biological profile before a trau-
matic event, and that biological profile
makes it more difficult for them to re-
cover. Specifically, it makes it more
difficult for them to reduce their physi-
ologic distress as a function of acti-
vation of their sympathetic nervous
system.

People who are more likely to de-
velop long-term PTSD have been
found to show lower cortisol levels and
increased heart rate in the immediate
aftermath of the trauma.4 This could
theoretically increase sympathetic ner-

Table 3. Lifetime Prevalence of Trauma Exposure and the Risk of PTSD
by Sex and Type of Traumaa

Lifetime Prevalence (%) PTSD Risk (%)

Trauma Male Female Male Female

Life-threatening accident 25.0b 13.8 6.3 8.8
Natural disaster 18.9b 15.2 3.7 5.4
Threatened with weapon 19.0b 6.8 1.9b 32.6
Physical attack 11.1b 6.9 1.8b 21.3
Rape 0.7b 9.2 65.0 45.9
aData from Kessler et al.3

bSex difference significant at the .05 level, 2-sided test.
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vous system response, which might
lead to the pairing of the memory with
the distress.

Discussion
Dr. Marshall commented that deter-

mining gender differences is compli-
cated because studies need to control
for the severity of the trauma and the
intensity of the response to the trauma.
Dr. Brady asked whether human labo-
ratory studies in which the intensity
of the stressor can be controlled yield
useful data about gender differences.
Dr. Yehuda pointed out that a compli-
cating issue is that cortisol response to
stress is affected by where a woman is
in her menstrual cycle and where she is
in her reproductive life cycle because
estrogen is a major mediator of the
cortisol response to stress.5 Given that
women are twice as likely to develop
PTSD as men, gender variables deserve
further study. One research question
relates to the impact on subsequent
traumatizations when girls are raped
before they begin their menstrual
cycles. Prepubescent girls’ bodies have
to mount a cortisol response in the ab-
sence of estrogen.

Dr. Pollack related that Coplan and
others6 demonstrated that early stress
in animal models has permanent ef-
fects on the hypothalamic pituitary axis
and stress response. He asked Dr.
Yehuda what types of early stressors
girls are prone to. Dr. Yehuda re-
sponded that young girls might be af-
fected by sexual abuse, physical abuse,
assault in general, a general feeling of
being more vulnerable to attack than
boys, or just being threatened. Witness-
ing domestic violence might influence
boys and girls differently—a question
which is being actively investigated.
Dr. Marshall agreed that witnessing do-
mestic violence early on might affect
boys and girls differently, depending
on who the perpetrator is and who the
victim is. This experience could affect
the development of role identification
and sexual identity for boys and girls
differently. Often the children are as-
saulted as well, but even if they are not
assaulted and grow up seeing their
mother beaten or threatened, these chil-
dren grow up with the hypervigilance

that is seen in children who grow up in
war zones or in urban settings where
the safety threat in the home or imme-
diate environment is real.

Dr. Pollack asked Dr. Yehuda
whether children of Holocaust survi-
vors have similarities with children
who witness their parents’ domestic
violence. Dr. Yehuda responded that
the children of Holocaust survivors can
be affected in numerous ways. Parents
who survived the Holocaust might
have PTSD or depression or both,7 and
living with a parent with these con-
ditions can have a lasting impact on
the child. Adult children of Holocaust
survivors are 3 times more likely to
develop PTSD in their lifetime com-
pared with demographically matched
peers (Table 1),8 which suggests a cer-
tain vulnerability in children of people
with PTSD. Whether the vulnerability
is transmitted environmentally or
genetically is unknown. Another prob-
lem these children have is that their
experiences may be minimized in rela-
tion to the Holocaust, although this may
not necessarily be done for malevolent
reasons on the part of the parent. Adult
children of Holocaust survivors com-
plain a bit more about emotional—but
not physical or sexual—abuse than
their peers. Emotional abuse was re-
cently found to be related to lower cor-
tisol levels,9 so the risk factor for PTSD
may, in fact, be mediated by early ex-
periences of emotional abuse. People
who experience emotional abuse with-
out other forms of abuse may not real-
ize they have experienced any abuse,
because it is subtle to be given a mes-
sage that one’s experiences are inferior
to those of others or that one is some-
how incompetent.
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Treatment and Prevention
of PTSD

Randall D. Marshall, M.D., stated
that the best established treatment and
prevention approach for trauma survi-
vors and people with PTSD has been
psychotherapy, of which there are sev-
eral well validated types. Recent years
have also brought about the approval
of medication for treatment of PTSD.

Research on
Psychosocial Treatment

Perhaps the best studied type of
cognitive-behavioral treatment for
PTSD is exposure therapy, which is
based in the belief from the 1980s
(when the PTSD diagnosis first was

Table 1. Current and Lifetime PTSD
Among Offspring of Holocaust
Survivors and Comparison Subjectsa

Total Sample (N = 144)

Comparison Total Offspring
Subjects Group
(N = 44) (N = 100)

Disorder N % N %

PTSD
Current 1 2 15 15
Lifetime 4 9 31 31

aData from Yehuda et al.8
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introduced) that PTSD is a phobic
disorder.1 Exposure therapy is an amal-
gam of psychoeducation, support, and
provision of hope—encouraging pa-
tients to face the traumatic memory
and process it rather than continue to
try to flee it.

Another type of treatment is stress
inoculation training, which is an anxi-
ety management program.1 This treat-
ment stems from the idea that people
with PTSD have signs of generalized
anxiety disorder.

Cognitive therapy is another vari-
ation of psychosocial treatment for
PTSD sufferers, and its focus is on
correcting the erroneous cognitions that
PTSD patients have. These people tend
to endorse negative thoughts about the
world and negative thoughts about
themselves, including the belief that
they are incompetent or to blame for
what happened to them, leading them
to overgeneralize from their traumatic
experience to more neutral situations.1

A relatively new treatment that
seems effective is eye movement and
desensitization reprocessing (EMDR).
This treatment consists of a form of
exposure therapy (asking the patient
to visualize images related to the
trauma) while the patient’s eyes follow
the rapid side-to-side movement of the
therapist’s finger.1 A form of cognitive
therapy is also incorporated, in which
the patient is encouraged to replace
negative thoughts with positive ones.

The problem with the research in
psychotherapy and PTSD is that it
is time limited to 10 or 15 sessions.
Regardless of the treatment approach
used, a substantial proportion of indi-
viduals are still symptomatic after 10
to 15 sessions, suggesting that addi-
tional treatment is needed for the
majority of people with chronic PTSD.

Research on Medication Treatment
Dr. Marshall commented that it is

difficult to compare earlier studies of
medication for PTSD with the newer
trials because the older United States
trials were conducted in war veterans,
while newer trials have subjects
with other trauma circumstances.
There has been debate over whether
chronic PTSD due to combat trauma

is less treatable than PTSD induced
by other traumas. However, Dr.
Marshall believes the difficulty of treat-
ing combat-related PTSD is associated
more with the selection criteria for the
clinical trials than with the difficulty of
treating combat trauma with medicine.

Medication is the newest treatment
to be validated for PTSD and is a major
advance for the field. The selective
serotonin reuptake inhibitor (SSRI)
sertraline became the first medication
approved for PTSD by the U.S. Food
and Drug Administration. In several
double-blind, placebo-controlled,
multicenter trials, as well as in open-
label trials, SSRIs have shown efficacy
for PTSD.

Dr. Brady was involved in a
placebo-controlled study of sertraline
for PTSD. In this study, Baker et al.2

studied almost 200 outpatients with
PTSD for 12 weeks. They found not
only significantly greater decreases on
scales measuring PTSD symptoms in
the sertraline-treated group than in the
placebo-treated group but also im-
proved quality of life with sertraline.

The original SSRI, fluoxetine, was
compared with placebo for PTSD in a
recent trial3 in Europe and Africa.
Fluoxetine was found to be well toler-
ated and effective for both combat
veterans and civilians. The superiority
of fluoxetine (N = 226) over placebo
(N = 75) was significant from week 6
through the end of the study (week 12).
A prior placebo-controlled trial4 of
fluoxetine in 53 civilians with PTSD
had found that fluoxetine was superior
to placebo by week 12 as measured by
several rating scales, but subjects with
a more chronic course of PTSD had a
lower response rate to the drug and a
higher response rate to placebo. A 5-
week study5 of fluoxetine in both com-
bat veterans and civilians (64 men and
women) had shown that fluoxetine was
superior to placebo in reducing symp-
tom scores, especially the avoidance
and arousal clusters; however, there was
a more robust response rate in the civil-
ians than in the war veterans.

In a recent open trial,6 Dr. Marshall
and colleagues found paroxetine effi-
cacious in men and women with non-
combat-related, chronic PTSD. Eleven

(65%) of 17 patients were rated as
much or very much improved, and the
mean reduction in PTSD symptom
scores was 48%. Dr. Marshall and col-
leagues also conducted a 12-week,
placebo-controlled, fixed-dose study7

of paroxetine (either 20 mg/day or 40
mg/day) in more than 500 subjects.
People taking either dose of paroxetine
experienced significant decreases in the
3 symptom clusters of PTSD. In the
20-mg/day paroxetine group, 63% of
subjects were defined as responders,
and in the 40-mg/day paroxetine group,
57% were responders, compared with
37% of those taking placebo. Paroxe-
tine was found as effective in men as in
women. In a recent 12-week, placebo-
controlled, flexible-dose (20 mg/day to
50 mg/day) study of paroxetine in 300
subjects with PTSD, Tucker et al.8

found significantly greater improve-
ment in those taking paroxetine than
placebo on the Clinician-Administered
PTSD Scale total scores. In both of
these placebo-controlled studies, func-
tional improvement was greater with
paroxetine than placebo in work, so-
cial life, and family life domains, and
the adverse events were consistent with
the known safety profile of paroxetine.

Older studies with tricyclic anti-
depressants (TCAs) and monoamine
oxidase inhibitors (MAOIs) also sug-
gested efficacy of medication treat-
ment for combat veterans and civil-
ians. Davidson and colleagues9 studied
amitriptyline (a TCA) in an 8-week
placebo-controlled trial of 46 veterans
of World War II or the Vietnam con-
flict. The percentage of patients rated
as much or very much improved was
50% with amitriptyline and 17% with
placebo. Kosten and colleagues10 ex-
amined imipramine, another TCA, and
phenelzine, an MAOI, in 60 Vietnam
veterans. On the Impact of Event Scale
(IES), a 25% decrease in scores was
found in subjects taking imipramine, a
45% reduction among those taking
phenelzine, and a 5% decrease in those
taking placebo.

Anticonvulsants and mood stabiliz-
ers such as carbamazepine, sodium val-
proate, and lithium have been studied
in small trials or case series and may
be effective for anger and explosive
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behavior in PTSD.11,12 Lamotrigine
was examined in a 12-week placebo-
controlled trial13 with 15 subjects. The
response rate for lamotrigine was 50%
while the response rate for placebo was
25%. There was superior efficacy over
placebo for the intrusion and avoidance
symptom clusters. However, a slow
dose escalation is required because of
the potential for a serious skin rash.

Benzodiazepines are still frequently
prescribed in PTSD. However, trials
with alprazolam and clonazepam have
not shown any effect on PTSD symp-
toms.14,15 As Dr. Brady noted, the risk
of substance abuse is high in PTSD—
around 50%—and benzodiazepines
are potentially addictive. Withdrawal
of alprazolam resulted in homicidal
ideation in 6 of 8 combat veterans.16

Therefore, clinicians need to be careful
if they decide to prescribe benzodiaze-
pines for PTSD.

Research on Combination Treatment
The great gap in the PTSD literature

is for data about combining medication
with psychotherapy or even comparing
psychotherapy with medications.
Fundamental clinical issues have not
been answered because this is a rela-
tively new field. Data have also not yet
been gathered on sequencing treat-
ments, but many clinicians think that
treating patients with medication may
help the psychotherapy treatment pro-
cess succeed.

Discussion
Responsivity of Veterans

Dr. Pollack commented that veter-
ans’ responsivity to treatment has been
an ongoing issue in the field. In fact, in
some trials, the entry of veterans has
been discouraged or frankly prohibited
because of the perception that they do
not respond as well. There is also the
issue of chronicity; veterans of the Viet-
nam, Korean, or World War conflicts
with PTSD have been ill now for many
decades and would therefore be less
responsive to treatment. Dr. Marshall
added that using veterans in the VA
system may mean using subjects who
are by definition treatment refractory;
that is, the veterans who responded to
treatment are eliminated from the VA

system. Those who did not respond are
the ones left in the system.

Dr. Yehuda asserted that in her ex-
perience of more than a decade in the
VA system, veterans do want to get
better. They are somewhat fearful about
compensation issues, but once they are
assured that the purpose of a trial is
not tied into their compensation, they
may be suitable research candidates.
If they are treatment-refractory, then
they should be excluded from a phar-
maceutical trial. Also, just because the
war was 20, 30, or 40 years ago does
not mean the person has had PTSD
that long. The natural history of PTSD
is one of peaks and valleys, so there
are many people who come to the VA
after experiencing recent life stressors
that have activated the PTSD, and they
may not have sought treatment earlier.
Eliminating combat veterans from
pharmaceutical trials is not useful. They
should be given an opportunity to be
helped by a medication. Combat veter-
ans have much to teach researchers and
clinicians, because the PTSD seen in
VAs is the same PTSD that is treated
in non-VA settings.

Determining a Treatment Strategy
Dr. Marshall noted that a recent ex-

pert consensus17 suggested that the
first-line treatment options for PTSD
are either trauma-focused psycho-
therapy or medication with supportive
psychotherapy. Dr. Marshall added
that other treatment guidelines18 rec-
ommend that for patients with severe
comorbid illness, such as debilitating
panic attacks or severe major depres-
sion, medication and trauma-focused
psychotherapy might be coadminis-
tered from the start. He noted that there
has been debate about whether PTSD
can be treated in primary care or if it is,
in fact, too complicated a disorder to
be treated in the brief amount of time
that most primary care physicians have
to spend with a patient.

Dr. Pollack mentioned that patients
may feel so overpowered by their
symptoms, at least initially, that the
idea of exploring them in psycho-
therapy can be overwhelming. It may
be easiest for patients to start with
medication and thereby experience

some reduction in their anxiety or
depression, which may make them
more amenable to examining issues in
therapy. However, people sometimes
are reluctant to take medication because
of fears about side effects or depen-
dence.

Dr. Marshall strongly recommended
giving patients input into their treat-
ment plan. Clinicians should educate
patients about the different psycho-
therapies and medications available
and should discuss with the patient his
or her fears or fantasies about each of
these treatments. Dr. Marshall added
that if patients wonder why they should
take a medication when the problem is
psychological, then the clinician can
describe findings about the biology of
PTSD and explain that the distress
response is a powerful physiologic re-
action that at this point has gotten a life
of its own.

Dr. Yehuda pointed out that some
people shun medication because they
fear losing control; the trauma made
them feel out of control, and they are
afraid that they will not be in control of
their own emotions if they take a pill.
Dr. Marshall commented that he some-
times sees the same fear when he sug-
gests psychotherapy treatment—the
fear that their emotional reaction will
be out of control.

Dr. Yehuda issued a reminder that
not all people with PTSD have the same
symptoms, and she emphasized that cli-
nicians must know the chief complaint
before presenting the choices of psy-
chotherapy treatment and medication
treatment. The overall psychoeducation
provided by the clinician must give the
patient a cohesive explanation for how
and why a particular treatment will be
used for the chief complaint.

Treatment Nonadherence
Mentioning the fact that compliance

with treatment among patients in most
medical specialties is poor, Dr. Pollack
emphasized that preparing patients for
treatment—both medication and psy-
chotherapy—is critical. Dr. Marshall
acknowledged that with psychotherapy,
clinicians can assume that few patients
will adhere to the exposure homework
at first because of its difficulty. Asking
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the patient about noncompliance in the
early stages of treatment can be simply
a chance to again discuss the rationale
for treatment, with the expectation that
the patient has not yet been compliant.
Dr. Yehuda agreed that avoidance is
one of the key reasons that patients do
not do homework for psychosocial
therapies and may be the same reason
that they do not take their medication.
The pill reminds them of the PTSD and
of the fact that they were traumatized.
Dr. Yehuda stated that clinicians must
be very conscious of the need that
trauma survivors feel to be in control.
Adherence with treatment might be af-
fected by the patient’s need for control.
Taking medication or doing psychoso-
cial treatment homework cannot be
about trying to please the therapist or
feeling that an authority figure has
asked them to do something. Both Dr.
Marshall and Dr. Yehuda agreed that
when a clinician finds that a patient is
not taking medication, it is important to
distinguish between noncompliance due
to intolerable side effects, in which case
a change can be made in either the dose
or the type of medication, and noncom-
pliance due to the patient thinking he or
she does not participate enough in treat-
ment decisions.

Dissociative Symptoms
Dr. Pollack noted that dissociative

symptoms sometimes seem less robust-
ly responsive to treatment and asked if
this clinical perception has been backed
up by research. Dr. Marshall answered
that most clinical trials to date measure
reduction of only the core PTSD symp-
toms of reexperiencing, avoidance, and
arousal, but in many ways the associ-
ated problems are much more debilitat-
ing. Dr. Marshall stated that when he
and coworkers conducted the open trial
of paroxetine,6 dissociative symptoms
were reduced about 50% with the medi-
cation. This was not surprising because
dissociation is a symptom that is trig-
gered by severe fear or anxiety or per-
ception of threat, so when the overall
level of fear or anxiety is modulated by
medication, the dissociated state of
mind does not get triggered as often.

Dr. Yehuda explained that if some-
one has to respond to a threat in the

environment, being able to disengage
might be very beneficial in that time of
extreme fear or stress and may actually
improve the person’s ability to cope
with the threat. So, disconnecting from
the immediate environment is not
necessarily pathological or negative.
Certain types of dissociation skills may
even be adaptive at the time of trauma.
However, dissociation from one’s en-
vironment long after the event can be a
negative outcome. Clinicians are in a
position to educate patients about
which reactions are normative and
which reactions are pathologic.

Acute Treatment:
Identifying Pathologic Symptoms

Dr. Pollack asked which symptoms
clinicians should label as normal and
which are pathologic if they are called
in to see a patient soon after a major
trauma. The experts agreed that no
one symptom may be predictive. Dr.
Yehuda stated that it is important to
tell survivors in the acute aftermath of
the trauma to expect their level of
distress to gradually decrease, and to
monitor it. If, for example, the day
after a traumatic event, they think about
the event every hour, then after a week
they should think about it only a few
times a day. The people whose acute
symptoms do not gradually decline
are the people at most risk to have the
acute symptomatology turn into a full-
blown PTSD. Dr. Brady emphasized
that clinicians must ask patients at in-
tervals during the weeks and months
after the event, “Has it been getting
better? Are you thinking of the event
less, or does it really drive your life
still?” If the distress is going to resolve
in a normal fashion, that progress
should be evident within a month or
so, generally.

Dr. Marshall pointed out that the
likelihood of developing a chronic
problem is highly correlated with the
intensity of someone’s initial reaction.
If there is an initially incapacitating
level of posttraumatic symptomatol-
ogy, and if there is peritraumatic dis-
sociation during the traumatic event,
that individual is at much higher risk
for having PTSD 3 months later.
Dr. Yehuda agreed but reiterated that

social support after a traumatic event
can still make a difference in whether
the trauma survivor develops PTSD.
The tendency of trauma survivors is
to want to isolate themselves, as if by
not seeing anybody or talking about
the event, they can erase what has hap-
pened or make the memory of it disap-
pear. But the more support the person
receives from his or her community,
family, or friends, the more helpful it
is, no matter how acute the distress was.
Dr. Brady noted that one study of sur-
vivors of car accidents found that those
who did not develop PTSD soon after
the wreck but developed delayed cases
after 6 months had had poorer social
support than those who never devel-
oped the disorder.19 Talking can still be
beneficial in the early stages, even
though it may not be sufficient, and
other treatment modes such as pharma-
cotherapy may have to be used as well.
Dr. Marshall agreed and reported that
studies have shown that 4 or 5 sessions
of time-limited psychotherapy within
the first month can reduce rates of
PTSD by at least 50%.20–22 This works
by encouraging the survivor to allow
himself or herself a genuine emotional
experience by reacting to the trauma, to
lean on available support systems rather
than to withdraw, and to overcome
avoidance.

Dr. Pollack asked whether talking
about what recently happened to them
might retraumatize patients and how
clinicians can ask patients to talk about
what happened to them in a way that is
useful. Dr. Marshall explained that a
therapist can approach the talking
therapy in ways that help the patient
to cope, rather than simply making the
patient relive the trauma. He agreed
with Dr. Pollack that recent controversy
has surrounded the debriefing model,
in which immediately after the trauma,
the individual is encouraged to talk
through, in an intensive fashion, what
has just happened. Studies have sug-
gested that it can actually be harmful to
rush people into that situation.23–27

There are reports of individuals in ex-
posure therapy getting worse, relapsing
to substance abuse, and even becoming
acutely suicidal. Dr. Marshall described
a patient he recently saw who complete-
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ly decompensated after a single session
of EMDR because she was not pre-
pared properly. Dr. Marshall stressed
that it is important to set up the talk
therapy in a supportive and safe context
for the patient. In the treatment strate-
gies that Dr. Marshall and colleagues
are studying, based on Foa’s work,28,29

there are several sessions that focus
only on education, forming a positive
alliance with the patient, destigmatizing
the disorder, and then essentially per-
suading the individual that psycho-
therapy is a good idea so that there is no
sense of coercion. The therapist must
convince the patient that it would be
better to face this trauma and process it
emotionally than to avoid it. A coerced
feeling within the patient can be dam-
aging.

Dr. Brady suggested that clinicians
follow the lead of the patient in terms of
how far they are comfortable going at
any point in time. There may be times
during exposure therapy when the thera-
pist should take a break and use a ses-
sion or two to do some different work if
the individual seems to be handling the
therapy poorly. Dr. Yehuda commented
that clinicians may be unsure whether
to follow the lead of the patient if the
patient says, “I don’t want to talk about
it,” because the therapist knows the
patient should talk about it for his or
her own good. Dr. Marshall responded
that this point is where the therapist’s
artfulness comes in. Clinicians must
explain to patients why they ultimately
need to talk about the trauma. A patient
who comes to a therapist in the after-
math of a traumatic event is there be-
cause, at some level, they do want to
talk about it. If a patient tells the clini-
cian that he or she does not want to talk
about it, that is not necessarily a state-
ment that they will not talk about it.

Dr. Marshall continued that patients
with PTSD are confused about the dif-
ference between the memory of the
trauma and the actual trauma. Through
treatment, the patient can come to dif-
ferentiate the memory from the actual
experience. Then, the patient will not
live in fear of having the memory as if
that is the same as being retraumatized.
Dr. Yehuda stated that patients with
PTSD live in fear of the distress that

they experience when they have the
memory because they do not think
that they can separate the emotional
impact from the memory. In time,
most people can remember terrible
things that happened and remember
how they felt without feeling how they
felt. But patients with PTSD cannot
talk about how bad they felt during the
event without actually feeling how bad
they felt every time they have that
memory. If the clinician explains to
the patient that he or she is going to
help the patient have the memory with-
out feeling the emotional distress, then
the patient will want to work with the
clinician, because that is exactly what
they want.

Dr. Marshall commented that, ini-
tially, patients’ reactions can be in-
credibly powerful because they have
never grappled with the experience be-
fore. He described seeing patients in
the first session tremble or throw up in
the office. But, by the second or third
or fourth session, patients learn from
experience that each time they tell the
memory, it gets easier. For this reason,
it is important to educate and prepare
patients for what they will experience
early in treatment. They need to real-
ize that therapy will be tough in the
beginning and then get easier fairly
quickly.

Dr. Yehuda added that, when clini-
cians prepare patients for therapy, it
is also important to tell them that
shame is a feeling that many people
who are traumatized have, but there is
no reason to be embarrassed or shame-
ful when talking to the therapist. Most
people who are traumatized feel shame
that they were not powerful enough to
be able to make an attacker stop or that
they did not have enough wits to get
themselves out of the situation. With
the therapist, they might feel embar-
rassment at describing themselves as
being so vulnerable and helpless. Dr.
Marshall asserted his belief that medi-
cation can often make talk therapy
more comfortable and can be the dif-
ference between the patient feeling
able to confront the traumatic experi-
ence and process it in the course of
therapy or feeling paralyzed in the face
of that possibility.

Managing PTSD and
Comorbid Substance Abuse

Dr. Pollack asked about managing
patients with comorbid substance
abuse and PTSD. Dr. Brady replied
that 30% to 60% of patients who
are treated for substance use disorders
may have lifetime PTSD.30 For a long
time, the mantra in addiction treatment
was to treat the addiction first, then
any other psychiatric disorder. Several
months of abstinence were deemed
necessary before comorbid psychiatric
disorders could even be assessed prop-
erly. But thoughts have changed in the
last 5 to 10 years. In individuals with
addictions, PTSD can be a driver of
substance abuse relapse. When work-
ing with substance-using patients, cli-
nicians should be concerned about re-
lapse potential. If people cannot sleep
or have intrusive thoughts about the
traumatic event, and they want to do
something about their pain, what they
know how to do best is use drugs or
alcohol. Clinicians must be aggressive
in the treatment of PTSD symptoms
early in the course of substance abuse
recovery, although generally embark-
ing on exposure therapy in the first
week or two is avoided because that
may be stressful for people in early
recovery. But teaching coping skills
can be started early. A safety manual
developed by Najavits and colleagues31

for treating the addicted individual
with PTSD has been useful.

Medication has also been useful
in patients with PTSD and comorbid
substance disorder, although the risk-
benefit ratio must be weighed care-
fully because these individuals are
more likely to abuse anything they are
given and more likely to inadvertently
or even intentionally overdose. But the
SSRIs are a safer group of drugs than
the older antidepressants. SSRIs may
in fact be helpful in decreasing alcohol
consumption.32

Dr. Marshall inquired about using
stress inoculation training as a substi-
tute for exposure therapy when pro-
moting relapse is a concern. Dr. Brady
explained that the techniques used in
stress inoculation are similar to those
Lisa Najavits integrated into her
manual. These are cognitive behavioral
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strategies that teach an individual
to manage anxiety and affect in ways
other than drinking or using drugs.

Managing Trauma Victims
With Children

Dr. Pollack suggested that when cli-
nicians work with trauma victims, they
ought to suggest ways for the victims
to talk about their traumatic experience
with their children. Dr. Yehuda agreed
that one of the main motivations for
trauma survivors to seek treatment is
because they recognize that there is an
adverse outcome on their children.
There should be places for children of
trauma survivors to receive treatment.
Trauma affects not only the person ex-
posed but all the people that that per-
son interacts with. It changes social
interactions and the lives of those who
are dependent on that trauma survivor.
Asking about a trauma survivor’s chil-
dren should be part of routine clinical
care. Dr. Marshall concurred that one
of the fundamental clinical issues in
PTSD is the sense of safety in the
world, and the safety of a child’s world
is dependent on the existence of the
parents and a secure relationship with
the parents. Seeing a parent threatened
can have profound, disruptive effects
on the child’s experience of the world
and his or her feeling of having a safe
place in it.
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Drug names: alprazolam (Xanax and others),
amitriptyline (Elavil and others), carbamazepine
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