Cardiovascular disease and depression

using antidepressants.

The SADHART (Sertraline Antidepressant Heart Attack Trial)
study was the first trial to investigate the safety and efficacy of
sertraline treatment of MDD in patients with CVD. Patients with
MDD and either acute MI or unstable angina were randomized to
receive sertraline 50 to 200 mg or placebo for 24 weeks. Sertraline
was safe and effective in treating severe depression, and did not
change cardiac function. When evaluated regarding efficacy in
preventing post-MI cardiovascular events, the sertraline group
was not superior to placebo in preventing cardiovascular outcomes
(death, myocardial infarction, congestive heart failure, stroke, and
recurrent angina).'>

In the Myocardial Infarction Depression Intervention Trial
(MIND-IT), 91 depressed patients post-MI were randomized to
a 24-week, double-blind, placebo-controlled trial with the SSRI
mirtazapine. Antidepressant treatment did not alter long-term
depression or improve cardiovascular outcomes (cardiac death
or hospital admission for documented non-fatal myocardial
infarction, myocardial ischemia, coronary revascularization, heart
failure or ventricular tachycardia) in depressed post-MI patients
in 18 months of follow-up.'®

The Canadian Cardiac Randomized Evaluation of Antidepressant
and Psychotherapy Efficacy (CREATE) trial compared the efficacy
of citalopram (an SSRI) with interpersonal therapy in patients
with coronary artery disease. Citalopram was superior to placebo
regarding efficacy of depression treatment, and interpersonal
therapy had no advantage over clinical management (a shorter,
20-minute supportive intervention).'®’ The authors of that
study suggested that an SSRI plus clinical management should
be considered as a first-step treatment for patients with coronary
artery disease and major depression. That study showed no 12-
week increased risk of cardiovascular events for citalopram, similar

to placebo.

The Enhancing Recovery in Coronary Heart Disease
(ENRICHD) study'®* was designed to evaluate the effects of
psychosocial intervention in depressed cardiac patients. This type
of intervention did not change the incidence of cardiac events,
but did improve depression scores. Moreover, patients who did
not respond to cognitive behavioral treatment nor had severe
depression received sertraline or other antidepressant drug on a
non-randomized basis. In an uncontrolled secondary observational
analysis, the authors showed that the treated patients had a 42%
lower incidence of death or recurrent MI.!®

SSRIs seem to have a better profile as regards to adverse effects, and
safety, than tricyclics. However, one should be aware of the effects of
SSRIs on platelet aggregation. Patients on SSRIs may have increased

bleeding due to those effects,'®

and these drugs should be used
with caution, especially when anticoagulants are also being used.

By 2011, the study known as UPBEAT (Understanding
Prognostic Benefits of Exercise and Antidepressant Treatment),
which is randomizing 200 patients with elevated depressive
symptoms to exercise, treatment with sertraline (an SSRI), or
placebo for 4 months, will provide further insight on the roles of
SSRIs in heart rate variability, vascular function, inflammation
and platelet aggregation. Until then, the effect of SSRIs on cardiac
outcomes is unknown — probably null, given the published results
of large randomized trials.!>!

Conclusion

There is irrefutable evidence that depression and CVD share
common pathways. Both of these conditions are stress-reactive
disorders of unknown etiology. Interestingly enough, anxiety
traits are also associated with CVD.'* It is at present statistically
impossible to prove which one of these disorders is the cause, and
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which is the consequence, or whether both share the underlying
mechanisms. A better understanding of the heterogeneity of MDD
may help clarify its link with CVD. Recently, Kendler et al. have
delineated two genetic pathways to depression examining 4,785
twin pairs from the Swedish Twin Registry: 1) a group of high
familial loading for MDD, which consists predominantly of patients
with early age of onset, and 2) a group of high familial loading for
vascular disease, which consists predominantly of patients with late
age of onset.’®® Thus, it would be possible that all three previous
hypotheses may not be exclusive. Most likely, the causal relationship
varies among patients: in some, depression is the underlying
disease, in others, it is the consequence of a heart condition, and
in the remainder, both depression and CVD are part of a broader
underlying process. Figure 1 summarizes the relationships between
depression and CVD, as well as their pathophysiological basis.

In our opinion, this chicken-and-egg dilemma is far from
being solved. To minimize morbidity and mortality, it is crucial
to understand that MDD and CVD are frequently co-morbid

and that both conditions should be treated concomitantly,
as the treatment of depression improves the patient’s quality
of life and their adherence to a regimen of medication for
CVD. Although there is preliminary evidence supporting
the idea that the treatment of MDD with serotonin reuptake
inhibitors (SSRIs) may be useful to reduce the risk of CVD
and death, especially in those patients with recurrent and
severe depressive symptoms, convincing evidence based on
large, randomized control trials is clearly needed. Until such
evidence becomes available, is it not justifiable to prescribe
SSRIs as a prophylactic for depression in non-depressed
patients with CVD.
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