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Preamble

Incorporation of new study results, medications, or devices
that merit modification of existing clinical practice guideline
recommendations, or the addition of new recommendations,
is critical to ensuring that guidelines reflect current knowl-
edge, available treatment options, and optimum medical care.
To keep pace with evolving evidence, the American College
of Cardiology (ACC)/American HeartAssociation (AHA) Task
Force on Clinical Practice Guidelines (“Task Force”) has issued
this focused update to reassess guideline recommendations
on the basis of recently published study data. This update has
been subject to rigorous, multilevel review and approval, similar
to the full guidelines. For specific focused update criteria and
additional methodological details, please see the ACC/AHA
guideline methodology manual.1

Modernization

Processes have evolved over time in response to pub-
lished reports from the Institute of Medicine2,3 and ACC/
AHA mandates,4–7 leading to adoption of a “knowledge
byte” format. This process entails delineation of a recom-
mendation addressing a specific clinical question, followed
by concise text (ideally <250 words) and hyperlinked to
supportive evidence. This approach better accommodates
time constraints on busy clinicians, facilitates easier access
to recommendations via electronic search engines and other
evolving technology, and supports the evolution of guide-
lines as “living documents” that can be dynamically updated
as needed.

Guideline-Directed Evaluation and Management

The term guideline-directed evaluation and management
(GDEM) refers to care defined mainly by ACC/AHA Class
I recommendations. For these and all recommended drug
treatment regimens, the reader should confirm dosage with
product insert material and carefully evaluate for
contraindications and interactions. Recommendations are
limited to treatments, drugs, and devices approved for
clinical use in the United States.

Class of Recommendation and Level of Evidence

The Class of Recommendation (COR) and Level of
Evidence (LOE) are derived independently of each other
according to established criteria. The COR indicates the
strength of recommendation, encompassing the estimated
magnitude and certainty of benefit of a clinical action in
proportion to risk. The LOE rates the quality of scientific
evidence supporting the intervention on the basis of the
type, quantity, and consistency of data from clinical trials
and other sources (Table 1). Recommendations in this
focused update reflect the new 2015 COR/LOE system, in

which LOE B and C are subcategorized for the purpose of
increased granularity.1,5,8

Relationships With Industry and Other Entities

The ACC and AHA exclusively sponsor the work of guide-
line writing committees without commercial support, and
members volunteer time for this activity. Selected organiza-
tions and professional societies with related interests and expertise
are invited to participate as partners or collaborators. The Task
Force makes every effort to avoid actual, potential, or per-
ceived conflicts of interest that might arise through relationships
with industry or other entities (RWI). All writing committee
members and reviewers are required to fully disclose current
industry relationships or personal interests, beginning 12 months
before initiation of the writing effort. Management of RWI in-
volves selecting a balanced writing committee and requires that
both the chair and a majority of writing committee members
have no relevant RWI (see Appendix 1 for the definition of rel-
evance). Members are restricted with regard to writing or voting
on sections to which RWI apply. Members of the writing com-
mittee who recused themselves from voting are indicated and
specific section recusals are noted in Appendix 1. In addition,
for transparency, members’ comprehensive disclosure infor-
mation is available as Appendix S1, and reviewers’ RWI
disclosures are included in Appendix 2. Comprehensive dis-
closure information for the Task Force is also available at
http://www.acc.org/guidelines/about-guidelines-and-clinical
-documents/guidelines-and-documentstask-forces.TheTaskForce
strives to avoid bias by selecting experts from a broad array of
backgrounds representing different geographic regions, genders,
ethnicities, intellectual perspectives, and scopes of clinical
activities.

Intended Use

Guidelines provide recommendations applicable to patients
with or at risk of developing cardiovascular disease. The focus
is on medical practice in the United States, but guidelines de-
veloped in collaboration with other organizations may have a
broader target.Although guidelines may be used to inform reg-
ulatory or payer decisions, the intent is to improve quality of
care and align with patients’ interests. The guidelines are re-
viewed annually by the Task Force and are official policy of
theACC andAHA. Each guideline is considered current unless
and until it is updated, revised, or superseded by a published
addendum.

Related Issues

For additional information pertaining to the methodology
for grading evidence, assessment of benefit and harm, shared
decision making between the patient and clinician, structure
of evidence tables and summaries, standardized terminology
for articulating recommendations, organizational involve-
ment, peer review, and policies regarding periodic assessment
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and updating of guideline documents, we encourage readers
to consult the ACC/AHA guideline methodology manual.1

Jonathan L. Halperin, MD, FACC, FAHA
Chair, ACC/AHA Task Force on Clinical Practice Guidelines

Introduction

TheACC, theAHA, and the Heart Failure Society ofAmerica
(HFSA) recognize that the introduction of effective new thera-
pies that potentially affect a large number of patients presents
both opportunities and challenges. The introduction of an an-
giotensin receptor–neprilysin inhibitor (ARNI) (valsartan/
sacubitril) and a sinoatrial node modulator (ivabradine), when
applied judiciously, complements established pharmacological
and device-based therapies and represents a milestone in the
evolution of care for patients with heart failure (HF). Accord-
ingly, the writing committees of the “2016 ACC/AHA/HFSA

Focused Update on New Pharmacological Therapy for Heart
Failure” and the “2016 ESC Guideline on the Diagnosis and
Treatment of Acute and Chronic Heart Failure” concurrently
developed recommendations for the incorporation of these thera-
pies into clinical practice. Working independently, each writing
committee surveyed the evidence, arrived at similar conclu-
sions, and constructed similar, but not identical, recommendations.
Given the concordance, the respective organizations simulta-
neously issued aligned recommendations on the use of these
new treatments to minimize confusion and improve the care of
patients with HF.

Members of theACC/AHA/HFSAwriting committee without
relevant RWI voted on the final recommendations. These were
subjected to external peer review by 25 official, organization-
al, and content reviewers before approval by the Task Force
and the leadership of the ACC, AHA, and HFSA, as well as
endorsement by theAmerican College of Chest Physicians and

Table 1. Applying Class of Recommendation and Level of Evidence to Clinical Strategies, Interventions, Treatments, or Diagnostic
Testing in Patient Care* (Updated August 2015)
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the International Society for Heart and Lung Transplantation.
The statements issued by the European Society of Cardiology
writing committee went through a similarly rigorous
process of external review before endorsement by the societal
leadership.

No single clinical trial answers all pertinent questions, nor
can trial results be perfectly replicated in clinical practice.
Several critical questions remain unanswered, and further ex-
perience in both ongoing trials and clinical therapeutics may
require modification of these initial recommendations. On the
basis of the currently available evidence, however, the

recommendations that follow reflect our assessment of how
best to proceed today.

Stage C

Pharmacological Treatment for Stage C HF With
Reduced Ejection Fraction: Recommendations

Renin-Angiotensin System InhibitionWith Angiotensin-
Converting Enzyme Inhibitor or Angiotensin Receptor
Blocker or ARNI: Recommendations. See the Appendix
S2 for evidence supporting these recommendations.
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Ivabradine: Recommendation. See the Appendix S2 for
evidence supporting this recommendation.

The remainder of the “2016 ACC/AHA/HFSA Focused
Update on the Management of Heart Failure: An Update of

the 2013 ACCF/AHA Guideline for the Management of Heart
Failure” will be forthcoming.
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