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amlodipine was documented to be safe in HF (3,4). As
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thiazides or thiazide-like diuretics (chlorthalidone or
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indapamide) in HF. There is no question, however,
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that in hypertension, thiazide-like diuretics are
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outstanding agents for preventing HF.
Of note, the whole question as to the sequence of
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adding drugs is somewhat academic. We merely are
providing our opinion on how to treat residual hypertension in HF (and not how to treat HF per se);
there is no iron-clad evidence or head-to-head
comparison of safety and efﬁcacy among various
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Calcium-Channel Blockers—A Clinical Concern
Dr. Pareek and colleagues make several interesting
points regarding our paper (1). We agree that SGLT-2
inhibitors have not yet been speciﬁcally evaluated
for safety and efﬁcacy in HF, including in patients
with diabetes. However, the SGLT-2 inhibitor empagliﬂozin has recently demonstrated an unprecedented 38% reduction in cardiovascular mortality,
which might be due at least in part to a reduction in

2. Zinman B, Wanner C, Lachin JM, et al., for the EMPA-REG OUTCOME
Investigators. Empagliﬂozin, cardiovascular outcomes, and mortality in type 2
diabetes. N Engl J Med 2015;373:2117–28.
3. Packer M, O’Connor CM, Ghali JK, et al., for the Prospective Randomized
Amlodipine Survival Evaluation Study Group. Effect of amlodipine on morbidity
and mortality in severe chronic heart failure. N Engl J Med 1996;335:1107–14.
4. Packer M, Carson P, Elkayam U, et al., for the PRAISE-2 Study Group. Effect
of amlodipine on the survival of patients with severe chronic heart failure due
to a nonischemic cardiomyopathy: results of the PRAISE-2 study (prospective
randomized amlodipine survival evaluation 2). J Am Coll Cardiol HF 2013;1:
308–14.

heart failure (HF) (2). These results have gathered
strong interest in the scientiﬁc community to test the
hypothesis of whether SGLT-2 inhibitors should be
considered standard HF treatment, even in HF patients without diabetes, and randomized controlled
trials are currently underway testing this hypothesis.
The exact sequence of adding antihypertensive
agents in HF with hypertension certainly is debatable
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patients

with

Identifying
HFrEF

is
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challenging,

and

in
the

investigators have given great thought to the design
of the trial. Although the investigators have also tried
to address the important question of whether sacubitril exacerbates Alzheimer’s disease (AD) (2), their
approach falls short of current guidelines. They propose to carry out a substudy that will measure
cognitive function in study patients by using the
Mini-Mental State Examination (MMSE) instrument.
Although the MMSE is a useful screening instrument
that

clinicians

can

use

to

assess

progression

and severity of cognitive impairment, it is not diagnostic for Alzheimer’s disease. The International
Working Group and U.S. National Institute on AgingAlzheimer’s Association have developed guidelines
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for the diagnosis, staging, and clinical investigation
of AD that call for both appropriate cognitive testing
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(e.g., episodic memory tests with established speci-

Evaluate the Theoretical Risks of
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ﬁcity for AD) and in vivo evidence of AD pathology
(e.g., increased tracer retention in amyloid positron
emission tomography [PET] or decreased A b1–40,
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