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COPD comorbid with mental illness:
What psychiatrists can do
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ALICE BRICKNER

You can do a great deal to ease
patients’ pulmonary distress as you
manage their psychiatric illness

hronic obstructive pulmonary disease (COPD) usually

is not diagnosed until clinically apparent and mod-

erately advanced. Patients might not notice chronic
dyspnea and smoker’s cough, or might consider their symp-
toms “normal” and not seek medical care. Delayed diagno-
sis is particularly prevalent in the psychiatric population, in
which co-existing medical problems tend to remain unrecog-
nized and untreated.!

Life expectancy of people with serious mental illness
(SMI) is 13 to 30 years less than that of the general pop-
ulation—a gap that has widened over time.? Pulmonary
disease is a leading cause of elevated mortality risk in SMI,
along with cardiovascular and infectious disease, diabetes,
and barriers to care. Having a comorbid mental illness tri-
ples the mortality risk of chronic lower respiratory disease
(Table 1).2

This article describes how you can intervene and improve
quality of life for your patients with COPD by:

¢ asking all patients, especially smokers, if they are expe-

riencing classic symptoms of COPD

¢ advocating for and supporting smoking cessation

efforts

e avoiding drug interactions and off-target dosing

related to COPD and nicotine replacement therapy

¢ considering, if feasible, a switch from typical to atypi-

cal antipsychotic therapy, which could reduce smoking
behavior.

Disclosure
The authors report no financial relationship with any company whose products are mentioned in
this article or with manufacturers of competing products.



What is COPD?

COPD is preventable and treatable. It is char-
acterized by “persistent airflow limitation
that is usually progressive and associated
with an enhanced chronic inflammatory
response in the airways and the lungs to
inhaled noxious particles or gases.”

Smoking tobacco is the greatest risk factor
for developing COPD.> An estimated 50% to
80% of people with schizophrenia are smok-
ers, as are 55% of people with bipolar disor-
der.® COPD is a leading cause of morbidity
and mortality worldwide,”® and its preva-
lence is projected to increase as the global
population and smoking rates grow.’

A simplified schema of the pathophysiol-
ogy of COPD implicates 4 lung areas: paren-
chyma, pulmonary vasculature, central
airways, and peripheral airways."* Variation
in the areas affected and severity of change
contributes to the disease’s heterogeneous
presentation, which can include pulmonary
hypertension, hypersecretion of mucus, cili-
ary dysfunction, airway hyperinflation, and
impaired gas exchange."> Many of these
features lead to systemic effects as well, par-
ticularly on cardiac function.

When to test a patient for COPD
Early diagnosis and treatment can substan-
tially improve quality-of-life outcomes for
patients with COPD. The clinical approach
(Figure 1, page 70) begins with recognizing
classic symptoms. Consider COPD in any
patient with:

e dyspnea (particularly if becoming
worse, persistent, or associated with
exercise)

¢ chronic cough

¢ chronic sputum production

¢ history of risk-factor exposure (particu-
larly tobacco smoke)

¢ family history of COPD.*

If the history and physical exam suggest
COPD (Table 2, page 71), spirometry is the
most reliable test to quantify and character-
ize lung dysfunction. It is not indicated as a
screening tool for healthy adults or appro-
priate when a patient is acutely ill. Forced
expiratory volume in the first second of
expiration divided by the measured forced
vital capacity (FEV1/FVC) < 0.7 defines
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How mental iliness increases
the health burden of COPD

3 Times the risk of chronic bronchitis

5 Times the risk of emphysema

Increased rate and amount of tobacco use

Increased risk of developing tobacco addiction

Increased morbidity and mortality associated
with COPD

COPD: chronic obstructive pulmonary disease

clinical COPD and determines the need for
pharmacologic intervention. Laboratory
studies could be useful in certain clinical
scenarios, such as serum testing for alpha,-
antitrypsin deficiency in patients age <45
with emphysema. Plain film imaging might
be useful to support a COPD diagnosis or
rule out alternate diagnoses.

Psychopharmacology issues

with comorbid COPD
Pharmacotherapy for psychiatric disorders
can exacerbate comorbid COPD. For exam-
ple, long-term use of phenothiazine-related
typical antipsychotics for schizophrenia
has been linked to an increased incidence
of COPD."” Antipsychotic side effects such
as acute laryngeal dystonia and tardive
dyskinesia, most commonly seen with first-
generation antipsychotic use, can aggravate
dyspnea caused by COPD. Opioids and
most hypnotics, sedatives, and anxiolytics
suppress the respiratory drive, and there-
fore should be used with caution in patients
with COPD.

Carefully monitor serum levels of medi-
cations before and during attempts at
smoking cessation. Nicotine’s induction of
the cytochrome P450 1A2 system increases
the metabolism of antipsychotics such as
clozapine, fluvoxamine, olanzapine, and
haloperidol. As a result, potentially toxic
drug levels can occur when a smoker tries
to quit."

Screen patients with COPD for comorbid
psychiatric conditions. New psychiatric
symptoms can emerge after COPD has
been diagnosed, even in patients without
pre-existing psychopathology.
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Avoid using hypnotics

to manage sleep
problems with COPD;
focus on minimizing
sleep disturbance by
limiting cough and
dyspnea
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Clinical approach to COPD

Dyspnea at rest or
upon exertion

Cough with or without sputum
production

Progressive limitation
of activity

Physical exam

General appearance

Chest exam

Extremities exam

Chest radiography
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Hyperinflated lungs
(flattened diaphragm)

FEV1/FVC ratio < 0.7

Air trapping/bullae

Increased bronchovascular
markings

FEV1 <80%

Confirmed COPD
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Smoking cessation

Staging

Treatment

COPD: chronic obstructive pulmonary disease; FEV1: forced expiratory volume after 1 second; FVC: forced vital capacity

Anxiety is a particularly common
COPD comorbidity that can be difficult
to manage. Selective serotonin reuptake
inhibitors, buspirone, cognitive-behavioral
therapy, and pulmonary rehabilitation can
be helpful, although the effect of antide-
pressants on respiration is controversial.
Nortriptyline has been shown to be effec-
tive in treating both anxiety and depres-
sive symptoms in patients with COPD."
Avoid using hypnotics to manage sleep
problems related to COPD; instead, focus
on minimizing sleep disturbance by limit-

ing cough and dyspnea.

Antipsychotics and nicotine
metabolism

Multiple studies have focused on the inter-
play among nicotine, dopamine, and anti-
psychotic agents. Nicotine receptors are
present in the ventral tegmental dopami-
nergic cell bodies, which induce the release
of dopamine and other neurotransmit-

ters when stimulated. Smoking has been
noted to increase in patients administered
haloperidol (a dopamine antagonist) and to
decrease with administration of bromocrip-
tine (a dopamine agonist).!® This suggests
that psychiatric patients might smoke to
overcome the dopamine blockade caused
by most typical antipsychotics, therefore
alleviating their negative and extrapyrami-
dal side effects."”

Alternatively, some studies suggest thata
difference in dopamine receptor occupancy
between typical and atypical antipsychotics
leads to different effects on smoking behav-
ior."® When used long term, typical antipsy-
chotics might increase dopamine receptors
or dopamine sensitivity, and thus reinforce
the positive effect of nicotine by increasing
the number of receptors that can be stimu-
lated, whereas atypical antipsychotics help
stimulate the release of dopamine directly
through partial agonist of serotonin 5-HT1A
receptors.’”® Atypical antipsychotics also
appear to decrease cue-elicited cravings in



people who are not mentally ill, whereas
haloperidol does not.?!

Based on these findings, switching
patients with COPD from a typical to an
atypical antipsychotic, if feasible, might
make smoking cessation more manage-
able.”? Multiple studies have shown that
clozapine is the preferred atypical antipsy-
chotic because it is associated with the most
significant decrease in smoking behaviors.”

First-line therapy: Nicotine
replacement

Smoking cessation slows the progression of
COPD and leads to marked improvements
in cough, expectoration, breathlessness,
and wheezing*® Nicotine replacement
therapy (NRT)—gum, inhaler, lozenges,
nasal spray, and skin patch—is considered
first-line pharmacotherapy. These nico-
tine substitutes can decrease withdrawal
symptoms, although they do not appear
to be as effective for light smokers (eg, <10
cigarettes/d), compared with heavy smok-
ers (eg, >20 cigarettes/d).*

Long-term smoking abstinence can be
improved with combination therapies. A
nicotine patch, kept in place for as long as
24 hours, often is used with a nicotine gum
or nasal spray. Another option combines the
patch with a first-line, non-NRT interven-
tion, such as sustained-release bupropion.
Use bupropion with caution in psychiatric
patients, however. Do not combine it with
a monoamine oxidase inhibitor, and do not
prescribe it to patients with an eating dis-
order or history of seizures.® Bupropion
could induce mania in patients with bipo-
lar disorder.

Varenicline, a nicotinic receptor partial
agonist indicated to aid in smoking cessa-
tion, has been shown to reduce pleasure
gained from tobacco as well as cravings.
It can increase the likelihood of abstinence
from smoking for aslong as 1 year, butitalso
can provoke behavioral changes, depressed
mood, and suicidal ideation. These risks—
described in an FDA black-box warning of
serious neuropsychiatric events—warrant
due caution when prescribing varenicline
to patients with depression. The FDA also
has warned that varenicline could lead to
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History and physical findings
in COPD

Risk factors

Smoking (humber of pack years smoked =
cigarette packs per day x number of years)

Asthma

Long-term exposure to aerosolized irritants (eg,
chemical dusts, fumes, vapors)

Family history of lung disease

Symptoms

Progressive and intermittent dyspnea

Cough usually worse in the mornings and
producing small amount of colorless sputum

Wheezing, particularly during exertion and
exacerbations

Recurrent upper respiratory infection
Physical exam (features of severe disease)

Pursed-lip breathing

Cyanosis

Barrel chest (hyperinflation)

Hyper-resonance on percussion

Use of accessory respiratory muscles or
intercostal retractions (Hoover’s sign of
pulmonary disease)

Prolonged expiratory phase

Decreased intensity of breath and heart sounds
Wheezes during slow or forced breathing

Mild dependent edema

Digital clubbing

COPD: chronic obstructive pulmonary disease

decreased alcohol tolerance and atypically
aggressive behavior during intoxication,
which is of particular concern because of
the high rate of alcohol use among people
with SMI.

Motivating and supporting
change

When counseling patients with mental ill-
ness about smoking cessation, consider
unique motivations that, if disregarded,
could undermine your efforts. As described
above, smoking can ameliorate negative
and extrapyramidal symptoms associated
with typical antipsychotics. This could
explain the significantly higher rates of
smoking associated with typical antipsy-
chotics, compared with atypical antipsy-
chotics.” Patients also could use smoking
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Switching patients
with COPD from a
typical to an atypical
antipsychotic, if
feasible, might make
smoking cessation
more manageable
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Patients with
schizophrenia
can be motivated
to quit smoking
and participate
in treatment for

nicotine dependence |
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mFigure 2,

Algorithm for outpatient COPD pharmacotherapy

Confirmed COPD

Mild and intermittent symptoms?

Use short-acting anticholinergic
or short-acting 2 agonist
as needed

agonist plus short-acting 2 agonist

Persistent symptoms?

Use scheduled long-acting
anticholinergic or long-acting 32

as needed

Still symptomatic?
Add inhaled corticosteroid
and/or

Use long-acting B2 agonist and
long-acting anticholinergic together

Insufficient control?
Consider adding theophylline

COPD: chronic obstructive pulmonary disease

as self-medication for depression and anxi-
ety. Therefore, take care to offer alternate
methods for coping, along with smoking
cessation recommendations.?

Screen all adult patients for tobacco use,
and offer prompt cessation counseling and
pharmacologic interventions.?® As a motiva-
tional intervention, the “5 As” framework—
ask, advise, assess, assist, arrange—can
help gauge patients’ smoking status and
willingness to quit, as well as emphasize
the importance of establishing a concrete,
manageable plan.?

Keep in mind the barriers all patients
face in their fight to quit smoking, such as
nicotine withdrawal, weight gain, and loss
of a coping mechanism for stress.” Patients
with schizophrenia can be motivated to quit
smoking and participate in treatment for
nicotine dependence.®

Besides encouraging smoking cessation,
you can educate patients in behaviors that
will improve COPD symptoms and man-
agement. These include:

¢ reducing the risk of lung infections
through vaccinations (influenza yearly,
pneumonia once in adulthood) and avoid-
ing crowds during peak cold and influenza
season

¢ participating in physical activity, which
could slow lung function decline

¢ adhering to prescribed medication

* eating a balanced diet

* seeking medical care early during an
exacerbation.

Coaching patients in symptom
control
Smoking cessation may have the greatest
long-term benefit for patients with COPD,
but symptom management is important as
well (Figure 2). Pharmacotherapy for COPD
usually is advanced in steps, but a more
aggressive approach may be necessary for
patients presenting with severe symptoms.
Mainstays of COPD therapy are inhaled
bronchodilators, consisting of B2 agonists



and anticholinergics, alone or in combina-
tion. Short-acting formulations are used for
mild and intermittent symptoms; long-acting
bronchodilators are added if symptoms per-
sist.* When dyspnea, wheezing, and activity
intolerance are not well-controlled with bron-
chodilators, an inhaled corticosteroid can be
tried, either alone or in combination with a
long-acting bronchodilator.*

Adherence to medical recommendations
is critical for successful COPD manage-
ment, but inhaled therapy can be difficult
for psychiatric patients—especially patients
with cognitive or functional impairment.
Asking them to demonstrate their inhaler
technique can help assess treatment
effectiveness.™

Referral to a pulmonologist is strongly
advised in cases of:

® advanced, end-stage COPD (FEV1
<50% predicted value despite adherence to
recommended treatment, or rapid decline
of FEV1)

¢ COPD in patients age <50

* frequent exacerbations

* possible complications
chronic heart failure

e indications for oxygen treatment

related to

(eg, resting or ambulatory oxygen satura-
tion <88% or PaO, <55 mm Hg).*
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Chronic obstructive pulmonary disease (COPD) is a common condition with high
morbidity and mortality. Comorbid COPD and tobacco smoking is especially
prevalent in people with mental illness. Early diagnosis of COPD is important
because appropriate management can alleviate symptoms, improve health status
and exercise capacity, and prolong survival. You can play an integral role in COPD
management by promoting smoking cessation and encouraging adherence to

treatment.

Cgrrenf

SYCHIATRY
A CurrentPsychiatry.com

Clinical Point

Mainstays of COPD
therapy are inhaled
bronchodilators,
consisting of 32
agonists and
anticholinergics, alone
or in combination

Current Psychiatry
Vol. 15, No. 5 | 73



can be difficult for

. Kumari V, Postma P. Nicotine use in schizophrenia: the

self medication hypotheses. Neurosci Biobehav Rev.
2005;29(6):1021-1034.

in asthma and COPD: an exploration of pulmonologists’
views. Neth ] Med. 2003;61(3):71-81.

i 12. O’'Donnell DE, Revill SM, Webb KA. Dynamic hyperinflation 23. Procyshyn RM, Tse G, Sin O, et al. Concomitant clozapine
: and exercise intolerance in chronic obstructive pulmonary reduces smoking in patients treated with risperidone. Eur
: disease. Am ] Respir Crit Care Med. 2001;164(5):770-777. Neuropsychopharmacol. 2002;12(1):77-80.
i 13. Volkov VP. Respiratory diseases as a cause of death in 24. Anthonisen NR, Connett JE, Kiley JP, et al. Effects of smoking
' schizophrenia [article in Russian]. Probl Tuberk Bolezn intervention and the use of an inhaled anticholinergic
' Legk. 2009;(6):24-27. bronchodilator on the rate of decline of FEV1. The Lung
{14 Kroon LA. Drug interactions and smoking: raising Health Study. JAMA. 1994;272(19):1497-1505.
' awareness for acute and critical care providers. Crit Care 25. Pisinger C, Godtfredsen NS. Is there a health benefit of
: Nurs Clin North Am. 2006;18(1):53-62, xii. reduced tobacco consumption? A systematic review.
i 15. Borson S, McDonald GJ, Gayle T, et al. Improvement in Nicotine Tob Res. 2007;9(6):631-646.
mood, physical symptoms, and function with nortriptyline 26. Fiore MC, Jaén CR, Baker TB, et al. Treating tobacco use
' for depression in patients with chronic obstructive and dependence: 2008 update. Clinical Practice Guideline.
: pulmonary disease. Psychosomatics. 1992;33(2):190-201. Rockville, MD: Public Health Service, US Department of
16. Caskey NH, Jarvik ME, Wirshing WC. The effects of Health and Human Services; 2008.
: dopaminergic D2 stimulation and blockade on smoking 27. Barnes M, Lawford BR, Burton SC, et al. Smoking and
! behavior. Exp Clin Psychopharmacol. 1999;7(1):72-78. schizophrenia: is symptom profile related to smoking and
i 17. Dawe S, Gerada C, Russell MA, et al. Nicotine intake in WhiCh antipsychotic medicaticrn is of benefit in reducing
! smokers increases following a single dose of haloperidol. cigarette use? Aust N Z ] Psychiatry. 2006,40(6-7):575-580.
; Psychopharmacol (Berl). 1995;117(1):110-115. 28. Screening for chronic obstructive pulmonary disease
i 18. de Haan L, Booji J, Lavalaye J, et al. Occupancy of using  spirometry: . US. Preventive Services Task
! dopamine D2 receptors by antipsychotic drugs is related Force recommendation statement. Ann Intern Med.
: to nicotine addiction in young patients with schizophrenia. 2008;148(7):529-534.
: Psychopharmacology (Berl). 2006;183(4):500-505. 29. Agency for Healthcare Research and Quality. Five major
! 19. Hertel P, Nomikos GG, Iurlo M, et al. Risperidone: regional steps to intervention (The “5 A's”). http://www.ahrg.
Clinical Point effects in vivo on release and metabolism of dopamine gov/profeSS}onals/c11n1c1ans-prov1ders/guldelmes—
B — : and serotonin in the rat brain. Psychopharmacology (Berl). recommendations/ tobacco/5steps.html.  Published 2012.
d h d . I ; 1996;124(1-2):74-86. Accessed March 2, 2016.
A erence to medica 20. Silvestri S, Seeman MV, Negrete JC, et al. Increased 30. Addir}gton 1 el—Gue;baly Nf CamPtI;eH VV, et harle Smoking
H H ! dopamine D2 receptor binding after long-term treatment cessation treatment for patients wi schizophrenia. Am ]
recommendatlons IS : with antipsychotics in humans: a clinical PET study. Psychiatry. 1998;155(7):974-976.
Cr|t|ca| for successful ; Psychopharmacology (Berl). 2000;152(2):174-180. 31. ?mow#z BJ, O'Shea T. Chror‘uc. obstructive pulmonar-y
! 21. Hutchison KE, Rutter MC, Niaura R, et al isease: prevalence, characteristics, and pharmacologic
‘ ; ici ; i ing home residents with cognitive
COPD management, Olanzapine  attenuates  cue-elicited  craving  for freatment in nursing gni
g ! tobacco. Psychopharmacology (Berl). 2004;175(4):407-413. impairment. ] Manag Care Pharm. 2012;18(8):598-606.
but in ha I ed thera py Y 32. Schermer T, Smeenk F, van Weel C. Referral and consultation

psychiatric patients

NOW ONLINE AT WWW.CURRENTPSYCHIATRY.COM

A supplement to C

I'TCI)

SUPPLEMENT TO

FREE 1.0 CME CREDIT

Diagnosingand Managing
Depressive Episodes n the DSA 5 Era

CME Information
Falanse Date: Oxtobise 1, 2015
Expiration Date: Octobss 1, 2016
Estimated Time to Complote this Activity:
Thour

SYCHIATRY

Cyrrent @

Diagnosing and Managing
Depressive Episodes
inthe DSM-5 Era

Overview
‘Thisartile provides a review of the particular
halenges relted 10 Siignosing bipolar
and majar depeession dsarders with moed
features and discusses the importance of
accurats assemmantof the meed features
‘Qualfer in arder 10 provid optial
restment for patients. Noresrve, e

Diagnosing and Managing
Depressive Episodes in the
DSM-5 Era .

Roger S. MclIntyre, MD, FRCPC

Professor of Psychiatry

and Pharmacology
University of Toronto
Head, Mood Disorders
Psychopharmacology Unit
University Health Network
Toronto, ON, Canada

ol bigoler
chscrder with mbesd estures and major

e  disordier with rxed features wil
e addressed.

Target Audience

This actaiy has been designed tomeet

he premise of the newly introduced mixed features specifier
T e Dingunte St Moo o il vt i
it (SM-5)  srilar b0 what was propesed approximately
acentury ago as partof the “manic depression” unification hyFothesis.
n psychiatrist Emil Kraepelin (1856-1926) originally conceptual-

ized affective states. e wherein an I
d at via a confluence of
st

! for). Hisorigi

asit lcked the bi

jjor depressive disorder—terms that eventually
Krzepelin described a total of 6 types of mixed

mania, excited depression, mania with
or, depression with Fight of ideas, and
eprossion. The phenotypic variation of

 Itegate mechanisms fordesingushing
unpoar and bipoler depressioninta the
disgnoss of patents with cepeassrve
" igure 1) ane sirila, but not identical,
ry of mixed states subsumed under the
ASM-5!

DISCUSSION INCLUDES: B i
« Applying the mixed features specifier

i o scous g
+ Implications of mixed features for illness severity,
comorbidities, and treatment response

« Management strategies

irder heuristically bridges bipolar dis-
fer and s a tacit endorsement of an

of mixed states, which was defined as
feand degressive episode: The speci-
3¢ applicd to an episode of hypoma-
el deprossive featres are present, as
eif 3 0r more prespeified hypomanic
juxtaposes the conceptual
cam b scen in the figure, for
at Joast 3 core manic symp
e symptoms need to be present. For
mixcd footures, at levst 3 core manic
yinp d at east 5 depressive sympt d tobe present?
Several cone and nonoverlapping SYmpoms exist in depression
with mixed features. Symptoms that zre core (ie. allowed) include
diminished interest or pleasure, slowed physical and emotional resc-
coutmutn o4 ot 53

This activity is jointly provided by RMEI, LLC and
Postgraduate Institute for Medicine and is supported by
an independent educational grant from Sunovion

Postgradute Institute
TIND |

Suppiament to Curren: Prychiatry | Vol 14,8010 | Octobar 2015 $1




