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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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H ave you been faced with the challenge of 
managing a patient with comorbid bipolar disorder 
and posttraumatic stress disorder (PTSD)? Have 

you been uncertain whether impulsivity, sleeplessness, 
and problematic relationships were due to one disorder 
or the other? Have you been concerned that the 
management of one disorder would interfere with the 
treatment of the other? If you have, the following case 
vignette and discussion should prove useful. 

CASE VIGNETTE 

Ms C, a 46-year-old woman with a psychiatric 
history of major depressive disorder (MDD), attention- 
deficit/hyperactivity disorder, PTSD, heavy alcohol 
use, and obesity, was referred by her therapist for the 
evaluation and management of worsening mood 
symptoms. She had a long history of fluctuating moods 

with periodic hypomania (ie, with increased energy, 
elevated mood, increased goal-directed activity, 
talkativeness, and impulsive/excessive spending) that 
could last up to 2 months and occur several times each 
year. She described herself as an extrovert; however, 
when she became depressed, she became isolated and 
had low mood, anhedonia, low energy levels, sleep 
disturbances, and hopelessness and functioned poorly. 
Her depressive episodes ranged from moderate to 
severe; however, she had never engaged in self- 
harming behaviors. Her son was thought to have 
bipolar disorder. 

She endorsed symptoms of PTSD that followed 
multiple traumatic events in her youth. She described 
having nightmares (of being killed) that led to 
insomnia and staying awake all night (once every few 
months, although the PTSD symptoms had improved 
compared to the past). She was receiving trauma- 
focused cognitive-behavioral therapy (CBT). In 
addition, she had panic attacks for which she received 
lorazepam on a nightly basis; other medications 
included citalopram (20 mg daily) and amphetamine- 
dextroamphetamine (5 mg twice daily), which might 
have contributed to a more unstable mood. She 
endorsed a history of heavy alcohol use; however, 
currently, she drank 3 drinks on weekends. Based 
on her mood symptoms, her mood disorder diagnosis 
was revised to bipolar disorder with rapid-cycling 
features. 

DISCUSSION 

How Often Do Bipolar Disorder and 
PTSD Coexist? 

Studies examining PTSD in those with bipolar 
disorder have estimated rates as high as 40% for 
inpatient1 and community samples2 (with a lifetime 
prevalence of 16%),3 which is double that of PTSD in 
the general population. 
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What Are the Shared Risk Factors for 
Bipolar Disorder and PTSD? 

Despite the high prevalence of PTSD in those with 
bipolar disorder, the etiology of comorbid bipolar 
disorder and PTSD remains incompletely understood. 
Notably, there is significant overlap in risk factors for 
both PTSD and bipolar disorder, including exposure to 
trauma(s), co-occurrence of other psychiatric illnesses, a 
lack of social support, a lower socioeconomic status, and 
personality factors (such as high neuroticism and low 
extraversion, at least while in the depressed phase of 
bipolar disorder).3 In addition, trauma is reported 
frequently by those with bipolar disorder (preceding the 
onset of the disease), with some estimates reported to be 

as high as one-third in individuals with bipolar 
disorder.4 Finally, illness-associated symptoms of bipolar 
disorder, including risk-taking and impulsivity, may 
place patients at risk for trauma, especially while manic, 
with trauma exposure rates as high as 98%.1,5,6 

Which Symptoms of Bipolar Disorder and 
PTSD Overlap? 

Although many manifestations of bipolar disorder and 
PTSD overlap (Figure 1), several characteristics help to 
clarify the diagnosis. Exposure to traumatic events is a key 
factor in the development of PTSD (criterion A): direct 
exposure to actual or threatened death, serious injury, or 
sexual violence; witnessing the event as it occurred to 
others; or learning that the traumatic events were 
experienced by a close family member or friend when the 
event was violent or accidental.7 The traumatic event may 
lead to reexperiencing symptoms (eg, intrusive memories, 
nightmares, flashbacks, and hyperarousal), avoidance, and 
negative alterations in cognition and mood that were 
associated with the traumatic events.7 In contrast, bipolar 
disorder is characterized by mood episodes (including 
depression, hypomania, or mania). Unlike PTSD, the 
mood symptoms of bipolar disorder are not necessarily 
triggered by traumatic events. The criteria (and their 
overlap) for PTSD and bipolar disorder are highlighted in 
Table 1.8,9 

How Can Clinicians Determine Whether 
Symptomatic Exacerbations Are Due to 
Bipolar Disorder or PTSD? 

Following trauma, symptoms associated with trauma- 
related stress often arise and can lead to the development 

Figure 1. 
Distinguishing PTSD From Bipolar Disorder 

Exposure to trauma
Flashbacks
Nightmares

Avoidance of trauma reminders
Physical/emotional reactions 

to trauma triggers
Being hyperalert

Feeling jumpy or easily startled

Elevated mood/euphoria
Pressured speech 

Increased self-esteem
Grandiosity

Hyper-religiosity
Garish makeup

Flamboyant clothing
Hypersexuality

Guilt
Worthlessness
Negative mood

Anger
Sleep di!culties 

Concentration decreased
Impulsivity 
Anhedonia 
Withdrawal 

PTSD Bipolar Disorder

Abbreviation: PTSD = posttraumatic stress disorder. 

Clinical Points 
• Since bipolar disorder and posttraumatic stress disorder 

(PTSD) are highly comorbid conditions, distinguishing 
between them requires detailed knowledge of the clinical 
symptoms and history. 

• Pharmacologic management of comorbid bipolar disorder 
and PTSD poses unique challenges, as side effects of the 
commonly used medications for one disorder can worsen 
the symptoms of another. 

• Evidence-based psychosocial treatments exist both for 
bipolar disorder and PTSD; however, treatment guidelines 
for this comorbidity are lacking. 

• A multidisciplinary and collaborative care approach that 
involves mental health professionals with expertise in 
treating both bipolar disorder and PTSD is key for 
optimizing outcomes and enhancing the overall quality of 
life for individuals with these psychiatric comorbidities. 
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of an acute stress disorder (ASD) and PTSD; the onset 
and duration of symptoms distinguish between the 2 
disorders. ASD can be diagnosed after 3 days and up to 
1 month following traumatic stress, while PTSD cannot 
be diagnosed until 1 month has passed.7 Individuals with 
PTSD are more likely to meet diagnostic criteria for at 
least one other mental disorder (including MDD, bipolar 
disorder, generalized anxiety disorder, or an alcohol use 
disorder or substance use disorder [SUD]) than those 
without PTSD.10,11 

Distinguishing between a trauma-related stress 
disorder and bipolar disorder requires detailed knowledge 
of the history, which includes considering triggers that 
are linked to trauma exposure in PTSD, and DSM-5 
diagnostic criteria. In addition, the episodic nature of 
symptoms and mood episodes associated with bipolar 
disorder plays a crucial role in making an accurate 
diagnosis. The use of rating scales can facilitate making 
a diagnosis of bipolar disorder; the Young Mania Rating 
Scale is one of the most frequently used tools to assess 
manic symptoms, whereas the Patient Health 
Questionnaire-9 is commonly used to screen for 
depressive symptoms,12,13 while the PTSD Checklist 
for DSM-5 provides a self-report of PTSD symptoms8 

(Table 1). Anxious ruminations are often mistaken for 
racing thoughts (and vice versa). Although individuals 
with PTSD may experience racing thoughts and pressured 
speech, speech in bipolar disorder may be unrelenting, 
rapid, excited, and without pauses, with a flight of ideas 
(where thoughts jump from one idea to another) and 
loose associations (describing an unclear or unrelated 
idea) that are difficult to interrupt. Speech in bipolar 
disorder may also have a sing-song quality, with clang 
phenomena (pairing words with a similar sound). 
Bipolar disorder may manifest through inappropriate 
laughter, extreme cheerfulness, humor, and singing. 
Individuals with mania are often hypersexual and may 
offer spontaneous sexual content. Thought content in 
mania usually includes hyper-religiosity and delusions 
of grandeur (eg, about their special powers, abilities, or 
fame). They may present themselves as overly confident 
and cheerful, with an expansive affect (eg, extremely 
elevated mood accompanied by high energy levels). In 
bipolar disorder, insomnia often involves a decreased 
need for sleep (eg, going for days with little to no sleep, 
yet not feeling tired). Other symptoms suggestive of 
bipolar disorder include euphoria, increased self-esteem, 
and grandiosity. 

Table 1. 
Symptom Overlap in PTSD and Bipolar Disordera 

PTSD (PTSD Checklist for DSM-58) Bipolar disorder (DSM-5-TR bipolar disorder diagnostic criteria9) 
Criterion A: Exposure to death, threatened death, actual or threatened serious injury, or 
actual or threatened sexual violence; witnessing the event as it occurred to others; or 
learning that the traumatic events were experienced by a close family member or friend 
when the event was violent or accidental 

Occurrence of mania or major depressive disorder that is not better explained by a 
primary psychotic disorder (such as schizophrenia, schizoaffective disorder, 
delusional disorder, or another psychotic disorder); mood episodes in bipolar 
disorder may be hypomanic or manic and depressive; the severity of a mood episode 
may be mild, moderate, or severe 

Criterion B: Intrusion Mania: elevated, expansive, or irritable mood for at least 1 wk and present most of 
the day, nearly every day 1. Repeated, disturbing, and unwanted memories 
Hypomania: ≥ 4 consecutive days and present most of the day, almost every day 2. Repeated, disturbing dreams 
For mania or hypomania, 3 or more of the following symptoms must be present 
and represent a significant change from usual behavior: 

3. Suddenly feeling or acting as if the stressful experience were happening again 

1. Inflated self-esteem or grandiosity 
4. Feeling very upset when exposed to reminders/triggers 

2. Decreased need for sleep 
5. Having strong physical reactions 

3. Increased talkativeness and pressured speech Criterion C: Avoidance 
4. Racing thoughts and flight of ideas 6. Avoiding memories, thoughts, or feelings related to the stressful experience 
5. Distractibility 7. Avoiding external reminders of the stressful experience 
6. Increased goal-directed activity Criterion D: Negative cognition and mood associated with the traumatic events 
7. Psychomotor agitation 8. Trouble remembering important parts of the experience 
8. Increase in risk-taking behavior 9. Having strong negative beliefs about yourself, other people, or the world 
Depression: depressed mood or loss of interest or pleasure in life 10. Blaming yourself or someone else 
For depression, 5 or more of the depressive symptoms must be present within a 2- 
wk period: depressed mood most of the day, nearly every day 

11. Having strong negative feelings such as fear, horror, anger, guilt, or shame 

1. Loss of interest or pleasure in activities 
12. Loss of interest in activities that you used to enjoy 

2. Decrease in appetite or weight loss 
13. Feeling distant or cut off from other people 

3. Loss of energy or fatigue 
14. Trouble experiencing positive feelings 

4. Feelings of guilt or worthlessness 
Criterion E: Increased arousal and reactivity 

5. Recurrent thoughts of death or suicide 
15. Irritable behavior, angry outbursts, or acting aggressively 

6. Having difficulty concentrating 
16. Taking too many risks 

7. Insomnia or hypersomnia 
17. Being hyperalert or watchful 
18. Feeling jumpy or easily startled 
19. Having difficulty concentrating 
20. Having trouble falling or staying asleep 

aBolded symptoms indicate overlapping characteristics between bipolar disorder and PTSD. 
Abbreviation: PTSD = posttraumatic stress disorder. 
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With intrusive symptoms, those with PTSD may 
become upset when exposed to reminders of their trauma. 
While individuals with PTSD often connect their distress 
to trauma triggers, a straightforward connection 
between symptoms and the triggering event often goes 
unnoticed. Differentiating flashbacks in PTSD from 
hallucinations that may occur in psychotic disorders (eg, 
schizophrenia, schizoaffective disorder, mania, and MDD 
with psychotic features, as well as in delirium, alcohol 
withdrawal delirium tremens, or other substance 
intoxication- or withdrawal-induced disorders) is crucial. 
Flashbacks in PTSD often stand out by their direct 
connection to trauma and their occurrence in the 
absence of psychotic, medical, or substance-induced 
disorders. 

With criterion D, a bevy of negative cognitive 
and mood symptoms in PTSD overlap with the signs 
and symptoms of bipolar disorder. There may be a 
tendency to blame oneself, others, or the world. 
Overlapping symptoms in PTSD and bipolar disorder 
include a negative or low mood, feelings of guilt or 
worthlessness, loss of interest, anger, or fear. 
Anhedonia (an inability to feel pleasure from 
things that used to bring joy or happiness) is common 
in both conditions. Individuals may have difficulty 
experiencing positive emotions in both PTSD and 
the depressive phase of bipolar disorder. Trauma- 
related hyperarousal and reactivity (criterion E) 
include symptoms that overlap with bipolar disorder, 
including irritability, anger, aggression, and risk- 
taking behaviors. The ability to concentrate may be 
impaired in both PTSD and bipolar disorder. While 
insomnia may occur in both, trauma-related 
nightmares are common in PTSD. Prazosin is often 
prescribed to help with PTSD-related nightmares 
(starting at 1 mg at bedtime and increasing to 
3–20 mg at bedtime); for additional prescribing 
guidance, see the VA/DoD Clinical Practice 
Guideline 2023.7 

How Can PTSD and Its Treatments 
Complicate Bipolar Disorder Management? 

According to a review of the literature by Cerimele 
and colleagues14 of individuals with bipolar disorder, 
women with bipolar disorder and those with bipolar I 
disorder experience a higher prevalence of PTSD. 
Individuals with bipolar disorder and PTSD have a high 
symptom burden and a low quality of life.14 Using the 
Systematic Treatment Enhancement Program for 
Bipolar Disorder (STEP-BD) dataset (N = 3,158), 
Hernandez and colleagues15 evaluated differences in the 
prevalence of PTSD between those with bipolar I and II 
disorder. Their findings indicated that more participants 
with bipolar I disorder were diagnosed with co-occurring 
PTSD, but there was no significant difference in 
reexperiencing, avoidance, or arousal symptoms of 

PTSD between subgroups of those with bipolar I or II 
disorder.15 

Having a history of childhood trauma(s) can have a 
lasting impact on the development and progression of 
bipolar disorder. It can lead to an earlier onset of bipolar 
disorder, more lifetime depressive episodes, more severe 
symptoms during both manic and depressive episodes, 
and a longer duration of untreated bipolar disorder.16,17 

Moreover, the presence of PTSD in patients with bipolar 
disorder has been associated with an accelerated course 
of illness, a lower age at onset of manic/hypomanic 
episodes, a younger age at the time of diagnosis of 
bipolar disorder, earlier initiation of illicit drug use, more 
lifetime manic and hypomanic episodes, and greater 
functional impairment than those with only bipolar 
disorder.18 The comorbidity of bipolar disorder and PTSD 
tends to adversely impact the course and prognosis of 
each disorder, including an increased risk of rapid mood 
cycling, poor quality of life, and a higher risk of suicide 
compared with those with either disorder alone.19,20 

The Clinical and Health Outcomes Initiative in 
Comparative Effectiveness for Bipolar Disorder study 
(Bipolar CHOICE) recruited 482 individuals with bipolar 
disorder and compared the pharmacologic efficacy of 
medication trials. Utilizing these study data, Katz and 
colleagues21 conducted a hierarchical multiple regression 
analysis to assess whether comorbid PTSD was 
associated with more thoughts of suicide in bipolar 
disorder in a cross-sectional study design. The authors21 

used the Concise Health Risk Tracking Scale total and 
factor scores while controlling for common correlates of 
suicidal ideation (eg, a current major depressive episode, 
a comorbid anxiety disorder, illness severity, and prior 
suicide attempts). The authors21 noted that all 
participants with comorbid bipolar disorder and PTSD 
(N = 58) were more likely to have made a suicide attempt 
(P < .001) and have current thoughts of suicide (P = .005) 
compared to those without PTSD. 

Bipolar disorder and SUDs commonly coexist.22 

Moreover, patients diagnosed with bipolar disorder have a 
61% lifetime prevalence of SUD.23 Others have examined 
the prevalence and nature of co-occurring disorders 
among treatment-seeking patients diagnosed with current 
bipolar disorder and an SUD.24 Of 90 participants 
diagnosed with bipolar I (n = 75, 78%) or II disorder, 
nearly one-fourth (22%) and almost one-half (48%), 
respectively, had a lifetime anxiety disorder, with PTSD 
being the most common co-occurring disorder (23%). 
The study24 suggested that those with comorbid PTSD, but 
not other anxiety disorders, began using drugs at an 
earlier age and had more lifetime SUDs, particularly 
cocaine and amphetamine use disorders, than those 
without PTSD. Further examination revealed that most 
of the participants with PTSD were women, that sexual 
abuse was the most frequently reported index trauma, 
and that the mean age of the earliest index trauma 
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occurred before the mean age of initiation of drug use.24 

The authors24 emphasized the importance of investigating 
the ramifications of a trauma history among those who 
had both bipolar disorder and SUD. 

Other investigators25 have found that individuals with 
bipolar disorder and PTSD were less likely to be in recovery 
(ie, with relative euthymia) at STEP-BD study entry and 
to have a lower role attainment and quality of life than 
those with bipolar disorder without PTSD. Patients with 
comorbid bipolar disorder and PTSD were more likely to 
suffer from mood episodes during an 8-week follow-up 
period compared to those without PTSD. Greater 
depressive symptom burden and psychosocial 
impairment have been found in those with bipolar 
disorder and PTSD despite guideline-concordant care 
for patients with bipolar disorder during the STEP-BD 
study.26 In addition, those with comorbid bipolar disorder 
and PTSD had significantly higher mean Clinical Global 
Impressions–Severity scores and required more frequent 
inpatient psychiatric treatment.27 Patients with bipolar 
disorder and PTSD and those with only bipolar disorder 
were less likely to have received psychotherapy and 
antidepressant pharmacotherapy than those with PTSD.27 

A recent systematic review28 that examined the 
impact of PTSD on pharmacologic interventions in adults 
with bipolar disorder found that comorbid PTSD may 
affect the response to quetiapine and lithium in those 
with bipolar disorder. The investigators28 noted higher 
response rates with lithium in those with bipolar 
disorder alone compared with those with comorbid 
bipolar disorder and PTSD over a 4-year observational 
study period. In addition, more severe symptoms were 
reported in the bipolar disorder–PTSD group compared 
to those with bipolar disorder alone following 6 months of 
quetiapine treatment in a randomized, controlled study. 
However, the authors28 suggested that these results 
should be viewed as preliminary due to a high risk of bias 
and a low quality of evidence. In terms of PTSD 
treatment, the use of antidepressants (which are first- 
line treatments for PTSD) should be used with caution 
in those with comorbid bipolar disorder, given the 
increased risk of inducing rapid cycling, mixed states, 
and manic episodes.3,29 

How Can Bipolar Disorder Treatment 
Complicate PTSD Management? 

Treatment of bipolar disorder in the context of PTSD 
adds complexity to the management of PTSD, primarily 
due to the potential interactions between these 
2 conditions and the side effects of medications used for 
their treatment. For example, lithium, a mood-stabilizing 
agent that is effective in preventing mood recurrences, 
can cause cognitive impairment.30 In those with 
comorbid PTSD, who may already experience cognitive 
difficulties, lithium can potentiate existing symptoms 
and adversely impact daily functioning. In addition, 

antiepileptic drugs, such as valproate and carbamazepine, 
are also mood stabilizers used to treat bipolar disorder; 
however, at higher doses, they have been associated with 
hepatic dysfunction, which requires careful monitoring 
and dose adjustment to mitigate the risk of 
hepatotoxicity. Furthermore, while benzodiazepines are 
not a first-line treatment for bipolar disorder, they can 
swiftly alleviate acute manic symptoms, such as agitation 
and insomnia, especially early in the illness before the 
effects of mood stabilizers emerge.31 Unfortunately, these 
medications can provoke disinhibition and paradoxical 
reactions, such as impulsivity, reckless behavior, and 
poor judgment.32 These risks are especially concerning in 
those with comorbid bipolar disorder and PTSD, who 
frequently manifest heightened arousal, hypervigilance, 
and impulsivity.33 Benzodiazepines can also exacerbate 
these symptoms and elevate the risk of disinhibition. 
If cognitive impairment, emotional dysregulation, 
substance use, and psychosocial stressors arise, 
treatment nonadherence may follow. Moreover, 
avoidance and hypervigilance that are commonplace in 
PTSD may interfere with treatment engagement for 
bipolar disorder, further complicating the management 
of both disorders. 

Fortunately, nonpharmacologic strategies, including 
lifestyle and behavioral modifications, have been 
promising in the management of bipolar disorder34; 
however, individuals with comorbid PTSD often have a 
heightened startle response and hypervigilance, which 
can make engaging in lifestyle changes, such as tension- 
reducing physical exercise, challenging. In addition, 
stress reduction techniques, such as mindfulness and 
relaxation exercises, often alleviate manic symptoms in 
bipolar disorder.35 However, individuals with PTSD 
may have a heightened sensitivity to stress and may 
become distressed when engaging in relaxation 
exercises or mindfulness practices.36 For those with 
bipolar disorder and PTSD, relaxation techniques 
may inadvertently trigger trauma-related memories or 
increase anxiety and agitation. While maintaining 
social connections and engaging in supportive 
relationships facilitates emotional well-being in those 
with bipolar disorder,37 individuals with PTSD may 
manifest social withdrawal or have difficulty trusting 
others due to past traumas. Encouraging social 
engagement may have adverse effects on those with 
bipolar disorder and PTSD, potentially triggering 
vulnerability, anxiety, and hypervigilance. 

In summary, clinicians should be prepared for the 
challenges faced by individuals with bipolar disorder and 
PTSD and tailor treatments to address both conditions 
concurrently while minimizing the risk of exacerbating 
symptoms of PTSD. A multi-disciplinary collaborative 
care approach that involves mental health professionals 
with expertise in treating both bipolar disorder and 
PTSD is key for optimizing outcomes and enhancing 
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the overall quality of life for individuals with these 
psychiatric comorbidities. Table 2 highlights the main 
challenges that clinicians face when treating comorbid 
bipolar disorder and PTSD. 

Which Medications Are Safe and Efficacious 
for Patients With Bipolar Disorder and 
PTSD? 

Although the literature indicates that PTSD is highly 
comorbid with bipolar disorder, studies of the 
effectiveness of pharmacologic interventions in both 
conditions are lacking.14 The medications used in the 
treatment of bipolar disorder and PTSD include mood 
stabilizers, atypical antipsychotics, antidepressants, and 
benzodiazepines.3 However, in patients with coexisting 
bipolar disorder and PTSD, mood stabilizers are 
often recommended as the first-line treatment to 
address symptoms of bipolar disorder, followed by 
pharmacotherapy for PTSD, once the maintenance 
phase of bipolar disorder has been achieved. 

According to an observational study,38 the use of 
lithium was associated with a higher response rate in 
bipolar disorder alone compared with use in comorbid 
bipolar disorder and PTSD over a period of 4 years. 
Another study39 assessed the mean scores on the Bipolar 
Inventory of Symptom Scale (BISS) at baseline and at 
the end of 24-week treatment follow-up; they found that 
at baseline, patients with comorbid bipolar disorder and 
PTSD had greater symptom severity compared to those 
with bipolar disorder alone. However, no significant 
differences were observed at follow-up between the 
2 groups while receiving lithium.39 Results from a 12- 
week double-blind, placebo-controlled trial involving 
15 subjects (including those with both civilian- and 
military-related traumas) showed that lamotrigine could 
be effective in the treatment of PTSD.40 More patients 
receiving lamotrigine responded (50%) than those 
who received a placebo (25%). Patients who received 
lamotrigine had less reexperiencing, avoidance, and 
numbing symptoms compared to those in the placebo 
group.40 

Results of open trials have suggested that valproate 
might be effective for PTSD. However, data from 
controlled studies are lacking. For instance, in an open 
clinical trial, 16 Vietnam veterans with PTSD were 
treated with valproate, and 10 of them had fewer arousal 
and avoidance symptoms, but the treatment did not 
reduce their intrusive symptoms.41 Carbamazepine has 
also been efficacious for bipolar disorder, although the 
findings in anxiety disorders are less conclusive. 
Nevertheless, uncontrolled open-label trials have shown 
that carbamazepine has been associated with a reduction 
in intrusive traumatic memories and flashbacks, as well 
as beneficial effects in insomnia, irritability, impulsivity, 
and violent behavior.42,43 A retrospective case series 
examining topiramate in those with bipolar disorder 

and comorbid conditions suggested symptomatic 
improvement in comorbid bipolar disorder and PTSD.44 

Moreover, oxcarbazepine may have reduced symptoms 
of PTSD in a patient with comorbid bipolar disorder and 
PTSD after 4 weeks of treatment with persistence of 
effects for over 16 months.45 

A review of the efficacy of atypical antipsychotics in 
12 prospective, controlled studies that used validated 
rating scales of PTSD symptoms46 found that atypical 
antipsychotics were both safe and effective, although 
there were some negative outcomes. Atypical 
antipsychotics were also effective in treating anxiety, 
depression, and psychotic symptoms that are frequently 
associated with PTSD.46 Olanzapine was more effective 
in reducing overall PTSD symptoms than placebo or 
fluphenazine in 3 out of 4 studies. On the other hand, 
in 4 out of 7 studies, risperidone was superior to placebo 
in reducing PTSD symptoms. However, 2 studies of 
risperidone adjunctive therapy for treatment-resistant 
PTSD failed to demonstrate its superiority. One additional 
study showed that risperidone was better than placebo in 
reducing comorbid psychotic symptoms but not better in 
reducing PTSD symptoms. Despite some negative 
findings, several double-blind, randomized controlled 
trials (RCTs) have shown favorable results for 
risperidone as an effective treatment for PTSD.46 Intrusive 
and hypervigilance symptom subscales showed the 
greatest improvement when atypical antipsychotics were 
used for PTSD.47 Although the mechanism of action of 
atypical antipsychotics in the treatment of PTSD remains 
incompletely understood, they are believed to improve 
PTSD symptoms and exert an anxiolytic effect by affecting 
the dopaminergic and serotonergic systems and by 
blocking the α-1 adrenoreceptor.48 In addition, these 
medications may reduce psychotic symptoms associated 
with PTSD by blocking dopamine receptors.47 Atypical 
antipsychotics are also antihistaminic, which can 
improve sleep and nightmares that frequently occur 
in PTSD.49 

Use of selective serotonin reuptake inhibitors (SSRIs) 
and other antidepressants for the treatment of PTSD in 
those with bipolar disorder is limited by their potential 
to induce a manic/hypomanic episode or to promote 

Table 2. 
Challenges in the Management of Comorbid 
Bipolar Disorder and PTSD 
Clarifying the diagnosis 

Treatment nonadherence 

Lack of evidence-based treatments to treat comorbidity 

Medication-induced symptom exacerbations 

Increased risk of substance use disorders 

Increased risk of self-harm 

Abbreviation: PTSD = posttraumatic stress disorder. 
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rapid mood cycling3; rates of antidepressant-induced 
mood cycling range from 20% to greater than 50%.50,51 

Therefore, the selection of an antidepressant for the 
treatment of PTSD in those with bipolar disorder 
warrants caution, given the potential destabilizing 
influence of antidepressants on mood. Adrenergic 
inhibitors, such as β-adrenergic blockers (eg, 
propranolol), α-2 adrenergic agonists (eg, clonidine), 
and α-1 antagonists (eg, prazosin) have been reported 
to reduce PTSD-related symptoms (including anxiety, 
irritability, sleep disturbance, and nightmares) associated 
with PTSD.3 Although the effects of these medications on 
bipolar disorder have not been systematically assessed, 
these medications are unlikely to exacerbate mood 
cycling.52 Benzodiazepines are commonly used as 
adjunctive therapy for the treatment of bipolar disorder 
and anxiety disorders. However, the overall efficacy of 
benzodiazepines for the treatment of PTSD tends to be 
low.53 Evidence suggests that benzodiazepines used during 
the acute post-trauma period may be associated with an 
increased likelihood of developing PTSD over time.54,55 

Due to the lack of systematic studies addressing the efficacy 
of medications for those with comorbid bipolar disorder 
and PTSD, it is reasonable to optimize mood stabilizers 
and consider augmentation with adrenergic inhibitors or 
atypical antipsychotics before using antidepressants in 
this population.3 

Treatment nonadherence can pose an issue for those 
with comorbid bipolar disorder and PTSD. Due to shared 
risk factors between bipolar disorder and PTSD, the 
characteristics that predict nonadherence in one 
population are often present in the other, suggesting a 
high likelihood of treatment nonadherence in those with 
coexisting bipolar disorder and PTSD.56 Nonadherence 
may be related to the trauma-related interpretations 
attributed to interactions with their physicians and 
their prescribed medications in those with bipolar 
disorder and PTSD who have suffered from early 
childhood trauma. Since treatments for bipolar 
disorder are usually associated with a high side effect 
burden and the need for lifelong adherence, clinicians 
should monitor individuals with comorbid bipolar 
disorder and PTSD closely for treatment nonadherence 
while being aware of patient-physician dynamics that 
might contribute to this behavior.56 It is recommended 
that clinicians should discuss reproductive health with 
patients diagnosed with comorbid bipolar disorder and 
PTSD, including the planning of pregnancy in the 
setting of medication use and the use of effective 
contraceptive methods. 

Which Psychological Treatments Are 
Efficacious for Each Disorder When Bipolar 
Disorder and PTSD Coexist? 

Evidence-based psychosocial treatments exist both 
for PTSD and bipolar disorder; however, treatment 

guidelines for this comorbidity are lacking. Several 
psychological interventions for PTSD (including 
prolonged exposure therapy, cognitive process therapy, 
psychodynamic therapy, and eye movement 
desensitization and reprocessing [EMDR] therapy) are 
efficacious and superior to control conditions.3,57 Current 
treatment guidelines for bipolar disorder indicate that 
combining psychological and psychopharmacologic 
treatments is optimal for bipolar disorder, while 
adjunctive psychological treatments are particularly 
effective for depressive symptoms.58 

Psychological interventions that have the strongest 
evidence of efficacy include psychoeducation, CBT, 
family-focused psychotherapy, and interpersonal and 
social rhythm therapy.58,59 A recent meta-analysis of 
39 RCTs of adjunctive therapies60 found that patients with 
bipolar disorder who were treated with both manualized 
psychotherapy and medications had fewer recurrences 
of mood episodes compared to those treated with 
psychopharmacology alone, with greater benefits noted 
for interventions that employed active skills training. 

Despite this robust research on psychosocial 
interventions for PTSD and bipolar disorder, limited 
research exists on psychotherapies that target PTSD 
when PTSD and bipolar disorder coexist. Much of the 
existing literature calls for more research on this subject 
or lists bipolar disorder as an exclusion criterion. 
However, some case studies61,62 and larger trials suggest 
that positive results are found when targeting trauma 
symptoms in those with PTSD and bipolar disorder. 

In an uncontrolled study,63 32 individuals with 
comorbid bipolar disorder and PTSD received 10 sessions 
of prolonged exposure. PTSD symptoms, including 
thoughts of suicide, were decreased at the end of 
treatment and at 6-month follow-up. Another study 
investigated the effects of EMDR in patients with bipolar 
I or II disorder with a history of traumatic events.64 

Patients treated with EMDR showed improvements in 
trauma symptoms and mood stability; gains were largely 
maintained at 24-week follow-up. 

Other studies lend further support for the positive 
effect on trauma patients in those with comorbid 
conditions. Mueser and colleagues1 investigated CBT for 
PTSD in patients with serious mental illness and found 
improvement in their trauma symptoms. Approximately 
one-fourth of the patients had comorbid PTSD and 
bipolar disorder, although the effects of PTSD treatment 
in this subgroup were not investigated. Deckersbach and 
colleagues65 investigated the effects of psychotherapy 
(eg, CBT, family-focused therapy, interpersonal social 
rhythm therapy) and collaborative care in 269 patients 
with bipolar disorder and anxiety spectrum disorders; of 
these, 45 had a history of comorbid PTSD and 14 had 
current PTSD. For patients with a history of PTSD and 
bipolar disorder, nearly two-thirds (63%) recovered with 
psychotherapy, and nearly one-half (44%) recovered 
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with collaborative care (with a small-to-medium effect 
size). The results were similar for those with current 
PTSD. Results were not broken down by the specific 
psychotherapy used. 

In addition to disorder-specific interventions, there 
is emerging evidence that dialectical behavior therapy 
(DBT) may be feasible, acceptable, and effective for 
treating symptoms of bipolar disorder66 and PTSD,67 

particularly for those with a history of complex trauma 
and/or co-occurring personality pathology. DBT-based 
interventions may be beneficial in addressing certain 
difficulties that impact some patients with comorbid 
PTSD and bipolar disorder, including chronic 
emotional dysregulation, poor distress tolerance, 
and impulsive/self-destructive behaviors. More research 
is needed to assess this treatment in those with this 
specific comorbidity. In addition, there is emerging 
evidence that peer-based interventions, including 
individual and group support, may be helpful for 
patients with bipolar disorder and other psychiatric 
difficulties58,68; thus, these interventions may be useful in 
supplementing ongoing care. Overall, research suggests 
that psychotherapies that target trauma symptoms are 
efficacious in patients with comorbid PTSD and bipolar 
disorder. Existing research also suggests that these 
treatments are safe and accepted by patients, 
without evidence of mood symptom exacerbations or 
contraindications to trauma-focused treatment. However, 
more research involving different psychotherapies 
(eg, cognitive processing therapy and psychodynamic 
therapy) and with more rigorous methodologies 
(eg, larger sample sizes and control groups) is needed. 

What Happened to Ms C? 
After her initial evaluation, Ms C underwent 

medication changes, including initiation of a mood 
stabilizer, stopping the stimulant, and adjusting her 
antidepressant medication. After a discussion of mood- 
stabilizing treatment options, lamotrigine was started 
at a dose of 25 mg daily and titrated up to 50 mg 
daily. She was advised to stop taking amphetamine- 
dextroamphetamine due to its inducement of worsening 
mood instability. Her dose of citalopram was continued 
(at 20 mg daily) with a plan to taper and discontinue if 
mood instability persisted. She continued to work with 
her therapist to manage her trauma symptoms and panic 
disorder. She was advised to abstain from alcohol, given 
her history of heavy alcohol use. During follow-up, she 
reported a more stable mood and lessened anxiety and 
panic attacks while using lamotrigine (25 mg daily, as 
higher doses caused insomnia) and stopping her 
stimulant medication. The dose of lamotrigine was 
gradually increased (in 12.5-mg increments) to achieve a 
dose of 50 mg (with good effects on mood stability). She 
also limited her alcohol use and exercised regularly. Six 
months later, she complained of impulsively buying 

things she did not need (3 to 4 times a week), which led 
to an $18,000 bill and credit card debt. Subsequently, 
her citalopram was tapered and discontinued with the 
resolution of impulsivity and optimal mood stabilization 
while using lamotrigine (50 mg daily). Her PTSD 
symptoms remained in remission, and her anxiety/panic 
attacks were under good control without using as-needed 
lorazepam. 

CONCLUSION 

Studies examining PTSD in those with bipolar 
disorder report estimates as high as 40% for inpatient and 
community samples, with a lifetime prevalence of 16%, 
which is double that of PTSD in the general population; 
however, the etiology of comorbid bipolar disorder and 
PTSD remains incompletely understood. Symptoms of 
bipolar disorder and PTSD overlap; however, exposure 
to traumatic events is a key factor in the development 
of PTSD. The traumatic event may then lead to 
reexperiencing symptoms (eg, intrusive memories, 
nightmares, flashbacks, and hyperarousal) that were 
associated with the traumatic events. In contrast, bipolar 
disorder is characterized by mood episodes (including 
depression, hypomania, or mania) that are not necessarily 
triggered by traumatic events. 

The pharmacologic treatment of comorbid bipolar 
disorder and PTSD poses unique challenges mainly due 
to side effects of the commonly used medications for one 
disorder that can worsen the symptoms of another 
disorder. For example, mood stabilizer treatments 
for bipolar disorder can worsen the cognitive symptoms 
in PTSD; similarly, antidepressants, the first-line 
treatment for PTSD, can induce mood switching and 
worsen mood stability in bipolar disorder. Other factors, 
such as treatment noncompliance, higher substance use, 
and increased risk of suicidality, need to be considered 
when treating comorbid bipolar disorder and PTSD. 
Initial data suggest that the use of a mood stabilizer, 
such as lamotrigine, could be effective in the treatment of 
PTSD, as it has been associated with a significant 
reduction in reexperiencing, avoidance, and numbing 
symptoms. Several double-blind RCTs have shown 
favorable results for risperidone as an effective 
treatment for PTSD with improvement in intrusive and 
hypervigilance symptom subscales. More systematic 
research is needed to establish the safety and efficacy of 
pharmacologic interventions in patients with bipolar 
disorder and PTSD. 

Evidence-based psychosocial treatments exist both 
for bipolar disorder and PTSD; however, treatment 
guidelines for this comorbidity are lacking. Psychological 
treatments (including CBT, family-focused 
psychotherapy, and interpersonal and social rhythm 
therapy) often alleviate mood symptoms in bipolar 
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disorder, whereas prolonged exposure therapy, cognitive 
process therapy, psychodynamic therapy, and EMDR 
therapy are effective psychotherapy interventions 
for PTSD. Initial data suggest that psychological 
interventions, including prolonged exposure therapy, 
EMDR therapy, and DBT, show promise in alleviating 
PTSD and mood symptoms. Overall, research suggests 
that psychotherapies that target trauma symptoms are 
safe and efficacious in patients with comorbid PTSD and 
bipolar disorder without evidence of mood symptom 
exacerbations or contraindications to trauma-focused 
treatment. However, more research involving different 
psychotherapies (eg, cognitive processing therapy and 
psychodynamic therapy) and with more rigorous 
methodologies (eg, larger sample sizes and control 
groups) is needed. 
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