2350

JACC VOL. 69, NO. 18, 2017

Letters

MAY 9, 2017:2347–54

screening study. Furthermore, FRS does not include

relationship between spironolactone and exercise

diabetes, obesity, red meat or saturated fat intake, or

tolerance in patients with heart failure (HF) with

family history of colorectal cancer, all of which are

preserved ejection fraction. Their work has already

relevant for the assessment of colorectal cancer risk.

garnered attention on the age-old adage of exercise

In conclusion, we report an association of CVR

and its relationship with disease management in HF.

factors and colorectal neoplasms. In this screening

We would agree that exercise therapy could be a

cohort without gastrointestinal symptoms, subjects

means of achieving quality of life endpoints as

with known CAD and high CVR had a signiﬁcantly

opposed to merely prolonging survival. Perhaps

higher probability of early and advanced colorectal

monitoring exercise tolerance along with standard

neoplasia compared with subjects with low CVR,

biomarkers may reveal not only the progression of HF

presumably due to shared risk factors. Our data sug-

in individual patients, but also the effectiveness of

gest screening colonoscopy to be indicated particu-

exercise therapy over time.

larly in subjects with known CAD or high CVR to
detect potentially treatable colorectal neoplasia.

As the management of HF is being relegated to the
outpatient setting, it becomes increasingly clear that
self-care is paramount in reducing readmissions and
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decreasing

mortality

rates

in

this

population.

Exercise therapy directly diminishes the levels of inﬂammatory biomarkers, such as tumor necrosis
factor-alpha and interleukin, in the voluntary muscles of patients with HF (2). Because exercise
augments cerebral perfusion (3) and directly counteracts the inﬂammatory response, exercise may be a
cost-effective therapy in HF (4). If patients with HF
were motivated to maximize self-care, a positive
feedback loop could potentially arise where exercise
improves executive function and affect to facilitate
adherence to therapy and medication regimens.
Of course, it is not always that easy. In the United
States alone, HF-associated costs will likely double
from $31 billion to $70 billion from 2012 to 2030 (5). To
add insult to injury, the aging population will in all
probability increase the prevalence of and morbidity
associated with HF management (5). HF has also been
identiﬁed as a scourge on the international scale,
discriminating not among nations of disparate resources. The onus of HF will in all likelihood continue
to rise and is therefore a worldwide health concern
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This begs the question: Can the defeat of such a
which can be performed in one’s own backyard? It is
easy to say “yes.” The true answer, however, lies in
the will to act.
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REPLY: The Inﬂuence of Exercise Therapy on
the Heart Failure Disease Pathway
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functional capacity as the primary endpoint, and it
showed both a reduction of exertional ﬁlling pressure
with and an improvement in exercise tolerance with
spironolactone. As clinicians know only too well, the
primary concern of these older patients is their
impaired functional capacity, and recent guidelines
emphasize the importance of this target (2). The
ﬁnding of improved exercise capacity is consistent

Effect of Aldosterone
Antagonism on Exercise
Tolerance in Heart Failure
With Preserved Ejection
Fraction

with the results of previous studies (3), which are often
neglected in the dismay that we have been unable to
change the outcome of HFpEF.

A randomized placebo-controlled study, STRUCTURE

However, Mr. Pan is referring not just to the se-

(SpironolacTone in myocardial dysfunction with

lection of patients and the use of exercise as an

reduced ExeRcisE capacity) (1), performed in subjects

endpoint, but also to the use of exercise as therapy.

with heart failure with preserved ejection fraction

We did not study this, but there is no doubt that this

and an increased E/e 0 response to exertion, has shown

consistently provides functional beneﬁt in adherent

improvement in exercise duration after 6 months of

patients, including in HFpEF (4), with survival

spironolactone treatment. A particularly laudable

beneﬁt being more marked in women (5). The risk of

aspect of this study is that exclusion of subjects with

harm with this intervention is extremely low, and it

atrial arrhythmias and ischemic heart disease resul-

is used far less than it should be. As Mr. Pan points

ted in less heterogeneity among subjects compared

out, the weakness is obtaining adherence, especially

with previous studies. However, there are unan-

among frail older patients. Perhaps better surveil-

swered questions related to the general applicability

lance using wearable devices will help to provide a

of the study ﬁndings to patient management and the

solution to that problem.

mechanism underlying the treatment beneﬁt.
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receptor antagonism (MRA) may have no additional

One possibility for improved exercise tolerance with
left atrial (LA) pressure at rest and during exertion, in
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