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Anxiety and depression: Easing 
the burden in COPD patients
Anxiety and depression are common comorbidities of 
COPD. The simple evaluation tools and therapy options 
described here can help improve patients’ quality of life.

CASE uA 66-year-old man you have seen many times for issues 
related to his chronic obstructive pulmonary disease (COPD) 
comes in to your clinic for a routine visit. He has been taking 
budesonide/formoterol twice a day for the last 3 years; how-
ever, he has not always been compliant with his medications 
and has been hospitalized within the last 6 months for disease 
exacerbations. Today, he says he has difficulty falling asleep and 
often becomes short of breath, even when physically inactive. 
His wife, who is accompanying him today, tells you he has be-
come increasingly distant over the past few months and is not 
as engaged at family outings, which he attributes to labored 
breathing. They’re both concerned about this change and ask 
for advice.

Despite the increased awareness that generalized anxi-
ety disorder (GAD) and major depressive disorder 
(MDD) are common comorbidities of COPD, they 

remain underdiagnosed and undertreated in patients with 
COPD. The results are increased rates of symptom exacerba-
tion and rehospitalization.1 Family physicians, who are the 
primary caregivers for most patients with the disease,2 can 
maximize patients’ quality of life by recognizing comorbid 
mental illness, motivating and engaging patients in their dis-
ease management, and initiating appropriate treatment.

Anxiety and depression in COPD:  
A 2-way street
Several studies have assessed the prevalence of psychological 
disorders in patients with COPD. Affective disorders, mainly 
GAD and MDD, are the ones most commonly associated with 
poor COPD prognoses.3,4 GAD is at least 3 times more preva-
lent in patients with COPD than in the general US population,5 
reaching upwards of 55%.1,6 Prevalence of MDD is also high, 
affecting approximately 40% of patients with the disease.1

Strength of recommendation (SOR)

	A 	� Good-quality patient-oriented 
evidence

  	B 	�� Inconsistent or limited-quality 
patient-oriented evidence

 �	C 	� Consensus, usual practice,  
opinion, disease-oriented  
evidence, case series

PRACTICE  
RECOMMENDATIONS
❯ Initiate both pharmacologic 
and psychological therapies 
for anxiety or depression 
coexisting with COPD to 
improve patient outcomes.  B

❯ Consider buspirone 
as an alternative to 
benzodiazepines for anxiety 
coexistent with COPD.  B

❯ Consider motivational 
interviewing as a behavioral 
approach to help patients 
who are ambivalent about 
or resistant to change.  B
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GAD and MDD are more prevalent as co-
morbidities of COPD than they are with other 
chronic diseases such as orthopedic condi-
tions, pulmonary tuberculosis, hyperten-
sion and heart disease, stroke, diabetes, and 
cancer.5,7-9 Patients with COPD, more so than 
patients with other serious chronic diseases, 
report heightened edginess, anxiousness, 
tiredness, distractibility, and irritability,5 per-
haps owing in part to breathlessness and “air 
hunger.”10

The connection between COPD and 
GAD or MDD is not unidirectional, with 
progression of lung disease exacerbating its 
psychological comorbidities. The interaction 
is reciprocal, as clarified by Atlantis, et al, in 
a 2013 systematic review and meta-analysis 
that assessed key variables in the develop-
ment of COPD and GAD or MDD.11 

COPD increases the risk of MDD, which 
is associated with increased tobacco con-
sumption, poor adherence with COPD medi-
cations, and decreased physical activity.11 
Compounding the problem of inactivity is 

the fact that COPD—particularly longstand-
ing disease—can lead to volume reductions 
in the anterior cingulate cortex of patients, 
which correlates with a persistent fear of per-
forming physical activity.12 MDD in the set-
ting of COPD also complicates the already 
complex interplay between nicotine depen-
dence and attempts at smoking cessation.11

GAD/MDD worsens COPD outcomes
Comorbid GAD and MDD increase demands 
on our health care system and decrease the 
quality of life for patients with COPD. Anxious 
or depressed patients have higher 30-day re-
admission rates and less frequent outpatient 
follow-up than COPD patients without these 
mental comorbidities.6 Patients with comor-
bidities tend to have a higher prevalence of 
systemic symptoms independent of COPD 
severity,7 exhibit poorer physical and social 
functioning,13 and experience greater im-
pairment of quality of life than patients with 
lung dysfunction alone.1,14 Patients with GAD 

Somatic symptoms 
of anxiety, such as 
hyperventilation,  
shortness of breath,  
and sweating, may  
easily be attributed  
to pulmonary disease, 
instead of a psychological 
disorder.
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or MDD have a 43% increased risk of any 
adverse COPD outcome, which can include 
exacerbations, COPD-related diagnoses (eg, 
emphysema), new anxiety or depression 
events, and death.11 Specifically, the risk of a 
COPD exacerbation rises by 31% in patients 
with comorbid GAD or MDD, and risk of 
death in those with comorbid MDD increases 
by 83%.11

GAD or MDD with COPD increases 
health care utilization and costs per pa-
tient when compared with patients who 
have COPD alone.9 Annual physician visits, 
emergency-room visits, and hospitaliza-
tions for any cause are higher in anxious or 
depressed COPD patients, and they have a 
77% increased chance annually of a COPD-
related hospitalization.9 Annual COPD-relat-
ed health care costs for patients with GAD or 
MDD are significantly higher than the aver-
age COPD-related costs for patients without 
depression or anxiety, leading to significantly 
increased all-cause health care costs: $28,961 
vs $22,512.9 Addressing and managing co-
morbid GAD or MDD in COPD patients could 
substantially reduce health care costs. 

Be vigilant for anxiety, depression—
even when COPD is mild
One reason comorbid GAD or MDD may 
be overlooked and underdiagnosed is that 
the symptoms can overlap those of COPD. 
In cases where suspicion of GAD or MDD 
is warranted, providers must keep separate 
the diagnostic inquiries for COPD and these  
comorbidities.6  

Somatic symptoms of anxiety, such as 
hyperventilation, shortness of breath, and 
sweating, may easily be attributed to pul-
monary disease instead of a psychological 
disorder. Differentiating the 2 processes be-
comes more difficult with patients younger 
than 60 years, as they are more likely to ex-
perience symptoms of GAD or MDD than 
older patients, regardless of COPD sever-
ity.15 Therefore, when assessing COPD pa-
tients, physicians need to be more vigilant 
for anxiety and depression, even in the mild-
est cases.14

❚ Several methods exist for assessing 
anxiety and depression, including the Gen-

eralized Anxiety Disorder Screener 7 (GAD-7) 
and the Patient Health Questionnaire (PHQ) 
2 or 9.16 All PHQ and GAD-7 screeners and 
translations are downloadable from www 
.phqscreeners.com/select-screener and per-
mission is not required to reproduce, trans-
late, display, or distribute them (FIGURE).16 
Other anxiety and depression screening in-
struments are also available. 

No one method has been shown to be 
most effective for rapid screening, and the 
physician’s comfort level or familiarity with 
a particular assessment tool may guide se-
lection. One advantage of short screening 
instruments is that they can be incorporated 
into electronic health records for easy use 
across continuity visits. Although routine 
screening for these mental comorbidities 
takes slightly more time—especially in high-
volume family practice clinics—it needs to 
become standard practice to protect pa-
tients’ quality of life.

Managing psychiatric conditions 
in COPD
Treatment for GAD and MDD in COPD is of-
ten suboptimal and may diminish a patient’s 
quality of life. In one study, COPD patients 
with a mental illness were 46% less likely 
than those with COPD alone to receive medi-
cations such as short- or long-acting bron-
chodilators and inhaled corticosteroids.17 
Therapy for both the physiologic abnormali-
ties and mental disturbances should be ini-
tiated promptly to maintain an acceptable 
state of health.

❚ Pharmacotherapy. Reluctance to give 
traditional psychiatric medications to COPD 
patients contributes to the under-treatment 
of mental comorbidities. While benzodiaz-
epines are generally not recommended—es-
pecially in severe COPD cases due to their 
sedative effect on respiratory drive—alterna-
tives such as buspirone, tricyclic antidepres-
sants (TCAs), selective serotonin reuptake 
inhibitors (SSRIs), and selective norepineph-
rine reuptake inhibitors (SNRIs) have been 
shown to effectively reduce GAD, MDD, and 
dyspnea in these patients5,14  (TABLE18,19).

❚ Non-pharmacotherapy approaches. 
Having patients apply behavioral-modifica-

Do you customarily 
screen patients 
with COPD for 
anxiety and  
depression?

n	� Yes

n	� No

INSTANT  
POLL
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tion principles to their own behavior20 has 
been proposed as a standard of care in the 
treatment of COPD.21 A recent systematic re-
view found that self-management (behavior 
change) interventions in patients with COPD 
improved health-related quality of life, re-
duced hospital admissions, and helped alle-
viate dyspnea.22 While that review could not 
make clear recommendations regarding the 
most effective form and content of self-man-
agement in COPD,22 patient engagement and 
motivation in creating treatment goals are 
considered critical ingredients for effective 
self-management.21

Motivational Interviewing (MI) is an ev-
idence-based behavioral approach designed 
for patients who are ambivalent about or 
resistant to change.23 MI works by support-
ing a patient’s autonomy and by activating 
his/her own internal motivation for change 
or adherence to treatment. In MI, the phy-
sician’s involvement with the patient relies 
on collaboration, evocation, and autonomy, 
rather than confrontation, education, and 
authority. MI involves exploration more than 
exhortation, and support rather than persua-
sion or argument. The overall goal of MI is to 
increase intrinsic motivation so that change 
arises from within and serves the patient’s 
goals and values.23

Benzo, et al, provide a very detailed de-
scription of a self-management process that 
includes MI.21 Their protocol proved to be 

feasible in severe COPD and helped increase 
patient engagement and commitment to 
self-management.21 This finding and similar 
evidence of MI’s effectiveness in a variety of 
other health conditions suggest that phar-
macotherapy and cognitive-behavior therapy 
can be delivered in combination with an MI 
approach.

❚ Self-management depends on a pa-
tient’s readiness to implement behavioral 
changes. Patients engaged in unhealthy 
behavior may be reluctant to change at a 
particular time, so the physician may focus 
efforts on such behaviors as self-monitoring 
or examining values that may lead to future 
behavior change. 

For example, a patient may not want to 
stop smoking, but the physician’s willingness 
to ask about smoking in subsequent visits 
may catch the patient at a time when motiva-
tion has changed—eg, perhaps there is a new 
child in the home, prompting a recognition 
that smoking is now inconsistent with one’s 
values and can be resolved with smoking 
cessation. Awareness of an individual’s base-
line behavior and readiness to change assists 
physicians and other health professionals in 
tailoring interventions for the most favorable 
outcome. 

Several other non-pharmacologic meth-
ods to reduce symptoms of GAD and MDD in 
patients with COPD have been studied and 
supported by the literature. 

FIGURE

The GAD-7—a tool to assess for generalized anxiety disorder16

Over the last 2 weeks, how often have you been 
bothered by the following problems?

Not at all Several days More than half 
the days

Nearly every 
day

1. Feeling nervous, anxious, or on edge 0 1 2 3

2. Not being able to stop or control worrying 0 1 2 3

3. Worrying too much about different things 0 1 2 3

4. Trouble relaxing 0 1 2 3

5. Being so restless that it is hard to sit still 0 1 2 3

6. Becoming easily annoyed or irritable 0 1 2 3

7. Feeling afraid as if something awful might happen 0 1 2 3

                                               For office coding: Total Score            ____          =            ____          +           ____           +            ____       

Scoring: 5-9, mild anxiety; 10-14, moderate anxiety; ≥15, severe anxiety.

CONTINUED ON PAGE 255
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•	 Progressive muscle relaxation, stress 
management, biofeedback, and guid-
ed imagery have been shown to de-
crease symptoms of anxiety, dyspnea, 
and airway obstruction.5,14 

•	 Pulmonary rehabilitation programs 
including psychotherapy sessions 
have also relieved symptoms of GAD 
and MDD for patients with COPD. 

•	 Programs that include physiotherapy, 
physical exercise (arm and leg exer-
cise, aerobic conditioning, flexibility 
training), patient education, and psy-

chotherapy sessions have significantly 
lowered GAD and MDD scores when 
compared with similar rehabilitation 
programs not offering psychotherapy.24 

•	 Cognitive-behavioral therapy has 
been variably effective in treating co-
morbid GAD and MDD, with studies 
citing either superiority5 or equiva-
lence25 to COPD education alone. 

Increasingly, psychologists have been in-
tegrated into primary care with implementa-
tion of the Patient-Centered Medical Home.26 

TABLE

Drug treatment options for anxiety or depression in COPD18,19

Drug class Indications and dosage Contraindications and cautions Adverse effects 

Antianxiety

-buspirone

GAD: 15-30 mg/d  
q 8-12h

Hypersensitivity to drug

Use with caution in renal  
or hepatic impairment

(>10%) Dizziness; (1%-10%) drowsiness, nausea, 
headache, nervousness, blurred vision, confusion, 
diarrhea, excitement, insomnia, myalgia,  
numbness, paresthesia, rash, tremor, weakness, 
nasal congestion, sore throat, nonspecific chest 
pain, tinnitus, dream disturbances

TCAs 

-amitriptyline

-nortriptyline

MDD:

100-200 mg at night

25 mg q 6-8h

Acute MI recovery

Hypersensitivity to drug class

Avoid abrupt withdrawal 

Use with caution in hepatic 
impairment, prolonged QT 
interval, and coadministration 
with serotonergic drugs (MAOI, 
linezolid, IV methylene blue)

May increase suicidality in young patients

(% undefined) Fatigue, lethargy, sedation,  
weakness, dry mouth, constipation, blurred vision, 
agitation, anxiety, headache, insomnia, nausea, 
vomiting, sweating, orthostatic hypotension, ECG 
changes, tachycardia, confusion, extrapyramidal 
symptoms, paresthesia, tinnitus, rash, increased 
LFTs, sexual dysfunction, seizure, agranulocyto-
sis, eosinophilia, leukopenia, thrombocytopenia, 
SIADH

SSRI*

-sertraline

MDD:

50-200 mg/d

Hypersensitivity to drug class

Concomitant disulfram use

Avoid abrupt withdrawal

Use with caution in hepatic 
impairment

May increase suicidality in young patients

(>10%) Diarrhea, nausea, headache, insomnia, 
ejaculation disorder, dizziness, dry mouth, fatigue, 
drowsiness; (1%-10%) agitation, anorexia, anxiety, 
constipation, paresthesia, impotence, sweating, 
malaise, vomiting, pain

SNRI* 

-venlafaxine

GAD: 37.5-225 mg/d 
extended release 

MDD: 75-375 mg/d im-
mediate release  
q 8-12h

Hypersensitivity to drug class

Use with caution if coadminis-
tered with serotonergic drugs 
(MAOIs, linezolid, IV methylene 
blue)

Adjust dosing in patients with 
renal or hepatic impairment

Avoid abrupt withdrawal

May increase suicidality in young patients

(>10%) Headache, nausea, insomnia, asthenia, 
dizziness, ejaculation disorder, somnolence, dry 
mouth, diaphoresis, anorexia, nervousness,  
anorgasmia; (1%-10%) weight loss, abnormal  
vision, hypertension, impotence, paresthesia, 
tremor, vasodilation, vomiting, weight gain,  
flatulence, pruritus, yawning, dyspepsia,  
twitching, mydriasis

COPD, chronic obstructive pulmonary disease; ECG, electrocardiogram; GAD, generalized anxiety disorder; IV, intravenous; LFT, liver function tests; MAOI, mono-
amine oxidase inhibitor; MDD, major depressive disorder; MI, myocardial infarction; SIADH, syndrome of inappropriate antidiuretic hormone secretion; SNRI, selec-
tive norepinephrine reuptake inhibitor; SSRI, selective serotonin reuptake inhibitor; TCA, tricyclic antidepressant.

*First-line choice. Use in concordance with proper clinical judgment. Additional agents available as clinicians see fit. 
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However, if primary care physicians do not 
have behavioral specialists available, they 
can contact the American Psychological As-
sociation, their state psychological associa-
tion, or professional organizations, such as 
the Society of Behavioral Medicine, for refer-
ral to professionals trained in behavioral self-
management skills.

Initiation of treatment, whether phar-
macological or non-pharmacological, and 
emphasis on self-management of the dis-
ease can greatly improve patients' percep-
tions of their condition and overall quality 
of life.

CASE u The patient screens positive for GAD 
and you give him a prescription for venlafaxine 
to begin immediately. Using an MI approach, 
you help the patient clarify that being more en-
gaged with his family is important to him. Ac-
knowledging that your recommendations are 
consistent with his values, the patient agrees 
to pursue pulmonary rehabilitation and, with 
the aid of a behavioral health specialist, learn 
self-management techniques for medication 
adherence and social reengagement.           JFP
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Ms. Sydney Marsh, 3009 S 35th Ave., Omaha, NE 68105; 
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The risk  
of a COPD  
exacerbation 
rises by 31%  
in patients with 
comorbid  
anxiety or  
depression; risk 
of death in those 
with comorbid 
depression  
increases  
by 83%.
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