Management of Posttraumatic Stress Disorder:
Diagnostic and Therapeutic Issues

Jonathan R. T. Davidson, M.D., and Kathryn M. Connor, M.D.

Although the hallmark symptoms of posttraumatic stress disorder (PTSD) are clear, thisdisorder is
not always properly diagnosed. Reasons for misdiagnosis include a high rate of comorbidity, patient
denial or minimization, overly high diagnostic thresholds set by clinicians, or failure to take a trauma
history. There are anumber of challenges associated with the treatment of PTSD. Patients with PTSD
may not respond to pharmacotherapy in the same manner, and it is unclear whether thisis related to
gender, trauma type, or other factors. Antidepressants, particularly the selective serotonin reuptake
inhibitors, are the most effective form of pharmacotherapy for patients with PTSD. Patients also may
respond to therapy with monoamine oxidase inhibitors or tricyclic antidepressants. Psychosocial tech-
niques, such as cognitive-behavioral therapy or stress inoculation training, are effective and may be
considered as adjunctive therapy with medication. As awareness of PTSD increases, more patients
should receive an accurate diagnosis and appropriate therapy.

Posttraumatic stress disorder (PTSD) is-a disabling,
chronic illness that frequently is missed as a-diagno-
sis. Patients who suffer from PTSD have either experi-
enced or witnessed a life-threatening trauma usually in-
volving death or severe injury. This event is followed by
intense feelings of fear, helplessness, or horror that may be
associated with persistent reexperiencing of the event, par-
ticularly reliving or dreaming of the event.! Patients may
feel out of control and may suffer significant morbidity in
terms of occupational dysfunction and difficulty maintain-
ing interpersonal relationships.

Traumatic eventsthat may be associated with the devel-
opment of PTSD include, but are not limited to, military
combat, violent physical or sexual assault, natural disas-
ters, and severe automobile accidents.” The experience of
psychological trauma is common. Sixty-seven percent of
patients seeking care in gastroenterology clinics and 50%
of patientsin pain clinicsreport childhood physical trauma.
Similarly, between 25% and 50% of women who seek gy-
necologic treatment, particularly for pelvic pain, report
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childhood sexual abuse.? The National Comorbidity Sur-
vey estimates that the lifetime prevalence of PTSD is ap-
proximately 8% in the general population and that the dis-
order is more prevalent in women (10.4%) than in men
(5%).2 For men, combat exposure and witnessing someone
being injured or killed are the most common traumatic ex-
periences associated with PTSD; rape, sexual molestation,
and childhood physical abuse are among the most frequent
causes of PTSD in women.?

Although‘a history of traumais common, the diagnosis
of PTSD is missed in a variety of clinical settings.*® In a
study conducted by Davidson and Smith,” 54 consecutive
new referrals to a general psychiatric outpatient clinic
were interviewed for alife history of severe traumatic
events. Eighty-one percent.of the patients had a positive
history for at least one traumatic event. Overall, 17 patients
had symptoms of PTSD, and 12 patients met DSM-I11-R
diagnostic criteria for PTSD. However, based on clinica
records, only one patient received a diagnosis for PTSD,
suggesting that the disorder was largely missed in general
psychiatric patients. Dansky and associates* noted similar
rates of missed diagnosis in a population of patients with
substance use disorders. Ninety-five inpatients with sub-
stance use disorders were interviewed, and 38 patients
(40%) met the diagnostic criteriafor PTSD. However, only
14 patients (15%) had PTSD listed as a diagnosis in dis-
charge summaries. Although nearly 50% of the patients
had a documented history of sexual or physical assault,
most clinicians did not evaluate for PTSD. The incidence
of PTSD also was evaluated in a large inpatient psychiat-
ric unit. Eighty-four percent of 343 patients who were ad-
ministered atraumaquestionnaire had suffered at least one
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Table 1. Diagnostic Criteria for Posttraumatic Stress Disorder
(PTSD)*

A. The person has been exposed to a traumatic event in which the
person experienced, witnessed, or confronted actual or threatened
death or severeinjury, or athreat to the physical integrity of self or
others. The person’s response involved extreme fear, hel plessness,
or horror.

B. Thetraumatic event is persistently reexperienced in recurrent and
intrusive recollections of the event, recurrent dreams, acting or
feeling asif the traumatic event were recurring (eg, reliving the
experience), and intense psychological distress or physiologic
reactivity at exposure to cues that symbolize or resemble the
traumatic event.

C. Persistent avoidance of stimuli associated with the trauma and
numbing of general responsiveness experienced with 3 or more of
the following: efforts to avoid thoughts, feelings, or conversations
associated with the trauma; efforts to avoid activities, places, or
people that arouse recollections of the trauma; inability to recall an
important aspect of the trauma; markedly diminished interest or
participation in significant events; feelings of detachment or
estrangement; restricted range of affect; and sense of foreshortened
future. These symptoms were not present before the traumatic
event.

D. Persistent symptoms of increased arousal indicated by 2 or more of
the following: difficulty falling or staying asleep, irritability or
outbursts of anger, difficulty concentrating, hypervigilance, and
exaggerated startle response. These symptoms were not present
before the traumatic event.

E. Duration of the symptoms described in B, C, and D ismore than
1 month.

F. The disturbance causes clinically significant distress or impairment
in social, occupational, or other areas of functioning:.

M odified from DSM-1V,! with permission.

traumatic event, and many had symptoms of PTSD. In this
population, only 6 patients were diagnosed with PTSD.®
These studies confirm that PTSD is often present but fre-
guently not diagnosed in patients who have experienced
traumatic events.

There are a number of reasons why PTSD may be
missed as a diagnosis. The primary reason is that aware-
ness of the disorder is very low. Many clinicians are not
familiar with PTSD and, therefore, do not ask about PTSD
symptoms. Many fail to ask about traumatic experiences
altogether. Other reasons include denial or embarrassment
by the patient or physician discomfort with the disorder.
Posttraumatic stress disorder may be missed in primary
care because physicians typically have a very limited
amount of time for each visit, and the diagnosis of PTSD
reguires eliciting a complex medical and trauma history
from the patient. High rates of comorbidity also may cause
the diagnosis of PTSD to be missed because more well-
known disorders tend to be diagnosed initially.

DIAGNOSIS

The presentation of PTSD includes psychological, be-
havioral, and somatic symptoms (Table 1). The diagnostic
criteria for PTSD include the development of 4 types of
symptoms following exposure to atraumatic event: persis-
tently reexperiencing the traumatic event, avoiding stimuli
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associated with the event, numbing of general responsive-
ness, and hyperarousal.*

Patients with PTSD who suffer from dissociative states
may endure extreme psychological distress, and many pa-
tients constantly relive the event in the form of intrusive
flashbacks or nightmares related to the event. These indi-
viduals may alter their behavior to avoid stimuli, such as
people or situations that resemble the traumatic event. Pa-
tients with PTSD also may present with a number of
somatic symptoms, including headaches, chronic pain,
irritable bowel syndrome, and fatigue, and may have in-
creased autonomic arousal associated with symptoms of
anxiety.

Posttraumatic stress disorder is adisease that can occur
at any age and may affect children who have been exposed
to traumatic events. Good medical practice would dictate
routine screening, particularly in primary care, for the
existence of domestic violence, a very common cause of
PTSD. Thereisevidence that 95% of rape victimsand 75%
of victims of nonsexual assault develop symptoms of
PTSD within 2 weeks of the event.? In order to €licit a
traumahistory, it isimportant to ask the patient direct ques-
tions, such as* Sometimes people experience an extremely
distressing event, such as physical or sexual assault or an
accident. Has anything like this ever happened to you?’

Posttraumatic stress disorder is considered acute when
symptoms begin within 3 months of the traumatic event.
Chronic PTSD is associated with symptoms that last
longer than 3 months, and patients who experience onset
of symptoms 6 months or later after the traumatic experi-
ence have PTSD with delayed onset.

Physiologic reactivity to trauma-related cuesis adiag-
nostic criterion for PTSD. Psychophysiol ogic assessments
that measure heart rate, blood pressure, and skin conduc-
tance in response to trauma cues have a sensitivity rate of
60% to 90% and specificity values of 80% to 100%.°A re-
cent study noted that elevated heart rate following trauma
may be associated with ‘the -subsequent development
of PTSD™ (Figure 1). Although techniques that measure
physiologic reactivity are not widely used, they may be ef-
fective as an aid to diagnosis.

Rating scales also may facilitate the diagnosis of PTSD
and can be used to monitor response to-treatment. The
8-item Treatment Outcome Posttraumatic Stress Disorder
Scale (TOP-8) isashort interview that evaluates the main
symptom clusters of PTSD in 5 to 10 minutes™ (Appendix
6). The Davidson Trauma Scale (DTS) isaself-rated scale
that also assesses specific symptoms of PTSD* (Appen-
dix 7).

COMORBIDITY
Differential diagnoses for PTSD may include

obsessive-compulsive disorder, phobias, dissociative dis-
order, generalized anxiety disorder, panic disorder,

J Clin Psychiatry 1999;60 (suppl 18)



Diagnosis and Treatment of PTSD

Figure 1. Heart Rate Measurements in Subjects With and
Without Posttraumatic Stress Disorder (PTSD)*
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#From reference 10, with permission.

depression, and substance use disorders.* Comorbidity in
patients with PTSD should be expected because of symp-
tom overlap, and sometimes it is difficult to distinguish
whether comorbid disorders preceded or followed the on-
set of PTSD. Recurrent intrusive recollections are a fea-
ture of PTSD and also are experienced by patients with
obsessive-compulsive disorder. Phobic avoidance of situ-
ations related to the trauma is a primary symptom of
PTSD and may be afeature of other anxiety disordersin-
cluding social anxiety disorder and agoraphobia. Another
characteristic of PTSD is dissociation, particularly in
acute cases, whereby the patient may report amnesia or
flashbacks. During a dissociative episode, the person may
behave as though he or she is experiencing the event. Pa-
tients with PTSD also experience hyperarousal, edginess,
and poor concentration, symptoms that may suggest gen-
eralized anxiety disorder or panic disorder. Without fur-
ther assessment of a patient with these symptoms, an erro-
neous diagnosis may result.

Patients with PTSD aso have a tendency to develop
depression and substance use disorders. Many patients
who present with depression may have underlying, undi-
agnosed PTSD, an expected finding given the diagnostic
overlap in these disorders. The National Comorbidity
Survey indicated that the rates of major depression, dys-
thymia, and mania are elevated in patients with PTSD.?
Furthermore, the incidence of acohol and substance
abuse is doubled in patients with PTSD compared with
patients without the disorder.?

TREATMENT OF PTSD

Several issues should be considered when treating pa-
tients with PTSD, including education, support, anxiety
management, and lifestyle modification. Education is a
critical component in the management of PTSD. It isim-
portant to help the patient understand the nature of his or
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Table 2. Considerations for Pharmacotherapy for Patients
With PTSD

Treatment compliance
Tolerance of adverse effects
Indefinite treatment duration
Stigmatization/sick role
Support system

Issues of trust

her condition and adaptive behaviors that may develop in
response to stress. The clinician should attempt to destig-
matize PTSD for the patient and explain that the experi-
ence of major trauma is a life-altering event. One of the
most important therapeutic tasks is to help patients accept
that the trauma has occurred so that they will not have the
heavy burden of constantly reliving the experience. Pa-
tients with PTSD should be encouraged to share their ex-
periences in a supportive environment, and it is essential
that patients have support from their therapist, family, and
friends. Some communities have specific support groups
for patients with PTSD that are highly beneficial.

Anxiety-management techniques may be nonspecific,
but often are helpful to patients. Clinicians may recom-
mend relaxation or breathing training techniques to reduce
stress. Lifestyle modifications, such as developing regular
sleep patterns, adopting an exercise program, and main-
taining a healthy diet, also should not be underestimated
and may help the patient to regain a sense of control.

Pharmacotherapy

Pharmacotherapy should be considered for the treat-
ment of patients with PTSD (Table 2). For pharmaco-
therapy to be effective, the patient must be comfortable
with the idea of taking medications. Many patients with
PTSD do not want to take psychotropic medications;
therefore, the first task is to help patients understand the
role of medications. Selecting medications that are easier
to administer (e.g., once dally versus 3 times daily) and
have a low adverse-effect burden may enhance patient
compliance. It is crucial that patients understand the po-
tential for adverse effects and that medications should not
be discontinued at the first signs of discomfort.

Pharmacotherapy for PTSD may be categorized into 3
phases. stabilization, maintenance, and discontinuation.
Engaging the patient and building an aliance is the first
step of stabilization. The patient should understand that al-
though the condition was started by an external environ-
mental stressor, some physical and biological changes
may have occurred that can be normalized by medications.
Potential adverse effects also should be explained to the
patient early in the course of therapy. For example, pa-
tients who experience panic attacks may be particularly
sensitive to the stimulatory effects of certain antidepres-
sants. During the stabilization phase, the key to successful
pharmacotherapy is to start with a low dose and titrate
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gradually. It may take 2 to 3 monthsto stabilize a patient on
medication. Also, patients who do not respond to one agent
initially may respond to another agent. Although the dura-
tion of maintenance therapy for PTSD is unknown, phar-
macotherapy will be necessary for at least 12 months and,
similar to treatment of many anxiety disorders, may be
lifelong. Discontinuation may be considered when re-
sponse to therapy has been robust and maintained. Some
keys to successfully discontinuing medications include
helping the patient develop anxiety-management skills,
providing adeguate support, and slowly decreasing the
dose. When ready and confident to discontinue medica-
tions, patients should be aware of the possibility and con-
sequences of relapse.

Although no medications have been approved by the
Food and Drug Administration for the treatment of PTSD,
a number of agents have been evaluated as potentially ef-
fective therapies. There are limited double-blind controlled
trials that have investigated the efficacy of medicationsin
PTSD.SJS_ZO

Many of the earlier studies evaluated the effects of
amitriptyline and phenelzine in combat veterans.'"#2 In
an 8-week controlled study, Kosten and associates'” com-
pared phenelzine, imipramine, or placebo-in the treatment
of 60 male veterans with PTSD. The mean treatment reten-
tion time was longer for patients treated with phenelzine
(7.4 weeks) compared with those who received imipramine
(5.6 weeks) or placebo (5.5 weeks). Both drugs were supe-
rior to placebo.

The monoamine oxidase inhibitor (MAOI) phenelzine
is highly effective in the treatment of PTSD. However,
adverse-effect profiles and the need for dietary restrictions
may limit the use of MAOIs in clinical practice. The re-
versible inhibitors of monoamine oxidase A (RIMAS) aso
have been evaluated in patients with PTSD, but appear to
be only moderately effective.’®

Thetricyclic antidepressants (TCAS) may be considered
for second- or third-line therapy. Clinical trials have shown
that imipramine and amitriptyline are moderately effective
in the treatment of PTSD in combat veterans.>*” Davidson
and associates®* evaluated the predictors of response to
amitriptyline in patients with combat-related PTSD. This
study noted that patients who had the most intense expo-
sure to battle, increased suicidality, and increased neuroti-
cism had poor response to therapy, whereas patients with
lower baseline levels of depression, anxiety, somatic symp-
toms, and feelings of guilt had improved response. Overall,
there are anumber of benefits associated with TCA therapy,
including efficacy, improvement in sleep, and once-daily
dosing. However, many of these benefits are offset by the
significant incidence of adverse effects, risk for overdose,
poor compliance rates, and discontinuation syndrome.

Several open-label trials with selective serotonin reup-
take inhibitors (SSRIs) have demonstrated significant im-
provement of symptomsin patientswith PTSD.5%** These
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studies suggest that SSRIs have a broad spectrum of effect
on all of the PTSD symptom clusters, particularly hyper-
arousal reflected in symptoms of agitation, anxiety, and in-
somnia, and may be considered for first-line therapy. The
SSRIs are highly effective and well tolerated, are not asso-
ciated with potential for abuse, and may be administered
once daily.

In a 12-week study evaluating the treatment of 5 adult
female rape victims diagnosed with PTSD, 4 patients re-
sponded to treatment with sertraline as evidenced by a
30% or greater reduction in symptoms. The most common
adverse effects associated with sertraline included tremor,
dry mouth, nausea, and drowsiness.*® De Boer and col-
leagues® evaluated the efficacy of fluvoxamine in 24 war
veterans diagnosed with chronic PTSD. Although im-
provements were modest, fluvoxamine alleviated symp-
toms of insomnia, nightmares, anxiety, intrusive recollec-
tions, guilt feeling, and tiredness.

The efficacy of fluoxetine also has been evaluated in a
number of open-label studies.®*>3** Fluoxetine improves
both intrusive and avoidant symptoms in patients with
PTSD.* In one study, 20 Vietnam war veterans meeting
the criteriafor PTSD were treated with open-label fluoxe-
tine for a minimum of 4 weeks. Based on global im-
provement on the Clinical Global Impressions scale, 65%
of patients treated with fluoxetine responded to therapy.
Treatment with fluoxetine also reduced rage, anger, and ir-
ritability in patients with PTSD.*3*

In arecent study, Marshall and associates evaluated the
effectsof paroxetinein the treatment of noncombat-related,
chronic PTSD. Thirteen patients completed 12 weeks of
paroxetine therapy. Paroxetine significantly improved all
3 PTSD- symptom clusters (e.g., intrusive, avoidance/
numbing, arousal), and mean reduction in total PTSD
symptom scores was 48%. Patients who responded to
therapy experienced amean reduction of 44.2 pointson the
Davidson Trauma Scale and were significantly less symp-
tomatic on the Impact of Event Scale (Figure 2). Avoid-
ance, hyperarousal, and intrusive symptoms improved
within 8 weeks (Figure 3).

Thereisaccumulating evidence that pharmacotherapy is
effective for the treatment of PTSD. Patientswith psychi-
atric comorbidities, such as depression, may be particularly
responsive to antidepressant therapy. The SSRIs may be
used for first-line therapy because of their broad-spectrum
effect on PTSD symptoms and favorable adverse-effect
profile. Therapy should be initiated slowly and, when effi-
cacious, should be maintained for at least 12 months. For
patients who do not respond to SSRI therapy, a TCA or
MAOI may be considered. The benzodiazepine al prazolam
was ineffective in PTSD when compared with placebo.™

Psychotherapy

Psychotherapy can be integrated with pharmacotherapy
or considered as a treatment aternative for patients with

J Clin Psychiatry 1999;60 (suppl 18)
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Figure 2. Improvement of PTSD Symptoms Based on
Davidson Trauma Scale and Impact of Event Scale for
17 Patients Treated With Paroxetine for 12 Weeks®
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Figure 3. Time Course of PTSD Symptom Improvement in
Responders to Paroxetine (N = 10)*
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*Significant between 4-week intervals (p < .05).
tSignificant between weeks 0 and 8 (p < .001).
$Significant between weeks 4 and 12 (p < .001).

PTSD. Patients who have suffered a traumatic experience
frequently are demoralized and may continue to feel pow-
erless, alienated, and angry. Numerous psychotherapeutic
techniques can help patients overcome demoralization and
reduce feelings of fear, helplessness, and avoidance. Some
patients do not find it easy to reexperience the traumatic
events as part of exposure therapy, and up to 50% may be
noncompliant with exposure therapy.* Therefore, it isim-
portant that the patient is motivated to begin psychosocial
therapy, is willing to accept the probability of some tran-
sient distress, understands that frequent and intense ses-
sions will be required, and has a social support system.
Some therapies that have been investigated in the manage-
ment of PTSD include cognitive-behavioral therapy, pro-
longed exposure, supportive-psychodynamic therapy, and
stress inoculation training.*

Prolonged exposure treatment and stress inoculation
training are effective therapies for patientswith PTSD.2 In
the prolonged exposure treatment, patients recount their
traumatic experience while being audiotaped and are
asked to listen to their accounts as a homework assign-
ment. Patients al so are exposed to objects or situations that
may be avoided because of fear. As part of the stress in-
oculation training, patients are taught techniques, such as
controlled breathing, muscle relaxation, and cognitive re-
structuring, that help to reduce anxiety. In one analysis,
Foaand colleagues® noted that patients who received pro-
longed exposure treatment continued to show improve-
ment for 6 months after the end of therapy. There also is
evidence that early treatment of trauma victims may pre-
vent the onset of chronic PTSD. Foa and associates® re-
ported that recently traumatized women who received four
2-hour weekly sessions of brief prevention therapy were

J Clin Psychiatry 1999;60 (suppl 18)

less symptomatic compared with control patients who re-
ceived no active treatment.

Psychosocial techniques are effective in the manage-
ment of PTSD and may ameliorate many of the symptoms
associated with this disorder. In fact, early treatment pre-
vents the development of chronic PTSD in some patients.
A number of psychotherapeutic techniques are available
and may be used in conjunction with pharmacotherapy.

SUMMARY

Posttraumatic-stress disorder is an illness that is rela-
tively common but frequently misdiagnosed. Presentation
of PTSD includes psychological, behavioral, and somatic
symptoms, and patientswith-PTSD tend to have ahigh in-
cidence of comorbidity, particularly with depressive disor-
ders. Fortunately, patients diagnosed with PTSD respond
to both pharmacotherapy and psychotherapy, and, as
awareness of PTSD increases, more patients should re-
ceive an appropriate diagnosis and effective treatment.
Clinicians must remain alert to the symptoms of PTSD in
patients who have suffered either a past or recent trauma
or who have comorbid disorders, and should offer their
patients appropriate pharmacotherapy and psychothera-
peutic treatment options.

Drug names: alprazolam (Xanax and others), amitriptyline (Elavil and

others), fluoxetine (Prozac), fluvoxamine (Luvox), paroxetine (Paxil),
phenelzine (Nardil), sertraline (Zoloft).
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