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Depression affects approximately 20 million Americans, and 16 percent of the population
will experience it during their lifetime (National Institutes of Mental Health, 2007).
Depression is associated with a range of emotional and physical symptoms, including
feelings of hopelessness and guilt, loss of appetite, sleep disturbance, and suicidal thoughts.
Over the past decade or so, this list of factors associated with depression has expanded even
further to include an increased risk of heart disease.

The evidence is provocative, albeit correlational: Individuals who are otherwise
healthy but suffering from depression are more likely to develop and to die from
cardiovascular disease (e.g., Glassman & Shapiro, 1998). Depression following a heart
attack also dramatically increases one’s risk of cardiac-related death (Lespérance, Frasure-
Smith, Talajic, & Bourassa, 2002). According to Lespérance and colleagues (2002), patients
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who experience depression following a myocardial infarction experience a fourfold increase
in five-year mortality rates.

Given this pattern of associations, the natural next step would seem to be a
randomized controlled trial (RCT) comparing the outcomes of cardiac patients who are
given antidepressant drugs with those given a placebo. However, as the editors of
Depression and Heart Disease point out, researchers run into numerous practical and ethical
concerns that can stall even the best of RCT aspirations.

On the practical side, advances in treatment following acute coronary syndrome have
led to a significant reduction in adverse cardiac events. Lower frequency events mean lower
statistical power, so researchers would need extremely large samples in order to demonstrate
changes in morbidity and mortality rates. On the ethical side, increases in both awareness of
depression and advances in its treatment have made it “harder to find either ethics boards or
depressed patients willing to accept placebo treatment” (p. x).

In the meantime, researchers have devoted considerable attention to uncovering the
mechanisms that link depression with heart disease. In Depression and Heart Disease,
editors Glassman, Maj, and Sartorius provide an excellent and up-to-date review of this
research, with chapters focused on physiological (Chapter 2), genetic (Chapter 3), and
behavioral/psychological (Chapter 4) mechanisms. Their stated goal for the volume is to
increase awareness of these links and mediators among physicians and psychiatrists, and to
stress the benefits of treating the “whole patient”—that is, treating each disorder in the
context of the other.

At the behavioral level, depressed patients are less physically active, more prone to
poor hygiene, and less likely to comply with treatment plans—all of which are associated
with poor cardiac outcomes. In his chapter on genetic mechanisms, de Geus offers a cutting-
edge epigenetic framework, suggesting that depression and heart disease may also share
common genetic factors. This “genetic pleitropy” phenomenon occurs when “low-level
biological variation has effects on multiple complex traits at the organ and behavioral level”
(p. 58). For instance, the same genes might influence both atherosclerotic processes and
increased depression symptoms. De Geus’s review suggests that many of these pleitropic
genes may be those that are involved in inflammatory processes.

At the physiological level, depression and cardiac disease share a number of
commonalities, including disruptions in the hypothalamic–pituitary–adrenal (HPA) axis.
Depressed patients show elevated baseline cortisol (e.g., Beluche et al., 2009) and a
disruption in diurnal cortisol rhythms (e.g., Keller et al., 2006).

What drives these neuroendocrine changes? Among other things, the high serotonin
levels associated with depression lead to increased production of corticotrophin-releasing
hormone, which leads to a downstream increase in cortisol production. All of this extra
cortisol floating around causes a down-regulation in cortisol receptors. Under normal
circumstances, the HPA axis can shut itself off through a negative feedback loop, but this
loop is disrupted when the receptors become less responsive.



In sum, depressed individuals have increased cortisol production and sustained high
cortisol levels. One implication of these findings is that decreasing cortisol might help to
alleviate depression. Indeed, Pearson Murphy (1997) found a 65 percent rate of
improvement in depressed patients following an eight-week treatment with a gluccocorticoid
antagonist.

An understanding of these connections begs the question of whether and how treating
depression might improve outcomes for patients with heart disease. Glassman et al. dedicate
two chapters to this question, focused on drug treatments (Chapter 5) and psychotherapies
(Chapter 6), respectively. Several recent studies have found that incorporating selective
serotonin reuptake inhibitors into treatment regimens of cardiac patients leads to a reduction
in the incidence of “life-threatening cardiovascular events” (p. 128), such as strokes,
myocardial infarctions, and congestive heart failures. Due to issues with statistical power,
discussed above, these specific outcomes are more feasible to test than are overall mortality
rates. Likewise, a variety of psychotherapies have proven effective in improving outcomes
for cardiac patients. Cognitive-behavioral therapy seems to be the most effective of these,
either in isolation or in combination with antidepressant drugs.

There is a common thread running through both of the treatment chapters that helps to
drive home the editors’ primary goal for the volume. As Carney and Freedland put it,
“Although much more work remains to be done in this area, enough is already known about
psychotherapy for comorbid depression in heart disease to suggest that a higher priority
should be placed on translation of this research into clinical practice” (p. 163). In other
words, we may be a little fuzzy on the mechanisms, but we know it works—and there’s no
reason not to assess and treat depression in cardiac patients.

As Glassman and Bigger point out in Chapter 5, depression following a cardiac event
is often either overlooked by the treating physician or dismissed as a natural and temporary
reaction to a hospital stay. The tendency is to treat these conditions in isolation rather than
treating the whole patient. Glassman et al. have assembled an impressive set of chapters in
this volume, with the goal of making physicians and psychiatrists aware of the connections
between heart disease and depression. It is hard to come away from Depression and Heart
Disease without appreciating the need to assess both conditions and to account for their
comorbidity in any treatment regimen following cardiac hospitalization. Depression and
Heart Disease is informative and well organized; it should be required reading for any
medical professional.

References



PsycCRITIQUES

1554-0138

Beluche, I., Chaudieu, I., Norton, J., Carrière, I., Boulenger, J.-P., Ritchie, K., & Ancelin, M.
L. (2009). Persistence of abnormal cortisol levels in elderly persons after recovery from
major depression. Journal of Psychiatric Research, 43, 777–783. doi:10.1016/

j.jpsychires.2008.10.011
Glassman, A. H., & Shapiro, P. A. (1998). Depression and the course of coronary artery

disease. The American Journal of Psychiatry, 155, 4–11.
Keller, J., Flores, B., Gomez, R. G., Solvason, H. B., Kenna, H., Williams, G. H., &

Schatzberg, A. F. (2006). Cortisol circadian rhythm alterations in psychotic major
depression. Biological Psychiatry, 60, 275–281. doi:10.1016/j.biopsych.2005.10.014

Lespérance, F., Frasure-Smith, N., Talajic, M., & Bourassa, M. G. (2002). Five-year risk of
cardiac mortality in relation to initial severity and one-year changes in depression
symptoms after myocardial infarction. Circulation, 105, 1049–1053. doi:10.1161/
hc0902.104707

National Institutes of Mental Health. (2007). Depression: Easy to read. Retrieved from
http://www.nimh.nih.gov/health/publications/depression-easy-to-read/

Pearson Murphy, B. E. P. (1997). Antiglucocorticoid therapies in major depression: A
review. Psychoneuroendocrinology, 22(Suppl. 1), S125–S132. doi:10.1016/

S0306-4530(97)00021-8

June 22, 2011, Vol. 56, Release 25, Article 4

© 2011, American Psychological Association

http://psycinfo.apa.org/doi/getuid.cfm?uid=2009-06605-005
http://psycinfo.apa.org/doi/getuid.cfm?uid=2009-06605-005
http://dx.doi.org/10.1016/j.jpsychires.2008.10.011
http://dx.doi.org/10.1016/j.jpsychires.2008.10.011
http://psycinfo.apa.org/doi/getuid.cfm?uid=1997-38496-001
http://psycinfo.apa.org/doi/getuid.cfm?uid=1997-38496-001
http://psycinfo.apa.org/doi/getuid.cfm?uid=2006-09969-014
http://psycinfo.apa.org/doi/getuid.cfm?uid=2006-09969-014
http://psycinfo.apa.org/doi/getuid.cfm?uid=2006-09969-014
http://dx.doi.org/10.1016/j.biopsych.2005.10.014
http://dx.doi.org/10.1016/j.biopsych.2005.10.014
http://www.nimh.nih.gov/health/publications/depression-easy-to-read/
http://psycinfo.apa.org/doi/getuid.cfm?uid=1997-05673-009
http://psycinfo.apa.org/doi/getuid.cfm?uid=1997-05673-009
http://dx.doi.org/10.1016/S0306-4530(97)00021-8
http://dx.doi.org/10.1016/S0306-4530(97)00021-8
http://www.apa.org/about/copyright.html

