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Abstract—Posttraumatic stress disorder (PTSD) is a prevalent 
psychiatric diagnosis among veterans and has high comorbid-
ity with other medical and psychiatric conditions. This article 
reviews the pharmacotherapy recommendations from the 2010 
revised Department of Veterans Affairs/Department of Defense 
Clinical Practice Guideline (CPG) for PTSD and provides 
practical PTSD treatment recommendations for clinicians. 
While evidence-based, trauma-focused psychotherapy is the 
preferred treatment for PTSD, pharmacotherapy is also an 
important treatment option. First-line pharmacotherapy agents 
include selective serotonin reuptake inhibitors and the selective 
serotonin-norepinephrine reuptake inhibitor venlafaxine. Sec-
ond-line agents have less evidence for their usefulness in PTSD 
and carry a potentially greater side effect burden. They include 
nefazodone, mirtazapine, tricyclic antidepressants, and 
monoamine oxidase inhibitors. Prazosin is beneficial for night-
mares. Benzodiazepines and antipsychotics, either as mono-
therapy or used adjunctively, are not recommended in the 
treatment of PTSD. Treating co-occurring disorders, such as 
major depressive disorder, substance use disorders, and trau-
matic brain injury, is essential in maximizing treatment out-
comes in PTSD. The CPG provides evidence-based treatment 
recommendations for treating PTSD with and without such co-
occurring disorders.
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INTRODUCTION

The prevalence of posttraumatic stress disorder 
(PTSD) has been estimated to be 7.8 percent in the general 
population [1]. A higher PTSD prevalence has been esti-
mated in veterans. The prevalence of PTSD in Vietnam 
veterans is estimated to be 18.7 percent lifetime war-
related and 9.1 percent current war-related. A prevalence 
of PTSD between 15 and 17 percent has been estimated in 
Iraq and Afghanistan veterans (Operation Iraqi Freedom/

Abbreviations: BP = bipolar disorder, CAPS = Clinician-
Administered Posttraumatic Stress Disorder Scale, CPG = Clini-
cal Practice Guideline, DOD = Department of Defense, HPA = 
hypothalamic-pituitary-adrenal, MAOI = monoamine oxidase 
inhibitor, MDD = major depressive disorder, OIF/OEF/OND = 
Operation Iraqi Freedom/Operation Enduring Freedom/
Operation New Dawn, PCL = Posttraumatic Stress Disorder 
Symptom Checklist, PE = prolonged exposure, PTSD = post-
traumatic stress disorder, RCT = randomized controlled trial, 
SNRI = serotonin-norepinephrine reuptake inhibitor, SSRI = 
selective serotonin reuptake inhibitor, SUD = substance use dis-
order, TBI = traumatic brain injury, TCA = tricyclic antidepres-
sant, VA = Department of Veterans Affairs.
*Address all correspondence to Matthew Jeffreys, MD; 
South Texas Veterans Health Care System—Psychiatry, 
5788 Eckhert Rd, San Antonio, TX 78240; 210-699-2145; 
fax: 210-699-2176. Email: Matthew.Jeffreys@va.gov
http://dx.doi.org/10.1682/JRRD.2011.09.0183
703

../../../../../../Documents and Settings/VHASTXJEFFRMA/Local Settings/Temporary Internet Files/Content.Outlook/L1LT6F6V/Matthew.Jeffreys@va.gov


704

JRRD, Volume 49, Number 5, 2012
Operation Enduring Freedom/Operation New Dawn [OIF/
OEF/OND]). The prevalence varies depending on the 
methods used and the time at which PTSD is assessed [2–
3]. Although these rates are greater than the prevalence of 
PTSD in the general population, the prevalence of PTSD 
may be even higher in outpatient general medical settings, 
perhaps because PTSD is associated with comorbid medi-
cal problems and patients with PTSD are high utilizers of 
healthcare. Estimates of PTSD for veterans in medical set-
tings have varied from 11.2 percent using stricter diagnos-
tic criteria to as high as 20–30 percent using more liberal 
diagnostic criteria [3–9]. Experiencing combat wounds is 
recognized to further increase the risk of PTSD twofold 
[10]. Many of these patients will be seen initially by medi-
cal professionals in either primary care or general mental 
health settings, creating a need for physicians in all spe-
cialties to become familiar with the initial management 
steps, assessment, and diagnosis of PTSD.

Questions and concerns have arisen about the current 
prescribing practices for PTSD among OIF/OEF/OND 
veterans as well as veterans from prior eras. We draw 
special attention to benzodiazepines and atypical antipsy-
chotics, because these two classes of medication are pre-
scribed for PTSD despite little evidence for their efficacy 
and considerable concern about their potential harm. 
Benzodiazepine prescribing within the Department of 
Veterans Affairs (VA) for veterans with PTSD has raised 
concerns about benzodiazepines’ abuse potential given 
that studies have not found them effective in preventing 
or treating PTSD [11–14]. Further, because benzodiaz-
epines reduce anxiety without addressing the underlying 
PTSD, clinicians may incorrectly believe the patient has 
improved, thus delaying definitive PTSD care.

Atypical antipsychotics also are believed to be over-
prescribed for PTSD, causing both excessive medication 
costs and a risk of harmful side effects, including obesity 
and metabolic syndrome. An estimated 34 percent of vet-
erans with PTSD on medications receive atypical antipsy-
chotics, and 77 percent of these veterans do not have a 
comorbid diagnosis of schizophrenia or bipolar disorder 
(BP) [15–16]. The 2010 VA/Department of Defense 
(DOD) VA/DOD Clinical Practice Guideline for Manage-
ment of Post-Traumatic Stress* recommends against atypi-

cal antipsychotic use as monotherapy for PTSD [17]. 
Furthermore, a recent large, multisite VA Cooperative 
Study concerning adjunctive use of risperidone demon-
strated it to be no more effective than placebo at lowering 
PTSD symptoms after 24 weeks of treatment [18]. As a 
result, the clinical practice guideline (CPG) is being 
updated to recommend against prescribing risperidone as 
an adjunctive agent, concluding that evidence is insuffi-
cient to recommend any other atypical antipsychotic as 
adjunctive treatment for PTSD. We will review this evi-
dence subsequently.

 While OIF/OEF/OND veterans access mental health 
services at a greater rate than combat veterans from prior 
conflicts, most patients with PTSD will be seen and possi-
bly treated in primary care, medical specialty, or general 
mental health settings [19]. Physicians and midlevel prac-
titioners in these settings should be familiar with the rec-
ommended pharmacologic management of PTSD and the 
appropriate indications for referral to specialty mental 
health care. Prescribers should remain aware that appro-
priate PTSD care involves not only providing the best ini-
tial evidence-based pharmacotherapy, but also ideally 
delivering it collaboratively with a psychotherapist who is 
trained in evidence-based, trauma-focused psychotherapy.

The recommended first-line pharmacotherapy for 
PTSD includes selective serotonin reuptake inhibitors 
(SSRIs) or the serotonin-norepinephrine reuptake inhibi-
tor (SNRI) venlafaxine. Prazosin is recommended for 
nightmares not relieved by first-line treatments. To iden-
tify patients with trauma-related distress who may 
require further evaluation and treatment, we have found 
the PTSD Symptom Checklist (PCL)† to be a useful self-
report scale that can help monitor PTSD symptoms over 
time [20].

This review is based primarily on the recently revised 
CPG , which provides excellent guidance regarding initial 
pharmacotherapy and psychotherapy interventions for 
PTSD. Treatment options including both pharmacother-
apy and psychotherapy need to be discussed with patients 
experiencing PTSD or trauma-related distress. The CPG 
will help VA medical providers in their clinical settings 
identify veterans who have experienced trauma and ini-
tiate pharmacotherapy and/or psychotherapy when indi-
cated in the context of a collaborative therapeutic 
relationship. First- and second-line pharmacotherapy 

*The VA/DOD CPG for Management of Post-Traumatic Stress can be 
downloaded at no charge from www.healthquality.va.gov/ptsd/
ptsd_full.pdf. †Instructions and forms for the PCL can be found at www.ptsd.va.gov.
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options, as well as medications to avoid, will be dis-
cussed. Patients with continuing distress will need referral 
for PTSD specialty consultation and further therapeutic 
intervention to improve functioning and maximize their 
treatment success.

METHODS

Electronic databases such as PubMed and Ovid were 
searched for randomized controlled trials (RCTs) of 
PTSD pharmacotherapy for the period between January 
2002 and August 2009. Articles meeting these criteria 
were reviewed and rated based on the strength of the sup-
porting evidence to update the CPG. Further details of the 
review and rating process are outlined in the CPG [17]. 
Two of the authors (Dr. Jeffreys and Dr. Friedman) 
served as members of the CPG Pharmacotherapy Work-
ing Group. In addition to drawing on the CPG, we 
searched PubMed for pertinent studies published after 
August 2009 and drew on our own clinical experiences to 
provide the clinical applications.

RESULTS OF REVIEW WITH CLINICAL 
APPLICATIONS

Posttraumatic Stress Disorder Patients in Medical 
Settings

The hallmark of PTSD is a psychological response to 
a traumatic event that poses a threat of death or injury to 
the patient or another individual [21]. Patients who expe-
rience physical injury during their psychological trauma 
are at greater risk of developing PTSD, particularly 
because their injury (especially a permanent injury) 
serves as a powerful reminder of the traumatic experi-
ence. It is not surprising, then, that patients who experi-
ence physical injury have varying levels of trauma-
related distress ranging from a few symptoms to the full 
diagnostic picture of PTSD. While most traumatized indi-
viduals do not develop PTSD, the incidence of PTSD var-
ies and is influenced by a complex interaction of 
individual factors such as genetic predisposition and sex, 
with mediating factors such as social support, trauma 
severity, peritraumatic dissociation, and trauma fre-
quency [22–25]. The clinical outcome after trauma will 
be determined by this complex interplay between the 
individual’s history, genetic predisposition, social envi-

ronment, physical and psychological response to the 
trauma, and social support network. Patients with injuries 
or life-threatening illnesses are at risk for significant 
trauma-related distress during episodes of care for their 
medical illnesses and injuries.

Symptoms of trauma-related distress can interfere 
with participation in medical care through PTSD symp-
toms such as decreased participation in activities, 
estrangement from others, sleep disturbance, irritability, 
poor concentration, and memory problems. Medication 
adherence can be decreased by problems with concentra-
tion and the resulting change in memory. A sense of futil-
ity or hopelessness can further diminish the patient’s 
willingness to participate in medical care. Detecting PTSD 
and trauma-related distress in the medical environment 
can be difficult to differentiate from traumatic brain injury 
(TBI) or symptoms due to other psychiatric disorders such 
as depression [26–27]. PTSD and depression have many 
symptoms in common, such as sleep disturbance, 
decreased participation in activities, estrangement from 
others, and decreased concentration. Mild TBI and PTSD 
also share common symptoms, such as decreased concen-
tration, sleep disturbances, irritability, and increased 
arousal. When a clinician is evaluating or treating a com-
bat veteran with physical problems and suspected PTSD, 
consultation with a specialty mental health clinician can 
help resolve these difficult diagnostic questions.

Establishing rapport and helping patients make the 
connection between their current emotional and physical 
distress and trauma symptoms are very important in pro-
viding the basis for initiating pharmacotherapy. Veterans 
with combat injuries or even overuse injuries of the mus-
culoskeletal system from combat activities may report 
increased physical pain in association with untreated anxi-
ety symptoms. Offering the patient an explanation for 
untreated emotional pain as an aggravating—but not caus-
ative—factor for physical pain may be a useful step in 
building a therapeutic relationship. This relationship plays 
a crucial role in establishing the necessary trust to begin 
addressing the societal, system, and internal barriers 
between recognizing PTSD and seeking effective treat-
ment. Listening empathically, demonstrating clinical 
competence, discussing the courage to seek treatment, and 
offering any other indicated clinical interventions to 
establish rapport will help decrease the potential stigma 
from seeking mental health care and assist patients’ 
movement from precontemplation to action in their treat-
ment [28–29].
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Establishing a baseline measurement of symptom 
severity with a well-validated instrument before initiating 
treatment is useful so that clinical progress can be moni-
tored. We recommend the PCL for this purpose [20]. The 
PCL is a widely available 17-item self-report scale helpful 
in identifying symptoms associated with trauma-related 
distress and PTSD. It is not a substitute for a thorough diag-
nostic evaluation for PTSD through a structured clinical 
interview such as the Clinician-Administered PTSD Scale 
(CAPS) [30]. The PCL can be a useful guide in raising 
clinical awareness and quantifying PTSD symptom 
severity. Use of this instrument can also help patients 
understand which PTSD symptoms are causing subjective 
distress and functional impairment. Such clarification often 
overcomes barriers to treatment and helps patients move 
toward specialty mental health referral when indicated. In 
general, PCL scores of 50 and above have the greatest sen-
sitivity and specificity for trauma-related distress,* but 
these cutoff scores vary in different settings because of 
overlap of symptoms such as depression in the medical set-
ting or TBI in the rehabilitation medicine setting [31–33].

Initiating Effective Pharmacotherapy
PTSD and other anxiety disorders demonstrate a dys-

regulation in the fear circuitry that is important in the nor-
mal “fight or flight” response. A number of physiological 
differences are reported in persons with PTSD, including 
disturbances in neurological integration of the fear cir-
cuitry [34], reduced serotoninergic modulation of the fear 
response in key areas such as the amygdala [35], and dys-
regulation of the hypothalamic-pituitary-adrenal (HPA) 
axis. Abnormal HPA axis function is often expressed by 
lower baseline cortisol levels and excessive suppression 
of the HPA axis by exogenous steroids [36–38]. Studies 
on blood pressure and other measures of sympathetic ner-
vous system arousal at rest in patients with PTSD have 
been inconsistent but show increased resting heart rate 
and muscle tension. Studies are more consistent in show-
ing physiological hyperreactivity following exposure to a 
reminder of the traumatic event [39].

The CPG provides a useful reference for practitioners 
initiating pharmacotherapy in patients with PTSD. The 
CPG developers considered only RCTs in the published 
literature for the CPG’s treatment recommendations. 

Studies were rated on their strength and quality of evi-
dence. A summary of first-line and second-line pharmaco-
therapy agents for treating PTSD is shown in the Table.

First-line agents recommended by the CPG include 
the SSRIs and the SNRI venlafaxine. These medications 
reduce the three core symptom clusters of PTSD: re-
experiencing, hyperarousal, and avoidance. Currently, 
only the SSRIs sertraline and paroxetine are approved by 
the Food and Drug Administration for treatment of 
PTSD. All other medications for PTSD are considered 
off-label use. RCTs have provided strong evidence for 
the effectiveness of sertraline, paroxetine, and venlafax-
ine in the treatment of PTSD [40–43]. These agents, 
along with others affecting the serotonin system, are 
hypothesized to be effective because of their effect on the 
altered serotonergic receptors in the amygdala and other 
parts of the fear circuitry. Fluoxetine was found to be 
superior to placebo in treating and preventing relapse of 
PTSD symptoms [44–45]. Some other SSRIs, such as cit-
alopram and fluvoxamine, currently have far less evi-
dence for their effectiveness in PTSD [46–47]. Veterans 
with chronic treatment refractory PTSD seem to be espe-
cially difficult to treat with SSRIs [48]. This emphasizes 
the need for a comprehensive treatment approach that 
includes the trauma-focused psychotherapies. The main 
adverse side effect of SSRI and SNRI medications is sex-
ual dysfunction, most commonly delayed orgasm. Many 
persons starting on an SSRI or SNRI also report mild 
increases in gastrointestinal motility that resolve within 
1–2 weeks.

Prazosin has proved to be an effective treatment for 
PTSD-related nightmares [49–50]. While the specific 
mechanism by which prazosin decreases nightmares is 
unknown, it is hypothesized that by blocking the alpha-1 
receptor in the central nervous system, prazosin 
decreases nightmares that result from increased adrener-
gic responsiveness in PTSD. It blocks the effects of nore-
pinephrine release from noradrenergic neurons, such as 
those originating within the locus ceruleus of the brain-
stem. Despite prazosin’s established usefulness for reduc-
ing nightmares, results have been mixed regarding its 
efficacy for the full PTSD syndrome [51]. Hypotension is 
the main side effect to monitor when initiating prazosin. 
Although this has not proven to be a problem for most 
patients receiving this medication, a slow titration is rec-
ommended for patients without comorbid hypertension.

Second-line recommended agents include medications 
with some limitations. These choices include the older 

*Further instructions and forms for the CAPS and PCL are available at 
www.ptsd.va.gov.
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tricyclic antidepressants (TCAs), such as imipramine and 
amitriptyline, and the monoamine oxidase inhibitors 
(MAOIs), such as phenelzine—medications that are effec-
tive but have a less favorable side effect profile than SSRI 
or SNRI medications. The second-line agents also include 
antidepressants with weaker evidence of effectiveness, 
such as mirtazapine, or medications effective for PTSD but 
associated with rare but potentially dangerous side effects, 
such as nefazodone because of its hepatotoxicity.

The main reason the TCAs and MAOIs are no longer 
used for depression and anxiety disorders is their low 
therapeutic index. The difference between their therapeu-
tic and toxic dosages is relatively small. As a general 
rule, TCA overdose can be lethal when the ingested dose 
exceeds 2–3 g, and this amount roughly corresponds to a 
30-day supply of the TCA at a dose of 75–100 mg daily. 
Interestingly, there is evidence of cardiac conduction pro-
longation with citalopram, a drug in the SSRI family, 
above dosages of 40 mg daily or in overdose [52–53]. 
Early studies showed both the TCAs and MAOIs to be 
effective in PTSD, though the outcome measures in those 

early studies had less sensitivity and specificity than out-
come measures in more recent studies [54–55]. Adding to 
the complexity with MAOIs are the relatively high rates 
of hypotension and the stringent restrictions for a 
tyramine-free diet to prevent hypertensive crisis. Poten-
tial interactions with other prescriptions must be 
observed with MAOI use as well.

Mirtazapine acts through the serotonin system and 
can be a useful alternative to the SSRIs and venlafaxine. 
Mirtazapine’s primary side effect, sedation, can be thera-
peutically useful for some patients [56]. At higher dos-
ages, it adds noradrenergic stimulation and demonstrates 
more activating effects. Its sexual side effects are often 
lower than the SSRIs as well, making it an attractive 
alternative for patients who report this problem. Weight 
gain can be a potential problem and must be considered 
especially in diabetic patients or those at risk for meta-
bolic syndrome.

Nefazodone acts to block reuptake of serotonin as 
well as postsynaptic receptors. It has been helpful in 
PTSD and can also target hyperarousal symptoms, such 

Table.
Recommended first-line and second-line pharmacotherapy agents for treating posttraumatic stress disorder (PTSD). Adapted from Department of 
Veterans Affairs/Department of Defense Clinical Practice Guideline for Management of Post-Traumatic Stress.

Strength of 
Recommendation* Substantial Benefit Some Benefit Unknown Benefit No Benefit or Harm

A SSRIs, SNRIs — — —
B — Mirtazapine, TCAs, 

MAOIs (phenelzine), 
prazosin (night-
mares), nefazodone 
(caution)

— —

C — — Prazosin (PTSD) —
D — — — Guanfacine, topiramate, 

valproate, tiagabine, ben-
zodiazepines (harm), ris-
peridone (adjunct)

I — — Buspirone, bupropion, non-benzo-
diazepine, hypnotics, lamotrigine, 
gabapentin, clonidine, trazodone 
(adjunct), atypical antipsychotics 
(mono), atypical antipsychotics 
(besides risperidone, adjunct), 
conventional antipsychotics, 
Propranolol

—

*A = strongly recommend providing for eligible patients; B = recommend providing for eligible patients; C = no recommendation for or against providing for eligi-
ble patients; D = recommend against providing; I = insufficient evidence to recommend for or against providing for eligible patients.
MAOI = monoamine oxidase inhibitor; SNRI = serotonin-norepinephrine reuptake inhibitor; SSRI = selective serotonin reuptake inhibitor; TCA = tricyclic 
antidepressant.
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as sleep disturbance and anxiety [57]. It carries a black 
box warning for liver failure, which has occurred in about 
1:300,000 cases. It is important to monitor liver functions 
and to consider nefazodone’s use with caution when the 
patient uses other medications or substances that may 
irritate the liver, such as statins, divalproex, or large 
quantities of alcohol. Nefazodone is a potent inhibitor of 
cytochrome P450–3A4 and will raise blood levels of 
atorvastatin and other statin drugs, increasing the risk of 
rhabdomyolysis; patients receiving atorvastatin must be 
switched to a statin with fewer potential interactions 
before receiving nefazodone. Nefazodone also raises the 
blood levels of concurrently taken benzodiazepines 
because of the cytochrome P450–3A4 inhibition.

Some medications should be avoided in PTSD care. 
These medications include benzodiazepines and atypical 
antipsychotics given as monotherapy. Benzodiazepines 
were not shown to effectively reduce core PTSD symp-
toms in one trial or to prevent PTSD in another small 
open trial [13–14]. They are contraindicated for patients 
with disinhibition and addiction problems. Daily use of 
benzodiazepines has been shown to interfere with the 
extinction of fear in prolonged exposure (PE) therapy 
[58]. Furthermore, additional preliminary evidence from 
animal studies suggests that benzodiazepines may inter-
fere with PE therapy because they suppress fear extinc-
tion [59]. The following case vignette (from Dr. 
Capehart’s practice) illustrates this point:

The veteran was diagnosed with PTSD and panic 
disorder by a psychiatrist in the PTSD Clinic. He 
was started on sertraline and after several months 
at a dose of 200 mg daily, he reported only mod-
est reductions in PTSD symptoms. The panic dis-
order improved but he continued to take 
clonazepam 1 mg 1–3 times per week to prevent 
panic attacks when leaving his home. He was 
referred for PE therapy. Although the PE went 
well in the initial weeks, both the patient and his 
therapist noted that he was relatively unaffected 
by anxiety in some therapy sessions. A careful 
review of his medication use found he was taking 
clonazepam prior to driving from his home to the 
VA medical center because driving alone was a 
common trigger for panic attacks. He was 
encouraged to not use clonazepam within 24 
hours of a PE session, and after several more 
weeks, he completed PE without difficulty. The 

post-PE score on the PCL was below the cutoff 
for PTSD diagnosis. 

It is generally known that neither conventional nor 
atypical antipsychotics are recommended as monother-
apy for PTSD. Previously, a number of small single-site 
studies suggested that atypical antipsychotic agents were 
effective adjunctive treatment for PTSD patients who had 
poor responses to first-line SSRIs or SNRIs [60–64]. A 
recent large-scale multisite trial of risperidone as an 
adjunctive agent for poor or partial responders to SSRI/
SNRI antidepressants showed no benefit (in comparison 
with a placebo group) [18]. As a result of this trial, the 
recently revised CPG will now recommend against the 
use of risperidone, and evidence is insufficient to recom-
mend any other atypical antipsychotic as adjunctive 
therapy for PTSD. Atypical antipsychotics have clinically 
important side effects such as potential elevations in 
weight, triglycerides, blood pressure, and fasting blood 
glucose levels [65], factors that must be considered in the 
risk-benefit analysis before their use.

Effect of Co-Occurring Disorders on Pharmacotherapy
PTSD and trauma-related distress rarely occur in iso-

lation. They are often accompanied by major depressive 
disorder (MDD), substance use disorders (SUDs), TBI, 
and BP. Symptoms from each of these conditions may 
overlap and require nuanced pharmacotherapy for effec-
tive treatment.

The affective disorders commonly co-occur with 
PTSD [66]. The symptoms of both PTSD and MDD, 
including sleep disturbance, social withdrawal, and irrita-
bility, may overlap. Fortunately, both PTSD and MDD 
may respond to SSRIs or to venlafaxine, though PTSD 
with comorbid psychotic depression may be particularly 
difficult to treat [67]. Pushing antidepressant dosages to 
the maximal recommended and tolerable dosages is often 
needed.

Anxiety disorders such as PTSD are often comorbid 
with SUDs such as alcohol dependence [68]. Patients 
with a SUD require concurrent care for both the SUD and 
the PTSD. Evidence exists that this is the most effective 
course of treatment [69]. Patients must first be observed 
for acute withdrawal and treated pharmacologically as 
indicated for any observed withdrawal symptoms. Note 
that PTSD symptoms may also be exacerbated during the 
acute withdrawal period, particularly from the increased 
adrenergic activity associated with alcohol withdrawal. 
Longer term pharmacotherapy to prevent relapse may 



709

JEFFREYS  et al. Pharmacotherapy for PTSD
include naltrexone or disulfiram, which can be used con-
currently with recommended PTSD pharmacotherapy. 
For milder symptoms of trauma-related distress, defer-
ring PTSD pharmacotherapy until after a period of a few 
weeks’ abstinence may be advisable. Evidence exists that 
sertraline may be helpful in a subgroup of patients for 
both PTSD and alcohol dependence but not in others [70–
72]. Patients with a co-occurring SUD are the group at 
greatest risk for abuse and addiction during long-term 
benzodiazepine treatment. As with other comorbidities, 
veterans with co-occurring PTSD and SUD should be 
treated according to the VA/DOD CPGs for both disor-
ders. Consultation with a SUD specialist clinician often 
is helpful in providing coordinated interdisciplinary care 
for the patient with both PTSD and SUD, including nico-
tine dependence.

The principal of starting low and going slow with 
medications is true in TBI whether or not it is comorbid 
with PTSD. The ability to tolerate medications will 
depend on the extent of the brain injury, its severity, cur-
rent cognitive impairments, and other factors. There is a 
lack of well-controlled studies for pharmacologic treat-
ment of the deficits in TBI, with the exception of a few 
good RCTs for methylphenidate [73–74]. The outcome of 
these trials demonstrated improvements in executive 
functioning and other cognitive functions, such as atten-
tion and memory. Most of the TBIs in veterans returning 
from Iraq and Afghanistan are mild in nature, and many 
of the treatment studies for TBI-related cognitive prob-
lems occurred in persons with moderate to severe TBI. 
Thus, assuming that a treatment trial showing cognitive 
improvement in moderate to severe TBI will cause simi-
lar improvement in a veteran with mild TBI is somewhat 
problematic. If a stimulant such as methylphenidate is 
considered for cognitive problems after TBI, it is highly 
recommended that the planned prescription be discussed 
with the veteran’s psychiatrist or that a referral for psy-
chiatric evaluation be made. Stimulant medication carries 
a known risk for worsening anxiety symptoms, and rea-
sonable concern exists that the stimulant may simulta-
neously improve the TBI-related cognitive problem but 
greatly aggravate the anxiety symptoms of PTSD. It is 
recommended that trauma-focused psychotherapy be 
considered for patients with co-occurring PTSD and mild 
TBI [75]. Furthermore, no clear evidence exists that 
standard pharmacotherapy for PTSD is contraindicated in 
patients with comorbid TBI [76]. We recommend opti-
mizing PTSD care with both medication and psychother-

apy before considering any medication for improving 
TBI-related cognitive deficits. Additional useful consid-
erations include reducing comorbid pain, treating any 
sleep disorder that may be present, and treating any 
comorbid SUD. These additional steps should also 
improve any cognitive deficits and may remove the need 
to start a stimulant that could greatly aggravate PTSD 
symptoms. Mental health consultation early in the course 
of treatment is important for management of these co-
occurring disorders, and the optimal treatment approach 
will utilize an interdisciplinary team, including the men-
tal health and the clinical team providing TBI care.

BP is a very difficult condition to treat alone and is 
especially complicated when comorbid with PTSD [77]. 
Mood stabilizers such as lithium and valproate are the 
primary medications for treatment of BP. However, large 
multisite RCTs found that valproate, topiramate, and 
tiagabine did not improve PTSD symptoms [78–80] and 
the evidence supporting lamotrigene for PTSD is poor 
[81]. Atypical antipsychotics are useful for the acute 
treatment of mania or psychosis but have limited evi-
dence supporting their use in PTSD as described previ-
ously. Psychotherapy for the PTSD diagnosis would be 
especially important to consider in these cases. If an 
SSRI or venlafaxine is started, we would recommend 
beginning at a low dosage and increasing slowly, observ-
ing for hypomania or mania.

Next Steps in Treatment
The first step is to assess the effect of the intervention 

on PTSD symptoms with a measure such as the PCL. If 
the patient is not responding, then it is important to look 
at adherence and dosage. Adherence to medication regi-
mens for depression and anxiety disorders is often below 
50 percent in outpatients [82]. If the patient is being 
treated on an inpatient medical or general psychiatry unit, 
the problem of adherence is easier to manage. If the 
patient is not adherent to medication, it is important to 
determine the reasons for that nonadherence, such as 
medication side effects and treatment preferences [83–
84]. If the patient is adherent, then the patient should 
complete a trial of 8 to 12 weeks for an SSRI or venlafax-
ine at maximally tolerated dosages within the recom-
mended treatment range before considering adjunctive 
treatments or other therapeutic approaches.

If the patient has received adequate dosages of the 
agent and an adequate duration of treatment, then it is 
reasonable to switch to another agent within the SSRI 
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group, add psychotherapy, or address specific symptoms 
such as sleep disturbance with agents such as prazosin for 
nightmares or sedating antidepressants such as trazodone 
or mirtazapine. Medical management of severe anger 
outbursts is difficult. Studies treating PTSD-related anger 
with mood stabilizers such as divalproex or the atypical 
antipsychotic risperidone have failed to show efficacy 
[18,78]. Psychotherapy, behavioral interventions, and use 
of different first-line agents are the best approach sup-
ported by the available evidence and are recommended in 
the 2010 revision to the CPG.

Second-line agents can be considered as the next 
treatment step if these first-line agents are not effective in 
treatment (Figure). We recommend doing this in consul-
tation with a specialist in pharmacotherapy in psychiatric 
disorders, given the potential side effects from these 
medications.

DISCUSSION

Trauma-focused psychotherapy is the recommended 
first-line treatment for PTSD [85], but pharmacotherapy 
plays an important role for patients as an intervention 
because of patient preference and/or limited availability 
of psychotherapy. Medications can play an important role 
for PTSD symptom reduction, which can improve the 
engagement of patients in their treatment.

Given the medication choices available, it is impor-
tant to begin with agents as recommended in the CPG. In 
our collective experience, the SSRIs and venlafaxine 
carry the strongest evidence of effectiveness and safety 
and most patients will have at least a partial response to 
these medications. These medications potentially are of 
most benefit to the patient and provide a solid treatment 
foundation for further mental health care, ideally one of 
the trauma-focused psychotherapies. Given the modest 
long-term results from pharmacotherapy, an entirely rea-
sonable treatment strategy is referral to trauma-focused 
psychotherapy after the medication response reaches a 
plateau. Ongoing medication changes are unlikely to 
bring about the same degree of improvement as trauma-
focused psychotherapy, and referral to such therapy is 
often indicated for the patient’s recovery.

For patients who cannot tolerate the first-line medica-
tions, mirtazapine is a reasonable second-line medication, 
although evidence for its effectiveness is not as strong as 
for first-line agents. Nefazodone is effective for PTSD but 
is associated with rare but serious hepatotoxicity. TCAs 
may be used but have significant side effects and carry the 
risk of toxicity if taken in an overdose. MAOIs would best 
be used under the supervision of a prescribing psychiatrist 
experienced with their use. Certain agents, such as atypi-
cal antipsychotics like monotherapy and benzodiazepines, 
should be avoided. Furthermore, initiating benzodiaz-
epines may interfere with psychotherapy initiated later in 
treatment, as illustrated in the earlier case vignette.

Recognizing and treating comorbid conditions are 
also key to successful pharmacotherapy. Making the right 
choice of medication depends on the patient’s unique sit-
uation and preferences. For example, a patient might 
accept some sexual dysfunction on an SSRI if the SSRI 
reduces traumatic nightmares or irritability. In all cases, 
the patient preferences, comorbid medical and psychiatric 
conditions, evidence for treatment, and outcomes should 
all be considered while minimizing side effects. Consul-
tation with mental health is an important step following 

Figure. 

Stepped care for pharmacotherapy in posttraumatic stress disor-

der (PTSD). Adapted from Department of Veterans Affairs/Depart-

ment of Defense Clinical Practice Guideline for Management of 

Post-Traumatic Stress. SNRI = serotonin-norepinephrine 

reuptake inhibitor, SSRI = selective serotonin reuptake inhibitor, 

TCA = tricyclic antidepressant, TX = treatment.
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an assessment of the response to initial pharmacotherapy 
within the primary or specialty medical care setting.

CONCLUSIONS

Providing evidenced-based pharmacotherapy for 
nightmares, anxiety, irritability, and other PTSD symp-
toms in an empathic setting that encourages engagement 
in treatment can be of great benefit to patients and the 
treatment team and can improve treatment outcomes. 
Following the CPG will help bridge the gap between pri-
mary care providers, nonpsychiatric specialist physi-
cians, and mental health care, leading to a more engaged 
and less anxious patient.

Several important practices can maximize treatment 
effectiveness for patients with PTSD and trauma-related 
distress in the clinical setting. Effective screening for 
PTSD and trauma-related distress is important initially to 
improve patient and staff understanding of the emotional 
factors affecting recovery. The PCL can be effectively 
used to monitor trauma-related distress and is quite easy 
to administer either as a manual paper copy or within the 
VA electronic medical record.

The CPG provides a solid foundation for pharmaco-
therapy preceding more complex and nuanced treatment 
by mental health professionals in the future. It provides 
effective recommendations for first-line pharmacother-
apy and psychotherapy options for patients. First- and 
second-line pharmacotherapy must be distinguished and 
discussed with patients in the context of a strong treat-
ment alliance.
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