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Lessons Learned at the Interface of
Medicine and Psychiatry

The Psychiatric Consultation Service at

Massachusetts General Hospital sees medical and
surgical inpatients with comorbid psychiatric
symptoms and conditions. During their twice-weekly
rounds, Dr Stern and other members of the Consultation
Service discuss diagnosis and management of
hospitalized patients with complex medical or surgical
problems who also demonstrate psychiatric symptoms
or conditions. These discussions have given rise to
rounds reports that will prove useful for clinicians
practicing at the interface of medicine and psychiatry.
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reactions morph into posttraumatic stress disorder

(PTSD) and when and how they should be
treated? Have you been uncertain about what
predisposes people to develop PTSD after a traumatic
experience? Have you struggled to treat or refer your
patients for specialty help? If you have, the following
case vignette and discussion should prove useful.

| | ave you been unsure about when and why stress

CASE VIGNETTE

Mr A, a 42-year-old married man, was admitted to
the hospital after he was struck by a motor vehicle. He
sustained a mild traumatic brain injury (mTBI), with
loss of consciousness that lasted less than 30 minutes (as
noted by witnesses and medics at the scene), a fractured
right wrist, a dislocated right shoulder, as well as a
right tibia and fibula fracture, for which he required
stabilization in the intensive care unit (ICU). After his ICU
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stay, he was transferred to a unit with orthopedic and
physical medicine and rehabilitation services, including
physical therapy and occupational therapy. He had no
prior psychiatric treatment or hospitalizations. He was
seen for a psychiatric consultation 3 weeks into his
hospitalization due to difficulties in progressing with his
rehabilitation, as well as symptoms of anxiety, pain, and
tearfulness.

On evaluation, Mr A reported difficulty with sleeping,
frequent nightmares (related to death and dying in the
hospital), and heightened anxiety about his condition.
He was concerned about his ongoing pain, and he
wondered whether his symptoms would interfere with his
returning to work. He described having a partial memory
for events leading up to his accident and his time in the
ICU. He was anxious and visibly tearful, feeling
overwhelmed by his recovery process.

DISCUSSION

What Are the Diagnostic Criteria for PTSD,
and How Does It Differ From Acute
Stress Disorder?

PTSD is one of the most highly prevalent psychiatric
disorders, affecting approximately 5% of individuals in
any given year and 6% of individuals during their
lifetimes.! PTSD is twice as common in women than in
men. Trauma-exposed populations (eg, military veterans
and first responders) experience higher rates than do
matched controls. It also co-occurs frequently with other
psychiatric conditions (eg, substance use disorder [SUD]
and mood disorders).! Acute stress disorder (ASD) can
be distinguished from PTSD because the symptom
pattern in ASD is limited to 3 days to 1 month after
exposure to the traumatic event.?

PTSD diagnostic criteria consist of 6 criteria (A—-H).
PTSD can develop after someone has been exposed to an
actual or threatened death, serious injury, or sexual
violence via direct exposure, witnessing the event in
person, learning that it happened to a close family
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Clinical Points

- Posttraumatic stress disorder (PTSD) can be diagnosed by
its 4 symptom clusters: intrusions, avoidance, impaired
cognition and mood, and alterations in arousal and
reactivity, facilitated by use of a validated structured
clinician-administered interview.

- PTSD diagnosis can be confounded by comorbid
conditions such as generalized anxiety disorder, major
depressive disorder, alcohol use disorder, and other
psychiatric or medical conditions, including insomnia,
obstructive sleep apnea, cardiovascular disease, and
metabolic disorders.

- PTSD and mild traumatic brain injury are both common and
commonly co-occur; they have occurred in nearly half of
US military personnel and deployed combat veterans (in
the Irag/Afghanistan wars).

. Screening and timely treatment are lifesaving for
individuals with PTSD, who are atincreased risk for suicidal
ideation, suicide attempts, and death by suicide.

«  The VA/DoD Clinical Practice Guidelines strongly
recommend individual psychotherapies over
pharmacologic interventions (eg, cognitive processing
therapy, prolonged exposure, or eye movement
desensitization and reprocessing).

member or friend, or being repeatedly exposed
to stressful reminders of the traumatic event(s)
(Criterion A).2 This diagnosis is unique among Diagnostic
and Statistical Manual of Mental Disorders, Fifth
Edition, Text Revision (DSM-5-TR)? disorders in that it
requires that trauma exposure precedes onset or
exacerbation of symptoms. Diagnosis of PTSD also
includes 4 main symptom clusters: intrusions (Criterion
B), avoidance (Criterion C), impaired cognition and mood
(Criterion D), and alterations in arousal and reactivity
(Criterion E) (see the DSM-5-TR, as well as Table 1 for
the Posttraumatic Checklist-5 [PCL-5], which provides a
structured diagnostic overview and is widely used in
clinical and research settings). These symptom clusters
can be recalled by the mnemonic “TRAUMA” (Table 2).>3
ASD diagnostic criteria share the same Criterion A as
PTSD and consist of 5 criteria (A—E). ASD has similar
symptoms to PTSD but is distinguished by its shorter
symptom duration. As stated previously, in ASD, the
symptom pattern is limited to 3 days to 1 month after
exposure to the traumatic event (see DSM-5-TR for
full ASD diagnostic criteria), whereas PTSD requires
symptoms to persist for more than 1 month.

What Validated Assessments Can Be Used
to Identify and Diagnose PTSD?

PTSD is a clinical diagnosis rather than a condition
that can be established by imaging, laboratory, or
physiological metrics (see Table 1 for a list of useful
measures, descriptions, and where to obtain them). The
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Primary Care PTSD Screen for DSM-5 (PC-PTSD-5) is a
5-item questionnaire that is widely used in primary care
settings to identify probable PTSD with excellent
diagnostic accuracy.*® The PC-PTSD-5 assesses Criterion
A traumatic stressors and other PTSD symptoms (eg, re-
experiencing, avoidance, hypervigilance, emotional
numbness, and guilt/self-reproach). Research in a large
sample of VA primary care patients found that use of a
cut point of 4 is optimal for men but not for women, as
this cut point resulted in high numbers of false negatives.
Therefore, a lower cut point for women may be
indicated.® However, positive PC-PTSD-5 screens
require further assessment, ideally with the use of
validated structured clinician-administered interviews
(eg, the Clinician-Administered PTSD Scale for DSM-5
[CAPS-5]) to diagnose PTSD.”® To detect changes in PTSD
symptom severity over time, evidence supports use of
validated instruments (eg, the PTSD Checklist for DSM-
5 [PCL-5]) or a structured clinician-administered
interview (eg, CAPS-5).9-1!

According to the US Preventive Services Task Force
(USPSTF), there is insufficient evidence to recommend
routine PTSD screening in the general population.
However, the USPSTF does recommend screening for
anxiety disorders in adults aged <65 years, which may help
identify individuals with PTSD symptoms due to symptom
overlap between the conditions.'? In high-risk populations,
such as those seen in urban community health centers,
targeted screening for PTSD may be especially important to
ensure timely identification and intervention.

What Conditions Commonly Co-Occur
With PTSD, and How Can They Be
Differentiated?

Individuals with PTSD are 80% more likely than
those without PTSD to have symptoms that meet
diagnostic criteria for at least 1 other psychiatric
condition (eg, SUDs).? Some of the most prevalent
conditions associated with PTSD are major depressive
disorder (MDD), alcohol use disorder (AUD), and other
anxiety disorders.'® Following trauma, individuals often
develop both PTSD and MDD, rather than 1 or the other,
and both should be diagnosed and treated when present.
Self-medication of PTSD often involves use of alcohol
and illicit substances.'* Similarly, generalized anxiety
disorder (GAD) occurs in 40% of individuals with PTSD,
which leads to more intense symptoms and greater
impairment than in individuals with GAD alone.'® Certain
phobias, specifically social phobia, are also highly
comorbid with PTSD.!®

PTSD is among the most frequently diagnosed
psychiatric disorders associated with mTBI. Studies of
veterans, service members, and civilians indicate that
the risk of PTSD is elevated 2- to 3-fold following
mTBIL.Y1° Co-occurrence of PTSD and mTBI occurred in
nearly half of US military personnel and deployed
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Table 1.

Useful Measurement Tools

Scale/measurement Description

PC-PTSD-5° A 5-item screen to identify individuals with probable PTSD in primary care settings.
Further screening is required, such as a structured interview using the CAPS or self-
report assessment using the PCL-5.

CAPS® A 30-item structured interview that is the gold standard PTSD assessment. It
evaluates symptom onset, duration, subjective distress, and the impact of symptoms
on social and occupational functioning, as well as improvement since last CAPS
assessment.

PCL-5° A 20-item standardized self-report measure assessing PTSD symptoms and severity
based on DSM-5 criteria. It is useful for screening individuals for PTSD, making a
provisional PTSD diagnosis, and monitoring symptom changes during or after
treatment.

C-SSRS® Also known as the Columbia Protocol, this tool supports suicide risk assessment

through a series of simple, plain language questions to identify suicide risk, assess
the severity and immediacy, and guide appropriate intervention.

Available at https://www.ptsd.va.gov/professional/assessment/screens/index.asp.

PAvailable at https://cssrs.columbia.edu/the-columbia-scale-c-ssrs/about-the-scale/.

Abbreviations: CAPS = Clinician-Administered PTSD Scale for DSM-5, C-SSRS = Columbia-Suicide Severity
Rating Scale, PCL-5=PTSD Checklist for DSM-5, PC-PTSD-5 = Primary Care PTSD Screen for DSM-5, PTSD =

posttraumatic stress disorder.

Table 2.

TRAUMA Mnemonic: Clinical Presentation of Posttraumatic Stress Disorder (PTSD)®

threatened serious injury, death, or sexual violence or threat.

Traumatic event occurred in which the person experienced, witnessed, learned about (or experienced repeated or extreme exposure to aversive details of trauma) actual or

distress at exposure to cues, marked physiological reactions to cues.

The person Re-experiences such traumatic events by (1 or more): intrusive memories, recurrent distressing dreams, dissociative reactions (eg, flashbacks), psychological

.

Avoidance (1 or both): avoidance of or efforts to avoid distressing memories, thoughts, or feelings about traumatic events or avoidance of or efforts to avoid external

reminders (eg, activities, places, persons, or events) associated with the traumatic experience.

Symptoms are distressing and cause significant impairment in social, occupational, and interpersonal functioning (patients are Unable to function).

These symptoms last more than 1 Month and involve negative alternations in cognitions and Mood associated with the traumatic event.

The person has marked Arousal and reactivity associated with the traumatic event(s) as evidenced by 2 (or more of the following): irritable behavior and angry outbursts,

reckless or self-destructive behavior, hypervigilance, exaggerated startle response, problems with concentration, sleep disturbance.

*Based on Khouzam.?

combat veterans (in the Iraq/Afghanistan wars). Mild
TBIs in soldiers deployed to Iraq have been strongly
associated with PTSD and physical health problems
several months after soldiers return home.?® Certain
physical health problems (including bone and joint
disease, metabolic diseases, neurological conditions,
respiratory conditions, and cardiovascular conditions)
have also been independently associated with PTSD.!*
Many of these conditions, such as GAD, MDD, and
panic disorder, can present with similar symptomatology
to PTSD, complicating its diagnosis. For example,
individuals with GAD have a history of anxiety across a
wide range of circumstances, whereas those with PTSD
often experience anxiety in response to a major trauma.?
Individuals with depression, whether comorbid or
trauma-related, may feel hopelessness, intense shame,
or guilt. When patients with PTSD experience these
symptoms, they may be primarily focused on the
trauma-related event(s) that occurred. Those with panic
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disorder experience intense anxiety, which can be
related to a specific object or situation. In these cases,
one might avoid a specific situation to prevent a panic
attack. Similarly, individuals with PTSD may also avoid
certain situations (see Table 3 for the differential
diagnosis of PTSD).? Table 3 provides a structured
comparison of conditions that not only share
overlapping symptoms with PTSD but also have distinct
diagnostic criteria. Accurate differentiation is essential, as
disorders such as GAD, panic disorder, and obsessive-
compulsive disorder can present with anxiety and
avoidance behaviors without the history of trauma
exposure. Similarly, while TBI can lead to cognitive
and emotional disturbances, PTSD is more specifically
characterized by reexperiencing and avoidance
symptoms. The table also clarifies distinctions between
PTSD and conditions like MDD, dissociative disorders,
and psychotic disorders, helping to guide accurate
diagnosis and treatment planning.
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Table 3.
Differential Diagnosis of PTSD

Diagnosis

Matta et al

Special features distinguishing from PTSD

Adjustment disorders

Stressor can be any severity or type rather than that required by PTSD Criterion A

Other posttraumatic disorders and conditions

If the symptom response pattern to the extreme stressor meets criteria for another mental
disorder, these diagnoses should be given instead of (or in addition to) PTSD

Acute stress disorder

Symptom pattern in acute stress disorder is limited to a duration of 3 days to 1 month following
exposure to the traumatic event

Anxiety disorders and 0CD

Not related to an experienced traumatic event: recurrent intrusive thoughts of OCD, arousal and
dissociative symptoms of panic disorder, avoidance, irritability, and anxiety of generalized
anxiety disorder

Major depressive disorder

Not related to an experienced traumatic event, does not include any PTSD criterion B or C
symptoms, nor does it include a number of symptoms from PTSD criterion D or E

Personality disorders

Personality disorders typically emerge in adolescence and young adulthood before the age of
18. Interpersonal difficulties would be expected independently of any traumatic exposure

Dissociative disorders

May or may not be preceded by exposure to traumatic event or may or may not have co-
occurring PTSD symptoms

Conversion disorder (functional neurological symptom disorder)

New onset of neurological or somatic symptoms that cannot be explained by a medical or
neurological condition, however within the context of posttraumatic distress might be an
indication of PTSD

Psychotic disorders Flashbacks in PTSD must be distinguished from illusions, hallucinations, and other perceptual
disturbances
TBI It is often difficult to distinguish between symptoms of trauma-related stress disorders and

postconcussive symptoms, as they have many similar features. However, reexperiencing and

avoidance are more characteristic of PTSD (and not the effects of TBI)

Abbreviations: OCD = obsessive-compulsive disorder, PTSD = posttraumatic stress disorder, TBI =traumatic brain injury.

Beyond psychiatric comorbidities, PTSD is also
associated with sleep disturbances, including insomnia,
nightmares, and obstructive sleep apnea. In addition,
individuals with PTSD also have an increased risk of
cardiovascular disease and metabolic disorders, which may be
influenced by chronic stress and autonomic dysregulation.
Recognizing these comorbidities is important for
comprehensive care, as managing both PTSD and associated
medical conditions can improve overall health outcomes.

Why Might PTSD Develop?

PTSD is associated with changes in neurophysiology
and the brain’s anatomy, including a reduced
hippocampal size and an overactive amygdala, which
have been observed in individuals with chronic PTSD
and are thought to result from prolonged stress exposure
rather than preexisting risk factors.?? The medial
prefrontal cortex, which provides inhibitory control over
the emotional reactivity of the amygdala, appears to be
smaller and less responsive in those with PTSD, ie, the
stress-response system reacts inappropriately to the
stressors/trauma. This leads to difficulties adapting to,
and recovering from, the traumatic event, which results
in an impaired extinction of the fear response.? In
addition, alterations in brain-derived neurotrophic factor
levels have been implicated in PTSD, suggesting a role in
stress-related neuroadaptations.??

Those who suffer from PTSD may also experience an
increased startle response and disrupted sleep related to
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increased sympathetic nervous system (SNS)
reactivity.?* With the balance of SNS and
parasympathetic nervous system activity disrupted, an
autonomic imbalance can result in an increase of basal
activity and an intermittent exaggerated demand on the
cardiovascular system.?® The hypothalamic-pituitary-
adrenal axis is the body’s major response system for
stress.?? The hypothalamus secretes corticotropin-
releasing hormone, which binds to receptors on
pituitary cells and subsequently produces/releases
adrenocorticotropin hormone (ACTH). ACTH is then
transported to the adrenal gland where adrenal
hormones (eg, cortisol) are produced/released. The
release of cortisol activates SNS pathways and
generates negative feedback to both the hypothalamus
and the anterior pituitary. This negative feedback
system appears dysfunctional in those with PTSD.??

Who Is Prone to Developing PTSD After a
Traumatic Event?

Several meta-analyses have identified empirically
validated risk factors for the development of PTSD, often
categorized as pretraumatic factors, peri-traumatic
factors, and posttraumatic factors.'* Pretraumatic factors
exist before the trauma and may influence risk or
resilience. Peri-traumatic factors refer to experiences
occurring during or immediately after the traumatic
event, including emotional, cognitive, and physiological
responses, while posttraumatic describes responses or
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adaptations that emerge afterward. Pretraumatic risk
factors include those that occurred before the trauma,
relating to temperament (ie, early childhood emotional
problems and prior mental disorders), the environment
(ie, lower socioeconomic status, lower education, prior
trauma exposure or adversity, lower intelligence,
minoritized racial/ethnic status, and family psychiatric
history), and genetic and physiological factors (eg, female
gender and younger age at time of trauma exposure
[for adults]).? Peri-traumatic risk factors also include
environmental risk factors (eg, the severity/dose of
trauma, the perception of life threat, interpersonal
violence, personal injury) and have been associated with
an increased likelihood of developing PTSD. For military
personnel, risk factors also involve being a perpetrator,
witnessing atrocities, or killing the enemy. Posttraumatic
risk factors (eg, negative appraisals and limited coping
skills, repeated upsetting reminders, and subsequent
adverse life events) are factors that occur after the
traumatic event.> As detailed above, the risk of PTSD is
2-3 times more likely after mTBI in studies of veterans,
service members, and civilians.

Certain groups are also especially vulnerable to
trauma sequelae and to PTSD. Among these are members
of racial and sexual minorities, individuals who have
suffered sexual trauma, and those who have experienced
adverse childhood experiences (ACEs).2*?” The original
ACEs study was developed based on data from middle
class, predominantly white families in 1950s Kaiser
Permanente cohorts. Since then, trauma frameworks have
evolved to better reflect the diverse experiences of low-
income, minority, and urban populations, recognizing a
broader spectrum of adversity and structural inequities
that contribute to long-term health outcomes. In the
United States, the lifetime PTSD prevalence has been
highest among blacks, intermediate among Hispanic
and white individuals, and lowest among Asians.
Furthermore, racial discrimination and peri-traumatic
dissociation increase the risk of developing PTSD.28
Peri-traumatic dissociation is the complex process of
disorientation, depersonalization, and derealization
that arises during a traumatic event. Frequent racial
discrimination may increase the propensity for peri-
traumatic dissociation in the context of new traumatic
experiences and contribute to the development of
PTSD symptoms.?® Compared to white individuals,
minorities have been less likely to seek treatment for
PTSD symptoms, with fewer than half seeking
treatment.?’

Individuals with a history of ACEs are also associated
with a higher likelihood of developing PTSD.*-32 The
ACE Questionnaire is a widely used scale that assesses
physical, emotional, and sexual abuse and household
dysfunction (eg, alcohol or drug misuse, having a parent
who engaged in violent or criminal behavior in the
household, and mental illness in the family).*
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Certain types of trauma are correlated with a greater
severity of posttraumatic stress symptoms, specifically
combat-related trauma and sexual trauma. In military
populations, 20% of PTSD cases result from sexual
trauma, which affects both men and women and can occur
regardless of deployment history. Furthermore, traumas
can co-occur (eg, neglect with sexual trauma).>*

What Are the Complications of PTSD?

Complications of PTSD extend into multiple facets of
life (eg, impacting physical health, psychological wellness,
social relationships) and can lead to suicide. Beyond
suicide risk, PTSD is associated with significant
impairments in relationships, occupational functioning,
and overall quality of life, which can contribute to the
chronicity of symptoms and increase vulnerability to
suicidality. In addition, studies reveal a connection among
greater posttraumatic stress symptomatology and more
chronic medical conditions, including cardiovascular
disease, metabolic dysregulation, and certain
autoimmune diseases.*

From a psychological perspective, trauma survivors
are at increased risk of depression, anxiety, sensitivity to
abandonment/rejection, and difficulties establishing
trust. This can interfere with psychosocial functioning
and lead to further isolation or unstable relationships.
Early childhood traumas are exceptionally harmful, as
these can result in impaired early attachments,
especially if the caregiver is also the abuser. Subsequent
experiences lead children to experience altered self-
perceptions, perceptions of the world, and impaired
trust in others.3¢

Individuals with PTSD are also prone to suicidal
ideation, suicide attempts, and death by suicide.®” Thus,
early identification and treatment of PTSD is a priority
for suicide prevention efforts.?® Gradus and colleagues®
studied 163 women with a history of rape and other
lifetime traumatic events who received cognitive
processing therapy (CPT) or prolonged exposure (PE) for
PTSD. Treatment of PTSD was associated with significant
reductions in suicidal ideation, with declines that were
maintained over 5—10 years.*

Among suicide screening tools, the Columbia-Suicide
Severity Rating Scale (C-SSRS) has been used in
psychiatric emergency departments around the globe.
The C-SSRS has demonstrated predictive value in
identifying individuals at heightened suicide risk within
1 week, 1 month, and 1 year following screening.*
Individuals who scored above the cutoff (>3; suicidal
thoughts with a method) had roughly 4 times the odds of
dying by suicide within 1 week and 1 month and twice
the odds of dying within a year of screening.*’

How Long Does PTSD Typically Last?
Due to the heterogeneous nature of trauma and its
myriad clinical presentations, the duration of PTSD is
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highly varied. Most individuals who experience a
traumatic event do not develop PTSD. Although 70% of
people experience a traumatic event in their lifetime, the
global lifetime prevalence of PTSD is only 3.9%, while
the US lifetime prevalence is estimated at 6.1%.44>

Approximately half of those who meet criteria for
PTSD recover within 3 months.? PTSD symptoms last for
a shorter period (3 years) when treatment (cognitive
therapy, exposure therapy, and psychopharmacology) is
employed than for those who do not receive care
(5 years).** The American Psychological Association
has reported that half of patients recover after
15-20 therapy sessions of trauma-focused psychotherapy.
For those with comorbid conditions, the American
Psychological Association recommends a longer course
of therapy.* The pace, intensity, and type of trauma-
focused psychotherapy (eg, CPT, PE, or eye movement
desensitization and reprocessing [EMDR] therapy) are
often quite variable and determined by the patient’s
symptomatology, preferences, and life stability.*

Sexual assault has been associated with the highest
rate of PTSD. Following sexual assault, 75% of survivors
meet criteria for PTSD 1 month after the incident.

At 3 and 12 months, 54% and 41% meet criteria,
respectively.*® These findings point to a potentially critical
recovery period during the first 3 months after a trauma,
when recovery rates are the highest. Following this
period, there is a continued reduction in symptoms, but at
a lower rate. However, symptoms can persist throughout
an individual’s life.?

Unfortunately, a universal consensus is lacking on the
definition of recovery and recurrence of symptoms
following recovery. Although tracking symptom severity
using standardized scales (eg, the PCL-5) is common,
there is little consensus on the duration or level of
symptom reduction that is required to label a person as
being in recovery or in remission, as research studies
have used varied terminology to describe the return of
PTSD symptoms after a prior reduction (eg, for relapse,
reactivation, and recurrence).*

How Can PTSD Be Treated?

The VA/DoD Clinical Practice Guideline for
Management of Posttraumatic Stress Disorder and Acute
Stress Disorder (2023) was developed following a
systematic review of large clinical and epidemiological
databases and includes nonpharmacologic and
pharmacologic treatment recommendations for PTSD.*”
Individual psychotherapies are strongly recommended
over pharmacologic interventions for PTSD.*” For many
patients, a combination of psychotherapy and
pharmacotherapy is appropriate, as both treatments can
be beneficial when used together. While there was
previous concern that pharmacotherapy might
significantly impair a patient’s ability to engage in and
benefit from psychotherapy, current evidence supports
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the efficacy of combined treatment approaches for PTSD.
Individual, manualized trauma-focused psychotherapies
for treatment of PTSD include CPT, EMDR, or PE.

The VA/DoD clinical practice guideline suggests that the
presence of a co-occurring SUD and/or other disorder(s)
do not preclude these treatments.

Pharmacologic treatment is not recommended by the
National Institutes of Health to prevent PTSD following
trauma due to the lack of consistent evidence regarding
drug treatments to prevent PTSD.* Medication or
therapy treatment following exposure to trauma is neither
recommended for nor against by the VA/DoD guideline
for the prevention of PTSD.*” For prevention of PTSD in
those diagnosed with ASD, referral to trauma-focused
cognitive-behavioral psychotherapy is recommended.*”

When needed, pharmacologic management of PTSD
focuses on the use of serotonergic agents (eg, selective
serotonin reuptake inhibitors [SSRIs] such as sertraline
and paroxetine and the serotonin-norepinephrine
reuptake inhibitor [SNRI] venlafaxine).*” Details
regarding these medications (eg, dosing, side effects,
relative contraindications) are provided in Table 4.
However, additional research into other agents is needed,
as there is insufficient evidence for or against the use of
alternative SSRIs or SNRIs. However, numerous
guidelines recommend the SSRI fluoxetine for the
treatment of PTSD.* When selecting an agent, clinicians
should account for the patient’s presentation, their
medication history, the drug’s side effect profile, and drug
interactions. SSRIs are often the first-line agent given
their abundance of safety, tolerability, and efficacy data.
If regular adherence to the medication regimen is in
question, fluoxetine, given its extended half-life, should
be considered. When used in individuals aged 65 years
or older, or those with an elevated body mass index, the
highly anticholinergic and weight gain—inducing agent
paroxetine should be avoided. Venlafaxine, although
associated with increases in blood pressure, may be
beneficial in those who exhibit predominantly
neurovegetative symptoms, given its effects on
norepinephrine. Mirtazapine, a tetracyclic antidepressant,
can be used for PTSD-related sleep disturbances
and comorbid depression symptoms. Prazosin, an
antihypertensive medication, can be used to treat PTSD-
associated nightmares. While the VA/DoD guideline
suggests against prazosin for the treatment of PTSD and
states that there is insufficient evidence to recommend for
or against mirtazapine, it does suggest prazosin for the
treatment of nightmares associated with PTSD.*7:5
Although the efficacy of prazosin for nightmares has been
questioned, it has demonstrated benefit in service
members and veterans.>-*? Service members and
veterans with higher sympathetic activation may be more
likely to benefit from prazosin.®*>? The antiadrenergic
activity of prazosin blunts the persistent nocturnal
elevation in noradrenergic activity, which is implicated in
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Table 4.
Recommended Pharmacotherapy for PTSD
Mechanism of Common side Caution/other
Medication action Typical dose Indication/evidence effects Serious reactions information
Sertraline® SSRI 50-200 mg po daily PTSD, MDD, OCD, panic  Fatigue, sedation, Hypomania/mania, Inhibits CYP450 2D6 and
Canstart atalower dose disorder, PMDD, social ~ anxiety, agitation, suicidality, depression 3A4
(eg, 25 or even 12.5 mg) anxiety disorder hyperactivity, nausea, exacerbation, serotonin
to help improve diarrhea, weight gain or ~ syndrome, SIADH, bleeding,
tolerability and gradually loss, tremor, sexual SJS, TEN, hyponatremia,
titrate up dysfunction, dry mouth,  hypoglycemia, priapism,
constipation, arrhythmia, QT
palpitations, fever, joint  prolongation, torsades de
pain pointes, rhabdomyolysis,
hepatotoxicity, withdrawal
syndrome
Paroxetine®  SSRI 10-60 mg po daily PTSD, MDD, OCD, social ~ Sedation, insomnia, Hypomania/mania, Inhibits CYP450 2D6

immediate- and
extended-release
formulations

anxiety disorder, GAD,
PMDD, vasomotor
symptoms, panic
disorder

anxiety, agitation, baseline creatinine
nausea, weight gain,
tremor, sexual
dysfunction, dry mouth,

palpitations

suicidality, depression
exacerbation, serotonin
syndrome, SIADH, bleeding,
SJS, TEN, glaucoma,
hyponatremia,
hypoglycemia, seizures,
priapism, extrapyramidal
side effects, anaphylaxis,
withdrawal syndrome

Venlafaxine® SNRI, also 75-225 mg po daily, MDD, GAD, SAD, panic

Off label for  inhibits typical dose 150 mg disorder

PTSD dopamine extended release po Off label: migraine
reuptake daily prophylaxis, diabetic

Can start ata lower dose
(eg, 37.5 mg) to help
improve tolerability and
gradually titrate up

neuropathy,

ADHD, premenstrual
dysphoric disorder

°All antidepressants have a black box warning for increased risk of suicidality.

fibromyalgia, PTSD, OCD,

Headache, abnormal
dreams, nausea
constipation, diarrhea,
weight loss, diaphoresis,
anxiety, agitation,
yawning, sexual
dysfunction, decreased
libido

Hypomania/mania, Doses >225 mg may
suicidality, serotonin increase blood pressure.
syndrome, SIADH, bleeding, Liver CYP450 2D6
blood cell dyscrasias, SJS,  (primary) 3A4, active
TEN, erythema multiforme, metabolite
hyponatremia, seizures, desvenlafaxine
hypertension, arrhythmia,

QT prolongation, torsades

de pointes, pancreatitis,

hepatotoxicity, withdrawal

syndrome

Abbreviations: ADHD = attention-deficit/hyperactivity disorder, CYP450 = cytochrome P450, CYP450 2D6, 3A4, 1A2 =specific cytochrome P450 enzymes, GAD =
generalized anxiety disorder, MDD = major depressive disorder, OCD = obsessive-compulsive disorder, PMDD = premenstrual dysphoric disorder, PO = per os (by mouth),
PTSD = posttraumatic stress disorder, SIADH = syndrome of inappropriate antidiuretic hormone secretion, SJS = Stevens-Johnson syndrome, SNRI = serotonin-
norepinephrine reuptake inhibitor, SSRI = selective serotonin reuptake inhibitor, TEN = toxic epidermal necrolysis.

trauma-related nightmares and the hyperarousal state of
PTSD. The lack of benefit observed in some studies may
be due to the lower levels of sympathetic activation in the
study population.>® Further supporting this theory,
prazosin has been shown to be effective in trauma-
associated sleep disorder, a condition characterized by
hyperarousal.>®

A systematic review and meta-analysis of
benzodiazepines for PTSD demonstrated that
benzodiazepines are ineffective for PTSD treatment
and prevention and that risks associated with their
use tend to outweigh short-term benefits.>* Moreover,
benzodiazepines are associated with worse PTSD
severity, an increased risk of developing PTSD with use
after recent trauma, worse psychotherapy outcomes,
aggression, depression, and substance use.>*

Beta-blockers, particularly propranolol, have been
explored as a potential intervention to prevent the
progression of acute stress to chronic PTSD by
modulating the fear response and memory
reconsolidation.>>¢ However, their clinical utility remains
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uncertain, as factors such as lipid solubility, blood-brain
barrier penetration, and autonomic regulation
complicate their effectiveness. While not a standard
treatment, -blockers may have a role in specific cases
with particular symptom clusters, such as hyperarousal
or autonomic dysregulation, though further research is
needed to determine their long-term benefits.

When Should a Referral for PTSD Treatment
Be Obtained and From Whom, Where, and
to Whom?

Primary care providers are often the first health care
professionals to identify trauma and to diagnose PTSD,
making it essential that they know when and to
whom referrals should be made (see Table 5: Useful
Resources). Clinical practice guidelines recommend
referring patients to specialty care, including therapists
trained in trauma-informed care who provide
manualized, evidence-based treatments (eg, CPT, PE, and
EMDR as detailed above), if a first-line therapy service is
not available within the primary care setting.**¢>” For
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Table 5.

Useful Resources
Resource

National Center for PTSD

Information Website

A leading resource for PTSD education, research, and clinical care.
Provides treatment options, self-help strategies, and resources for health
care providers, individuals with PTSD, and their families.

https://www.ptsd.va.gov/

Guidance for family members and friends supporting someone with PTSD.  https://www.ptsd.va.gov/family/support_family_
Includes communication strategies, caregiver self-care, and links to friends.asp
support networks.

Resources for Loved Ones

National Alliance on Mental lliness A grassroots organization dedicated to supporting individuals with mental ~https://www.nami.org/
health conditions and their families. Offers educational programs,

advocacy efforts, and peer-support resources.

Columbia-Suicide Severity Rating Scale Awidely supported suicide prevention tool featuring a structured series of https:/cssrs.columbia.edu/
questions to assess risk. Used in health care, schools, corrections, and the
military. Available in over 100 languages and includes a mobile app.

Developed by SAMHSA in collaboration with the VA, this 24/7 confidential https:/988lifeline.org/help-yourself/loss-survivors/
service offers free emotional support nationwide for individuals in distress.
Also provides resources for loss survivors after a loved one’s suicide.

988 Lifeline/Loss Survivors

The Stanley-Brown Safety Planning Intervention is a brief, collaborative  https:/suicidesafetyplan.com/
approach between a clinician and an individual experiencing suicidal

thoughts, aimed at reducing acute risk. It provides individuals who have

faced a suicidal crisis with personalized coping strategies and resources to

help decrease the likelihood of suicidal behavior.

Stanley-Brown Safety Planning
Intervention

Veterans and Military Crisis Line A free, confidential crisis line for Veterans, Active-Duty Service Members, https://www.veteranscrisisline.net/

National Guard, and Reserve Members, as well as their families and
supporters. Accessible by call, text, or online chat.

FindTreatment.gov

Offers free and anonymous resources to help locate treatment facilities in  https:/findtreatment.gov/

the United States for substance use and mental health conditions.

Abbreviation: SAMHSA = Substance Abuse and Mental Health Services Administration.

adult patients who have experienced a trauma within
the last month but have subdiagnostic symptoms for
ASD or PTSD, monitoring is recommended to evaluate
if intervention needs develop. For children or
patients <18 years old in the same situation, referral for
trauma-focused therapy or active monitoring is
recommended.*®

Since individuals with PTSD are at an elevated risk of
suicide, safety evaluations such as suicide risk assessments
and determinations of imminent danger are recommended
in high-risk cases (as determined by C-SSRS). Primary care
providers should refer patients for immediate evaluation in
an emergency department if there is concern for acute high
suicide risk, inability to maintain safety, or the need for
crisis stabilization. If a safety hold or involuntary
commitment is necessary, referral to psychiatric crisis
services or local emergency psychiatric units should be
considered. For those not requiring immediate
hospitalization, the Stanley-Brown Safety Planning
Intervention can be used as a brief, collaborative approach
between a clinician and an at-risk individual to develop
personalized coping strategies and crisis resources.

How Prevalent Is PTSD in Health Care
Providers?

Rates of PTSD among health care workers vary
according to their specialty and work setting. Stressors
identified in a study of health care worker—related PTSD

Prim Care Companion CNS Disord 2025;27(4):24f03899 | Psychiatrist.com

included treating trauma patients, working in conflict
zones, experiencing residency training stress, and
practicing medicine in rural areas.’® Events reported by
nurses who were diagnosed with PTSD included caring
for those with massive bleeding, trauma-related injuries,
as well as witnessing a patient’s death and delivering
futile care to terminally or critically ill patients.>

A 2024 systematic review and meta-analysis on PTSD
in physicians during the COVID-19 pandemic reported
that specialties with the highest prevalence of PTSD
symptoms were family medicine and emergency
medicine.®® They estimated that the pooled prevalence of
PTSD across all specialties was 18.3%, with different
rates for different disciplines: critical care (14.8%),
trauma surgery (15%), anesthesiology (16.1%), internal
medicine (21.9%), otolaryngology (23.0%), emergency
medicine (23.4%), and family medicine (31.4%).%° The
rates of PTSD for nurses in a survey study was 18%.5°

The prevalence of PTSD was higher in trainees than
in attending physicians (31% vs 24.7%).%° Rates of
PTSD were also found to increase in ICU health care
professions during the COVID-19 pandemic when
compared to those prepandemic (prevalence of
3%—24% increased to 16%—73%).°* Female physicians
experienced higher rates of PTSD, similar to that found
in the general population, where females have around
twice the lifetime prevalence compared to men.*
Military health care workers have similar rates of PTSD
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when compared to combat-exposed military personnel,
with estimates of up to 20%.°2

What Happened to Mr A?

Mr A’s presentation included symptoms of ASD
following his traumatic incident, which was less than
1 month prior. His anxiety, nightmares, insomnia, and
difficulty processing the trauma suggested that he was
struggling to adapt to the psychological impacts of the
accident. He was reassured by learning that some of his
distress was a normal response to trauma. With further
evaluation and interventions to address his anxiety and
provide him with psychological support, he gradually
improved. He was started on sertraline for anxiety that
was titrated up to 100 mg daily and referred to individual
psychotherapy with a therapist trained in CPT. However,
he showed greater improvement with supportive therapy
and weekly sessions with his therapist. To address
nightmares and insomnia, prazosin was initiated and
titrated to 5 mg at bedtime leading to symptom relief.
His comorbid pain symptoms were treated with
gabapentin 600 mg 3 times daily, resulting in a
positive response. The team utilized a combination of
pharmacologic pain management and therapeutic
approaches to support his physical recovery and
emotional and psychological adjustment following the
trauma.

CONCLUSIONS

Since symptoms overlap between several anxiety
disorders and PTSD, diagnostic precision and subsequent
treatment may be compromised. Individuals with GAD
have anxiety in a wide range of circumstances, whereas
those with PTSD often experience anxiety in response to a
major trauma. Individuals with depression may feel
hopelessness, intense shame, or guilt, while those with
panic disorder experience intense anxiety, which can be
related to a specific object or situation.

Individuals with PTSD are much more likely than
those without PTSD to have at least 1 other psychiatric
condition (eg, MDD, AUD, and other anxiety disorders),
and they are also prone to develop physical health
problems (including bone and joint disease, metabolic
diseases, neurological conditions, respiratory conditions,
and cardiovascular conditions).

Pretraumatic risk factors for PTSD include early
childhood emotional problems and prior mental
disorders, while environmental factors (eg, lower
socioeconomic status, lower education, prior trauma
exposure or adversity, lower intelligence, minoritized
racial/ethnic status, and family psychiatric history),
genetic and physiological factors (eg, female gender
and younger age at time of trauma exposure), and peri-
traumatic environmental risk factors (eg, the severity/
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dose of trauma, the perception of life threat,
interpersonal violence, and personal injury) have

also been linked with developing PTSD, while
posttraumatic risk factors (eg, negative appraisals and
limited coping skills and repeated upsetting reminders
and subsequent adverse life events) complicate its
treatment.

Unfortunately, health care workers also suffer from
PTSD. In fact, military health care workers have similar
rates of PTSD to combat-exposed military personnel,
with estimates as high as 20%. Since individuals with
PTSD are at an elevated risk of suicide, safety evaluations
and timely treatment are recommended.
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