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Antidepressants are associated with elevated risk of hospitalisation and mortality. This underscores
that the importance of having a collaborative care and patient-centred approach to manage depression
in patients with COPD is worthy of consideration. http://ow.ly/BNkT30kGMqq
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Chronic obstructive pulmonary disease (COPD) affects >174 million people and is now the third leading
cause of death worldwide [1]. In 2011, in the European Union alone, the costs of COPD (including both
direct and indirect costs, and lost productivity due to increased disability-adjusted life-years) exceed €141
billion [2, 3].

Depression affects ∼40% of patients with COPD [4]. One in four individuals with COPD with depression
will experience a chronic course of illness [5]. Inadequately treated depression is often associated with
increased physical disability, impaired quality of life, social isolation, poor adherence to medical treatment,
emergency healthcare utilisation, increased length of hospital stay and dependency on caregivers [4–7]. In
addition, patients with COPD and concomitant major depression are disproportionately from a lower
socioeconomic status, and exhibit higher rates of substance abuse disorders and significantly more
comorbidities [4–6]. Depression in patients with COPD was associated with increases in both 30- and
60-day hospital readmission rates [8, 9], and prior exacerbations predict both future exacerbations and an
increased length of hospital stay [5, 8, 9]. In addition, factors associated with excessive mortality in
patients with COPD include sociodemographic, behavioural and clinically relevant disease severity markers
as shown in table 1 [10–21, 23, 24].

The UK National Institute for Health and Care Excellence guideline for the management of depression in
older adults recommends either selective serotonin reuptake inhibitors (SSRIs) or serotonin–noradrenaline
reuptake inhibitors (SNRIs) as the first line of therapy for moderate-to-severe depression in patients with
physical illnesses, including COPD [25]. Serotonergic antidepressants have better safety records and fewer
adverse events than tricyclic antidepressants. However, the efficacy of serotonergic antidepressants in the
treatment of major depression in patients with COPD remains controversial [26].

In this issue of the European Respiratory Journal, VOZORIS et al. [27] present their examination of
administrative data from a population of 131718 older adults (aged ⩾66 years) with a validated diagnosis
of COPD. They compared new users of SSRIs or SNRIs among 118611 community-dwelling individuals
and 13107 long-term care home residents with COPD to SSRI or SNRI nonusers by propensity score
matching. Compared to nonusers, new users experienced a higher risk of hospitalisation (15%), emergency
care visits (13%), COPD or pneumonia-related mortality (26%), and all-cause mortality (20%). In
addition, respiratory-related and all-cause mortality rates were significantly higher among long-term care
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home residents newly starting SSRI/SNRI drugs compared to controls. In contrast, there was a significantly
decreased rate of outpatient exacerbations among SSRI/SNRI users and no significant association with
intensive care admissions during hospitalisations for COPD or pneumonia.

Importantly, in the subgroup of individuals with no exacerbations in the year prior to initiating new drug
therapy, the new SSRI/SNRI users had significantly decreased outpatient exacerbations compared to
nonusers. In surprising contrast, individuals with one or more exacerbation requiring hospitalisation in the
year prior to index had a significantly increased rate of hospitalisation and COPD-related mortality among
the new users. However, these associations (i.e. more hospitalisations and greater mortality) did not extend
to patients with a COPD exacerbation in the 30 days prior to initiating new drug therapy.

What do these findings mean to prescribers and healthcare professionals who care for COPD patients with
comorbid depression? Firstly, VOZORIS et al. [27] should be congratulated for sterling work that draws our
attention to the small, but clinically significant, elevated risk of adverse events (e.g. hospitalisation and
mortality) after initiation of a SSRI/SNRI. These findings highlight the importance of a meticulous
approach to treating patients with COPD and major depression when prescribing antidepressants,
including an explanation of both the concomitant conditions and the potential adverse events of therapy.
In addition, it is a timely reminder not to deny patients from valuable antidepressant drug therapy, with
clinically relevant salutary outcomes in other chronic diseases with concomitant major depression [28, 29].
Since an SSRI/SNRI is not a panacea, healthcare professionals must be vigilant, embrace the challenges of
this important therapy, and exercise patient-centred care by closely monitoring each patient for any
adverse event following serotonergic antidepressant prescription.

Secondly, studies have shown that individuals with major depression in COPD are most likely to decline
antidepressant drug therapy, due to concerns of stigma, misconceptions about depression, deficiency of
adequate support, and fear of adverse events such as nausea, dry mouth, diarrhoea and somnolence [30].
A recent collaborative care study [31] in a primary care setting employed depression care managers (e.g.
social workers, nurses and psychologists) to intervene with older adults with major depression. The care
managers worked closely with the patients to identify treatment barriers, facilitate participation in a
rehabilitation programme and encourage prescribed antidepressants using algorithm-based depression care
for 2 years. Mortality risk in the intervention group was 24% less than the usual care group and similar to

TABLE 1 Sociodemographic, behavioural and clinically relevant markers are associated with
elevated risk of mortality in patients with chronic obstructive pulmonary disease (COPD)

Sociodemographic characteristics
Older age [10, 11]
Male sex [10]
Lower socioeconomic status and deprivation [12]
Lower body mass index [13, 14]
Increased number of comorbidities [10, 13, 15]
Comorbid cardiovascular disease, cancer and diabetes in COPD [10, 15]

Behavioural factors
Current smoking [16]
Poor compliance to drug treatment [17]
Sedentary behaviour e.g. prolonged physical inactivity [18]

Clinically relevant markers
Severe lung function impairment [10]
High partial pressure of carbon dioxide [10]
Severe dyspnoea [19]
Impaired quality of life [11]
Physical disability [11, 19]
Depression [11, 13, 16, 22]
Long-term oxygen therapy [11, 14]
Anxiety [16]
Chronic heart failure [14, 21]
Falls and history of falls [19]
Reduced exercise capacity [11]

Medications
Poor adherence to inhaled corticosteroids [17]
Benzodiazepines [22]
Opioids [23]
Antidepressants [24, 27]
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older adults without depression. In a similar vein, a multicomponent, case manager-led intervention [32]
included an action plan for the management of acute exacerbation of COPD. This case manager
intervention did not reduce the frequency of emergency department visits or hospital admissions but
reduced the mortality rate by almost half compared to usual care [32].

Thirdly, a number of factors reduce adherence to antidepressant drug therapy, including fear of side-
effects, doctor–patient relationship and/or communication, lack of social support and hopelessness. It is
paramount when prescribing an SSRI/SNRI to follow the principle of “start low and go slow”, gradually
increasing to a therapeutic dose level a patient will adequately tolerate. Furthermore, it is important to
counsel and empower patients about depression prior to initiating an SSRI/SNRI, and also about both the
potential side-effects related to their COPD and how to manage the side-effects. A follow-up visit every
4 weeks, especially in the early stages of antidepressant therapy, is essential in monitoring patient
adherence and progress. Thereafter, either face-to-face or telephone contacts periodically are a worthwhile
venture.

Strengths of the study include the large number of participants enrolled with the control group and the
robust methodology utilised to analyse the data. However, the findings should be interpreted cautiously in
the light of some study limitations, as already acknowledged by the investigators. The retrospective
identification of patients from the database with COPD reinforces the utility of these data in generating
new hypotheses but not for determining firm causal relationships. These administrative data did not allow
ascertainment of the indication for antidepressant treatment. The increased mortality risk identified with
SSRI/SNRI may be additive to the mortality associated with the chronicity of respiratory impairment,
severe dyspnoea, advanced stages of COPD and need for long-term oxygen therapy, which are all markers
of disease severity. The authors should be applauded for their subsequent sensitivity analyses, which
controlled for 40 relevant covariates to mitigate the potential confounders to increased mortality.
Unfortunately, the database also lacks lung function tests, smoking status, alcohol and indices of sleep
deprivation, which further limits the generalisability of the findings. Nevertheless, the results highlight that
patients with COPD and a concomitant diagnosis of depression are at increased risk of hospitalisation and
premature mortality. Unremitted depression (even after SSRI/SNRI therapy) is most likely to reduce
motivation for both seeking help and adhering to treatment, and to increase the burden of disability,
further undermining good care. Finally, the detailed analysis of both community patients and long-term
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(COPD). CBT: cognitive behavioural therapy; NMES: neuromuscular electrical stimulation; SSRI: selective
serotonin reuptake inhibitor; SNRI: serotonin–noradrenaline reuptake inhibitor; ECT: electroconvulsive
therapy; PBT: problem-based therapy.

https://doi.org/10.1183/13993003.01095-2018 3

COPD | A.M. YOHANNES



care residents (likely to be sicker, and with higher prevalence of psychiatric disorders and benzodiazepine
use), excluding patients receiving hospice or palliative care, yielded similar findings, relating
antidepressants to excess morbidity and mortality.

In managing depression in patients with chronic diseases, antidepressants should never be the sole
treatment. Individuals with mild-to-moderate depression may equally benefit from mindfulness or
cognitive behavioural therapy (CBT), and individuals who prefer CBT [33] to antidepressants should have
prompt access to behavioural therapy services. In addition, both exercise therapy and comprehensive
pulmonary rehabilitation [34], as well as complex interventions [35], have shown promising short-term
results in ameliorating depression and anxiety in patients with COPD. Many unanswered questions
remain, conceivably the most noteworthy of which is how to predict which patients are most likely to
derive benefit (remission) from serotonergic antidepressant drugs in patients with COPD. Furthermore,
careful consideration and vigilance are required in the use (prescribing) of benzodiazepines as they relate
with higher risk of emergency care visits and hospitalisation in older adults with COPD [22].

In summary, treatment of depression in older patients with COPD is complex and challenging, including
potential drug interactions. The findings by VOZORIS et al. [27] that SSRI/SNRI therapy is related to
elevated risk of disease burden and mortality underscores the importance of having a collaborative care,
patient-centred approach, as shown in figure 1, to manage depression, and reduce acute exacerbations,
hospitalisations, and mortality in patients with COPD. Prospective, randomised controlled trials are
needed to establish whether SSRI/SNRI therapy is causal or merely a marker for elevated mortality risk in
patients with COPD before denying our patients with major depression this valuable, efficacious therapy.
As depression and COPD are so closely interconnected through socioeconomic status, psychological and
behavioural factors, a multimodal treatment approach that interrupts the pathways linking depression and
excess mortality remains a worthy endeavour.
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