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Cases That Test Your Skills
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handle this case?
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The COPD patient who couldn’t  
stop worrying
Krista E. Martinez, MD, David S. Harnett, MD, and Alexis Freedberg, MD

 CASE  A passive wish to die
Ms. M, age 76, has a history of major depres-
sive disorder, unspecified anxiety disorder, 
and severe chronic obstructive pulmonary 
disease (COPD), for which she requires sup-
plemental oxygen. She is admitted to a 
psychiatric hospital after several months of 
increased dysphoria, rumination, anhedo-
nia, and a passive wish to die. She also has a 
decreased appetite and has lost 10 lb, experi-
ences frequent daily episodes of shortness of 
breath and associated racing thoughts, and 
has a rapid heart rate.

 HISTORY  Past medication trials
In addition to COPD, Ms. M’s medical history 
includes hypertension. Past psychotropic medi-
cation trials used to treat her depression and 
anxiety have included aripiprazole, 5 mg/d; 
duloxetine, 60 mg/d; fluoxetine, 40 mg/d; mir-
tazapine, 30 mg nightly; buspirone, 10 mg twice 
daily; and clonazepam, 0.5 mg twice daily. She 
has no history of psychotherapy, and because 
of her uncontrolled anxiety and depression, she 
has never completed a pulmonary rehabilita-
tion program. 

Her current medications include salme-
terol, 50 mcg inhaled twice daily, for COPD; 
amlodipine, 10 mg/d, for hypertension; bus-
pirone, 10 mg twice daily, for anxiety; and 
duloxetine, 60 mg/d, for depression.

 EXAMINATION  No evidence  
of dementia
On examination, Ms. M is alert and oriented 
to person, place, date, and situation. Overall, 
she has mild difficulty with attention and 
short-term recall, which appears to be due 
to poor effort; intact long-term memory; and 
is able to abstract appropriately. There is no 
evidence of dementia. 

A mental status exam reveals a frail, 
elderly woman with fair-to-poor hygiene, 
cooperative behavior, slowed motor activity, 
slowed speech with low volume, low mood, 
and depressed affect with constricted range. 
Her thought process is linear, her thought 
content includes passive death wishes, and 
she does not have hallucinations. 

Bitemporal electroconvulsive therapy 
(ECT), 1.0 ms pulse width at 1.5 times Ms. M’s 
seizure threshold 3 times weekly, is initiated 
to treat her depression, with seizure dura-
tion averaging 45 seconds for each session. 
She receives a total of 8 treatments over  
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Ms. M, age 76, has MDD, an anxiety disorder, and severe COPD. 
She experiences persistent rumination and racing thoughts due 
to refractory breathlessness. How can you best help her?
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the course of admission. Buspirone, 10 mg 
twice daily, is stopped shortly after admission, 
but she continues to receive duloxetine, 60 
mg/d. Ms. M continues to have shortness of 
breath, palpitations, fearful ruminations about 
the future, and difficulty falling asleep. 

How would you treat Ms. M’s refractory 
anxiety?

a) lorazepam 
b) exercise
c) meditation and mindfulness techniques
d) cognitive-behavioral therapy (CBT) 

The authors’ observations

The treatment team explores other options, 
such as benzodiazepines, psychotherapy 
modalities, and mindfulness exercises, 
to treat Ms. M’s  anxiety and comorbid 
COPD. Lorazepam, 0.5 mg twice daily, 
was chosen to treat her acute anxiety. Due 
to Ms. M’s need for supplemental oxygen, 
the treatment team attempted to mitigate 
the risk of using a benzodiazepine by 
limiting its use to the minimum effective 
dose. The teams also looked for alternative 
therapies.

Evaluation of anxiety and depression in 
a patient with COPD is complicated by a 
high degree of symptom overlap. Patients 
with COPD may experience anxiety symp-
toms such as shortness of breath, rapid 
heart rate, numbness/tingling, and racing 
thoughts, and/or depressive symptoms 
such as decreased energy, impaired sleep, 
and impaired concentration. It can there-
fore be difficult to discern if a symptom is 
attributable to the physical diagnosis, the 
psychiatric diagnosis, or a combination 
of both. Catastrophic thinking about mild 
physical symptoms is common in patients 
with COPD. This can lead to hyperventila-
tion and hypocapnia (manifested by light-
headedness, dizziness, paresthesia, and 
altered consciousness), with a reciprocally 
escalating cascade of anxiety and somatic 
symptoms.1

First-line therapy for anxiety disor-
ders with comorbid COPD is CBT and 
other nonpharmacologic interventions.2,3 
However, access to CBT-trained psycho-
therapists is limited due to the cost and 
a shortage of qualified professionals.4 
One randomized clinical trial evaluated 
improving accessibility to this therapy by 
training respiratory therapists to perform 
CBT sessions for COPD patients who were 
anxious and depressed.4 This method was 
as successful as using CBT-trained psycho-
therapists, and also reduced emergency 
room visits and hospitalizations in this 
population.4 Respiratory therapists often 
intuitively use CBT concepts in coaching 
patients and generally have the knowledge 
and background to be able to help patients 
identify symptoms caused by anxiety vs 
when to seek additional medical support. 
Furthermore, these interventions have 
been shown to increase quality-adjusted 
life years,4 improve physical performance, 
and reduce symptoms of anxiety and 
depression as reported on the Beck Anxiety 
Inventory and Beck Depression Inventory.5 
In addition to relaxation/imagery training, 
cognitive restructuring, breathing retrain-
ing, and maintaining daily symptom logs, 
CBT for COPD may include interoceptive 
exposure therapy. This technique involves 
deliberately inducing hyperventilation, 
followed by desensitization exercises to 
uncouple any uncomfortable physical sen-
sations with the conditioned fear response.1 

Although there is little evidence that 
traditional pharmacologic treatments (eg, 
antidepressants, benzodiazepines) have 
a statistically significant effect on anxiety 
and depression in COPD, studies have 
found that they have some clinical ben-
efit.3 Risks, however, limit the utility of 
certain agents. Sedative-hypnotics poten-
tially decrease respiratory drive and, par-
ticularly in older patients, antidepressants’ 
sedating effects can increase the risk of 
falls3 leading to increased morbidity, hos-
pitalization, and mortality. 

Clinical Point

In patients with COPD, 
it can be difficult to 
discern if a symptom 
is attributable to the 
COPD, a psychiatric 
diagnosis, or a 
combination of both

Discuss this article at  
www.facebook.com/ 
MDedgePsychiatry
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 TREATMENT  Mindfulness techniques 
and meditation
Ms. M’s symptoms show no improvement 
with the addition of lorazepam, 0.5 mg twice 
daily. A clinician teaches Ms. M mindfulness 
techniques, and she begins a trial of daily, indi-
vidual, guided meditation using a meditation 
app. Respiratory therapists also instruct her 
on controlled breathing techniques such as 
pursed-lips breathing, diaphragmatic breath-
ing, and deep breathing. They also encourage 
Ms. M to participate in the daily exercise group 
while on the unit. 

Which medication is effective for treating 
refractory breathlessness in patients with 
COPD?

a) a once-daily opioid
b) levodopa
c) naloxone
d) �no medication has been found  

to be helpful

The authors’ observations

Research indicates that low doses of opioids 
are safe and effective for refractory breath-
lessness in patients with severe COPD 

(those with an arterial partial pressure of 
oxygen ≤55 mm Hg or arterial oxygen satu-
ration ≤88%).6,7 Patients at this advanced 
stage of illness have likely been started on 
oxygen therapy to improve survival but 
may need additional palliative measures to 
alleviate the discomfort associated with the 
severe breathlessness experienced at this 
stage.8 In such situations, low-dose opi-
oids, such as immediate-release morphine, 
1 mg/d given as 0.5 mg twice daily, can 
be started.8 The dose can be increased by  
0.5 mg until a therapeutic dose is achieved.8 

Alternately, 24-hour extended-release mor-
phine, 20 mg/d, or an equivalent dose of 
oxycodone or hydromorphone, can be pre-
scribed.8 The proposed therapeutic mecha-
nisms of low-dose opioids for these patients 
include decreasing one’s sense of effort, 
altering central perception, altering activity 

of peripheral opioid receptors located in 
the lung, and decreasing anxiety.8 

The current opioid crisis prompts addi-
tional caution in prescribing, especially 
when considering using short-acting, 
immediate-release opioids such as mor-
phine, which have a greater potential for 
abuse and dependence. The Table lists safe-
guards that should be implemented when 
prescribing opioids. 

Many patients with COPD in the end-
of-life phase and in severe pain or discom-
fort due to the advanced stages of their 
illness receive opioids as part of palliative 
care. Patients with COPD whose medical 
care is predominantly palliative may ben-
efit greatly from being prescribed opioids. 
Most patients with COPD who find relief 
from low-dose opioids usually have 6 to 12 
months to live, and low-dose opioids may 
help them obtain the best possible quality 
of life. 

Choosing opioids as a treatment involves 
the risk of physiologic dependence and 
opioid use disorder. For Ms. M, the poten-
tial benefits were thought to outweigh such 
risks. 

 OUTCOME  Breathlessness 
improves, anxiety decreases
Ms. M’s lorazepam is discontinued, and 
immediate-release morphine is prescribed at 
a low dose of 1 mg/d on an as-needed basis 

Clinical Point

First-line therapy for 
anxiety disorders 
with comorbid COPD 
is CBT and other 
nonpharmacologic 
interventions

Table

Ways to safeguard against 
opioid abuse
Avoid opioid use in patients who have also 
been prescribed a benzodiazepine or other 
sedative-hypnotic medications

Limit the amount of the opioid prescribed

Provide psychoeducation for the patient and 
family members

Assess for signs that the medication is being 
diverted
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for anxiety with good effect. Ms. M’s breath-
lessness improves, leading to an overall 
decrease in anxiety. She does not experience 
sedation, confusion, or adverse respiratory 
effects.

Ms. M’s anxiety and depression improve 
over the course of the hospitalization  
with this regimen. On hospital Day 25, 
she is discharged with a plan to continue 
duloxetine, 60 mg/d, ECT twice weekly,  
and low-dose morphine, 1 mg/d, as needed 
for anxiety. She is referred for pulmonary reha-
bilitation and CBT to maintain remission. 

Which of the following has the greatest 
impact on reducing morbidity and mortality 
in patients with COPD?

a) supplemental oxygen
b) pulmonary rehabilitation
c) access to an academic medical center
d) �increased frequency of hospitalizations for 

COPD exacerbation

The authors’ observations

Ms. M’s case highlights several challenges 
associated with treating psychiatric illness 
in a patient with a chronic medical illness. 
The relationship between COPD, anxiety, 
and depression is complex, and is associ-
ated with reduced quality of life, increasing 
severity of pulmonary disease, increased 
dyspnea, a sense of loss and inability to cope, 
and decreased self-efficacy and adherence 
to treatment.9-11 Adding supplemental oxy-
gen has been shown to improve longevity, 
and may help boost mood and lessen anxi-
ety in some patients, whereas others find 
its restrictions burdensome and demoral-
izing.8 Pulmonary rehabilitation programs 
are a key component of both secondary pre-
vention and treatment in improving overall 
health outcomes in patients with COPD,12 
and can be started at any stage of the illness. 
However, patients with comorbid anxiety 
and depression are often the least likely to 
engage in these programs.4,13 One program 
that offered management of depression and 
COPD care with a focus on misconceptions 
about treatment and obstacles to treat-
ment engagement reduced depressive 
symptoms and dyspnea-related disability, 
which led to greater remission of depres-
sion.14,15 Exercise training in such programs 
also helps manage avoidance of physical 
activity due to fear of dyspnea by allow-
ing patients to experience feared symptoms 
in the presence of medical professionals, 
similar to the CBT interoceptive exposure 
technique described earlier.1 Several tradi-
tional treatment modalities used to target  
Ms. M’s anxiety disorder were unsuccessful. 
Low-dose, as-needed opioids are a safe and 

Clinical Point

Research indicates 
that low doses of 
opioids are safe and 
effective for refractory 
breathlessness in 
patients with severe 
COPD

Bottom Line
When traditional antidepressant and anxiolytic therapies have not sufficiently 
helped, consider low-dose, once-daily opioids to address refractory breathlessness in 
a patient with COPD with comorbid anxiety and depression. This treatment can lead 
patients to participate in rehabilitation therapies and improve their quality of life.

Related Resources 
•	Alexopoulos G, Kiosses D, Sirey J, et al. Untangling therapeutic 
ingredients of a personalized intervention for patients 
with depression and severe COPD. Am J Geriatr Psychiatry. 
2014;22(11):1316-1324.

•	Jackson D, Banerjee S, Sirey J, et al. Two interventions for 
patients with major depression and severe chronic obstructive 
pulmonary disease: impact on quality of life. Am J Geriatr 
Psychiatry. 2018;27(5):502-511. 

Drug Brand Names 

Amlodipine • Norvasc 
Aripiprazole • Abilify
Buspirone • Buspar
Clonazepam • Klonopin
Duloxetine • Cymbalta
Fluoxetine • Prozac
Hydromorphone • Dilaudid

Levodopa • Sinemet
Lorazepam • Ativan
Mirtazapine • Remeron
Morphine • MS Contin 
Naloxone • Narcan
Oxycodone • Oxycontin
Salmeterol • Serevent Diskus
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Clinical Point

Patients with 
comorbid COPD and 
anxiety are the least 
likely to engage 
in pulmonary 
rehabilitation 
programs 

useful pharmacologic option worth consid-
ering for patients with refractory anxiety 
and depression and comorbid COPD.
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