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STATEMENT
General Information

e |tis an expectation that all patients receive care/services from alicensed clinician.
All appropriate supporting documentation, including recent pertinent office visit
notes, laboratory data, and results of any special testing must be provided. If
applicable: All prior relevant imaging results and the reason that alternative
imaging cannot be performed must be included in the documentation submitted.

e Where a specific clinical indication is not directly addressed in this guideline,
medical necessity determination will be made based on widely accepted standard
of care criteria. These criteria are supported by evidence-based or peer-reviewed
sources such as medical literature, societal quidelines and state/national
recommendations.

e The quideline criteriain the following sections were developed utilizing evidence-
based and peer-reviewed resources from medical publications and societal
organization guidelines as well as from widely accepted standard of care, best
practice recommendations.

Heart failure with reduced ejection fraction (HFrEF) is a complex condition that can arise
from multiple factors, including coronary artery disease, hypertension, myocardial
infarction, valvular heart disease, and cardiomyopathies. These underlying conditions
collectively impair the heart's ability to effectively pump blood, leading to a reduction in
ejection fraction. Similarly, heart failure with preserved ejection fraction (HFpEF)
presents with comparable symptoms but is distinguished by a left ventricular ejection
fraction (LVEF) of 50% or higher.

Medical management is of utmost importance in addressing both HFrEF and HFpEF,
aiming to alleviate symptoms, improve guality of life, and extend lifespan. Medications
play a crucial role in reducing cardiac workload, enhancing cardiac function, and
managing fluid overload. Before considering invasive procedures, the administration of
medications is essential to stabilize the patient's condition, optimize cardiac function,
and minimize the risks associated with such interventions.

Guideline-Directed Medical Therapy (GDMT) serves as the cornerstone of management
for both heart failure and coronary artery disease (CAD). Evidence-based guidelines
universally recommend GDMT for individuals diagnosed with CAD, particularly as a
primary treatment for stable CAD and as a crucial component of secondary prevention
following coronary revascularization procedures like percutaneous coronary intervention
(PCI) or coronary artery bypass grafting (CABG). GDMT has been associated with a
significant reduction in death rates and the risk of myocardial infarction (MI), and in
some cases, its impact on mortality reduction may even surpass that of selecting a
specific revascularization method. Notably, GDMT for CAD intersects with
recommendations for heart failure management, emphasizing the importance of
comprehensive and inteqrated care for individuals with these conditions.

Purpose
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GDMT must be administered before further consideration of additional imaging and/or
initial or additional procedures. This document outlines the requirements based on the
current ACC and AHA recommendations.

Clinical Reasoninqg

The current ACC/AHA clinical practice guidelines have established the requirements for
pharmacologic therapy considered for patients with chronic CAD and/or NYHA Class lI-
IV. When applicable, optimal GDMT shall focus on therapies with Class |
recommendations that have demonstrated reductions in morbidity, mortality, and
improvements in patient quality of life, unless specified. The beneficial effects of
medications can become apparent within weeks of initiation. These drugs have additive
effects and in most cases the effects are dose related. As a result, GDMT stipulates that
all medications be initiated and then titrated to the maximal tolerated dose (or a target
dose) as quickly as possible. -9

INDICATIONS

Guideline Directed Medical Therapy (GDMT) for HFrEF (non-
ischemic) ¢.7)

Documentation must be provided of all the following:

e NYHA functional class (see Definitions)

e The report of the last modality having measured the ejection fraction (EF)
o MUGA
Echocardiography

Left Ventriculogram
Nuclear stress test (SPECT)
Cardiac MRI

Cardiac CT

o Cardiac PET

O O O O O

e An up-to-date list of heart failure medications and their dosages (see Definitions).

The following medications need to be addressed along with any intolerance or
reason a medication cannot be titrated (when titration is indicated) to maximal
dosing (i.e. renal dysfunction, side effects, blood pressure, heart rate limitations,

etc.)
o ACE inhibitor/ARB OR angiotensin receptor neprilysin inhibitor (ARNI)

o Betablocker (bisoprolol, carvedilol, and metoprolol succinate
o MRA
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o SGLT2 Inhibitor

e Last vital signs measured while on medications

o Vital signs must be reasonably controlled (i.e., BP <140/90mmHg, HR <100)

e Documentation of Time since GDMT has been optimized:

o Patients diagnosed with non-ischemic heart failure with reduced ejection
fraction (HFrEF) should be maintained on maximal tolerated GDMT for a period
of 12 weeks before moving forward with any additional testing or
invasive/interventional procedures.

Guideline Directed Medical Therapy (GDMT) for HFrEF
(Ischemic) ¢.7)

ISCHEMIC CARDIOMYOPATHY: In addition to the recommendations for GDMT in heart
failure for non-ischemic cardiomyopathy (SEE ABOVE), those with suspected or known
CAD should additionally document all of the following:

e The report of the last modality having demonstrated coronary disease

o Non-Invasive testing
Nuclear stress test (SPECT)
Stress Echocardiography
Coronary CTA

Cardiac PET scan

Cardiac MRI

O O O O O

e \Within the up-to-date list of medications and their dosages, as stated for heart
failure in non-ischemic cardiomyopathy, additional medications should
document:

o Antiplatelet Therapy

o Statin Therapy

e Patients diagnosed with ischemic heart failure with reduced ejection fraction
(HErEF) should be maintained on maximal tolerated GDMT for a period time before
moving forward with any additional testing or invasive/interventional procedures.

o The following time periods have been established post Ml:

m Non-revascularized: 40 days

m Revascularized: 12 weeks

Guideline Directed Medical Therapy (GDMT) for HFpEF (7:8)

Heart Failure with preserved Ejection Fraction (HFpEF) is diagnosed clinically when the
Left Ventricular Ejection Fraction (LVEF) is equal to or greater than 50%. It should be
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noted that HFpEF is not interchangeable with diastolic dysfunction, as the presence of
diastolic dysfunction on echocardiogram lacks the specificity required for clinical
diagnosis or condition. A comprehensive diagnostic evaluation is warranted to ascertain
underlying etiologies that may mimic HFpEF. Following confirmation of HFpEF,
therapeutic interventions should prioritize addressing comorbidities and adhering to
quideline-directed medical therapy (GDMT) to optimize patient outcomes, including
enhancing quality of life, reducing hospitalizations, and improving survival rates. This
quideline is specifically dedicated to delineating the medical management strategies
post-confirmation of HFpEF diagnosis (GDMT).

Documentation must be provided of all of the following:

e NYHA functional class (see Definitions)

e The report of the last modality having measured the Ejection Fraction
MUGA
Echocardiography

Left Ventriculogram
Nuclear stress test (SPECT)
Cardiac MRI

Cardiac CT

Cardiac PET

O O O O O o o

e Documentation that other conditions that mimic HFpEF have been considered

e An up-to-date list of heart failure medications and their dosages (see Definitions).
The following medication needs to be addressed along with any intolerance or
reason it cannot be titrated (when titration is indicated) to maximal dosing (i.e.
renal dysfunction, side effects, blood pressure, heart rate limitations, etc.)

o SGLT2 Inhibitor

e Last Vital signs measured while on medications

o Vital signs must be reasonably controlled (i.e., BP <140/90mmHQ)

e Documentation of Time since GDMT has been optimized

Guideline Directed Medical Therapy (GDMT) for CAD with
Preserved Ejection Fraction ©

All of the following must be documented for GDMT:

e Canadian Class for angina (see Definitions) or description of ongoing symptoms
despite medications

e The report of the last modality having demonstrated coronary disease

o Non-Invasive testing
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Nuclear stress test (SPECT)
Stress Echocardiography
Coronary CTA

Cardiac PET scan

o Cardiac MRI

O O O O

e An up-to-date list of anti-anginal and risk modifying medications and their
dosages (see Definitions). At least two of the following medications need to be
addressed along with any intolerance or reason at least two medications cannot
be titrated (when titration is indicated) to maximal dosing (i.e. renal dysfunction,
side effects, blood pressure, heart rate limitations, etc.)

o ACE inhibitor/ARB OR angiotensin receptor neprilysin inhibitor (ARNI)

Beta blocker if between 0- 3 years from Ml (myocardial infarction)

Nitrates

Calcium channel blockers

O O O O

Ranolazine

e Last vital sighs measured while on medications

o Vital signs must be reasonably controlled (i.e., BP <140/90mmHg, HR <100)

e Documentation of Time since GDMT has been optimized

e Exceptions for GDMT documentation: The following does not require GDMT
documentation:

o Class |l indications for revascularization inclusive of high-risk non-invasive
testing, or prior invasive testing demonstrating high risk left main (LM) CAD
and multivessel CAD associated with diabetes.

CODING AND STANDARDS
Applicable Lines of Business

CHIP (Children’s Health Insurance Program)
x| Commercial
X Exchange/Marketplace
X Medicaid
X Medicare Advantage
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BACKGROUND
Definitions

e Heart failure with reduced ejection fraction (HFrEF), also known as systolic heart
failure, occurs when the left ventricle of the heart is unable to pump blood
efficiently. In this condition, the heart’s pumping function is weakened, resulting
in less blood being ejected into the body. HFrEF is characterized by a left
ventricular ejection fraction (LVEF) of <40%. Patients with HFrEF may experience
symptoms such as fatigue, shortness of breath, and fluid retention.

e Heart failure with preserved ejection fraction (HFpEF) occurs when the heart’s
main pumping chamber (left ventricle) has a normal or near-normal _ejection
fraction (EF). In HFpEF, the EF is 250%. As opposed to HFrEF, the hallmark of
HFEpEEF is stiffening of the heart muscle, particularly in the left ventricle. This
stiffness impairs the heart’s ability to relax and fill with blood properly causing
similar symptoms as HFrEF.

e Guideline-Directed Medical Therapy (GDMT): Evidence-based treatment regimens
recommended by clinical practice guidelines for managing specific medical
conditions. These guidelines are developed by expert panels and professional
organizations to provide standardized, effective, and safe approaches to patient
care. GDMT typically includes medications, lifestyle modifications, and other
interventions that have demonstrated efficacy in improving patient outcomes.
Evidence based pharmacologic therapies used in treatment of HFrEF have
demonstrated areduction in morbidity, mortality, and rate of hospitalization.
Efficacious therapies used in HFpEF are directed towards the treatment of the
underlying condition (e.g., HTN, AF) rather than on HR. Unless otherwise
indicated, class 1 level of evidence will be used as the basis of the
recommendations outlined in this document

e American College of Cardiology/American Heart Association (ACC/AHA) Stages of

HE @
o Stage A: At high risk for HF but without structural heart disease or symptoms
of HF

o Stage B: Structural heart disease but without signs or symptoms of HF

o Stage C: Structural heart disease with prior or current symptoms of HF

o Stage D: Refractory HF requiring specialized interventions

e New York Heart Association (NYHA) Functional Classification ©:

o Class I: No limitation of physical activity. Ordinary physical activity does not
cause symptoms of HF

o Class ll: Slight limitation of physical activity. Comfortable at rest, but ordinary
physical activity results in symptoms of HF

o Class lll: Marked limitation of physical activity. Comfortable at rest, but less
than ordinary activity causes symptoms of HF
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o Class IV: Unable to perform any physical activity without symptoms of HF, or
symptoms of HF at rest
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Drug Class Starting dose Target dose
Beta-Blockers
Bisoprolol 1.25 mg once daily 10 mg once daily
25 mg twice daily for weight <85 kg
Carvedilol 3.125 mg twice daily and 50 mg twice daily for weight =85

kg

Metoprolol succinate
ARNIs

Sacubitril/valsartan

12.5—25 mg daily

24/26 mg-49/51 mg

200 mg daily

97/103 mg twice daily

twice dail

Captopril 6.25 mg 3x daily 50 mg 3x daily
Enalapril 2.5 mg twice daily 10—20 mg twice daily
Lisinopril 2.5—-5 mg daily 20—40 mg daily
Ramipril 1.25 mg daily 10 mg daily
Candesartan 4—8 mg daily 32 mg daily
Losartan 25—50 mg daily 150 mg daily
Valsartan 40 mg twice daily 160 mg twice daily

Aldosterone antagonists

Eplerenone 25 mg daily 50 mg daily
Spironolactone 12.5—25 mg daily 25—50 mg daily
SGLTz2 inhibitors
Dapagliflozin 10 mg daily 10 mg daily
Empagliflozin 10 mg daily 10 mg daily

Vasodilators
Hydralazine
Isosorbide Dinitrate

75 mg 3x daily
40 mg 3x daily

25 mg 3x daily
20 mg 3x daily

20 mg/37.5 mg (1 tab)
3x daily

2 tabs 3x daily

Fixed-dose combination

ACC = American College of Cardiology; ACEl = angiotensin-converting enzyme inhibitor; AHA =
American Heart Association; ARB = angiotensin receptor blocker; ARNI = angiotensin receptor-
neprilysin inhibitor; GDMT = guideline-directed medical therapy; HF = heart failure; HFrEF = heart
failure with reduced ejection fraction; HFSA = Heart Failure Society of America; SGLT2 = sodium-
glucose cotransporter-2.
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Medications HEpEF

Drug Class Starting dose Target dose

Dapagliflozin 10 mg daily 10 mg daily
Empaglifiozin 10 mg daily 10 mg daily
Aldosterone antagonists

Spironolactone 25 mg daily 50 mg daily

ARNIs

Sacubitril/valsartan 24 mg/26 mg twice daily |97 mg/103 mg twice daily

ARBs

Candesartan 4 mg to 8 mg daily 32 mg daily

ARB = angiotensin receptor blocker; ARNI = angiotensin receptor-neprilysin inhibitor, GDMT =
guideline-directed medical therapy; HFpEF = heart failure with preserved ejection fraction; SGLT2
= sodium-glucose cotransporter-2.

e The Canadian Cardiovascular Society (CCS) provides a grading system for angina
pectoris, which helps classify the severity of angina based on the patient’s
limitations during physical activity. Here are the four classes in the CCS angina
grading scale ‘0:

o Class |: Patients experience angina only during strenuous or prolonged
physical activity (such as walking or climbing stairs). Ordinary physical
activity does not cause angina

o Class ll: Patients have slight limitation of ordinary activity. Angina occurs
during vigorous physical activity, rapid walking, walking uphill, after meals, in
cold or windy conditions, under emotional stress, or only during the few hours
after awakening. They can still walk more than two blocks on level ground and
climb more than one flight of ordinary stairs at a normal pace and in normal
conditions

o Class Ill: Patients experience marked limitation of ordinary physical activity.
They can walk only one or two blocks on level ground and climb one flight of
stairs at a normal pace and in normal conditions

o Class IV: Patients have inability to carry on any physical activity without
discomfort. Anginal symptoms may even be present at restl1.Non-
Pharmacological Therapy — While not explicitly listed as a prerequisite in this
quideline, it is still important to mention for the sake of completeness, other
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crucial facets of treatment

e Non-Pharmacological Therapy — While not explicitly listed as a prerequisite in this
quideline, it is still important to mention for the sake of completeness, other
crucial facets of treatment "-®:

o Smoking and alcohol cessation counseling

o Weight management- restrict fluid intake if serum sodium is low: reduce
weight if obese

o Lifestyle modifications (e.q., diet, exercise program)

o Limit dietary sodium intake (1500 mg/day for most patients with stage A and B
HF: < 3g/day in patients with stage C and D HF)

o Control diabetes mellitus (with DM- HbA1c level £ 6.5%) and hypertension
(HTN- BP goal <130/80 mm HQq)

o Cardiac rehabilitation: patient evaluation and monitoring to support drug
titration, monitor symptoms, improve health status, and increase exercise
tolerance should continue after start of GDMT at least monthly for 3 months
and every 3 months thereafter (more frequent follow up may be necessary for
select patients)

SUMMARY OF EVIDENCE

2024 ACC Expert Consensus Decision Pathway for Treatment of Heart Failure With
Reduced Ejection Fraction ©

Study Design: This document is an expert consensus decision pathway for the treatment
of heart failure with reduced ejection fraction (HFrEF). It was approved by the American
College of Cardiology Clinical Policy Approval Committee in February 2024.

Target Population: The target population includes individuals with HFrEF, defined as
heart failure with LVEF £40%.

Key Factors:

Initiation and Titration of GDMT: The document provides detailed recommendations on
how to initiate, add, or switch to evidence-based GDMT for HFrEF, including angiotensin
receptor-neprilysin inhibitors, SGLT inhibitors, ivabradine, and vericiguat.

Clinical Assessment: It discusses the importance of clinical assessment, including
imaging data, biomarkers, and filling pressures, to guide GDMT.

Referral to HF Specialist: The document outlines when to refer patients to an HF
specialist and how to optimize care coordination.

Adherence: It provides strategies to improve medication adherence and manage patients'
costs and access to HF medications.
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Special Populations: The document includes recommendations for specific patient
cohorts, such as African-American populations, older adults, and patients living with

frailty.

2023 ACC Expert Consensus Decision Pathway on Management of Heart Failure With
Preserved Ejection Fraction ®

Study Design: This document is an expert consensus decision pathway on the
management of heart failure with preserved ejection fraction (HFpEF). It was approved by
the American College of Cardiology Clinical Policy Approval Committee in March 2023.

Target Population: The target population includes individuals with HEpEF, which is
defined as heart failure with left ventricular ejection fraction (LVEF) 250%. The document
also addresses specific challenges in the management of women with HFpEF.

Key Factors:

Diagnosis: The document discusses the universal definition of HF, differential diagnosis
of dyspnea and edema, and HFpEF diagnhostic scoring systems.

Management: It covers guideline-directed medical therapy (GDMT) for HEpEF, including
the use of sodium-glucose cotransporter-2 inhibitors, mineralocorticoid antagonists,
angiotensin receptor-neprilysin inhibitors, and angiotensin receptor blockers.

Nonpharmacological Management: The document includes recommendations for
exercise, calorie restriction, and pulmonary artery pressure monitoring.

Multidisciplinary Considerations: It emphasizes the importance of a team-based
approach to care and transitions of care.

2023 AHA/ACC/ACCP/ASPC/NLA/PCNA Guideline for the Management of Patients With
Chronic Coronary Disease ©®

Study Design: The document is a clinical practice guideline for the management of
patients with chronic coronary disease (CCD). It was developed by the American Heart
Association (AHA) and the American College of Cardiology (ACC) Joint Committee on
Clinical Practice Guidelines, in collaboration with and endorsed by several other
organizations.

Target Population: The target population includes patients with chronic coronary
disease, which encompasses a range of conditions such as obstructive and
nonobstructive coronary artery disease (CAD), ischemic heart disease diagnosed by
noninvasive testing, and chronic angina syndromes.

Key Factors:

Diagnosis and Risk Stratification: The quideline emphasizes the importance of
comprehensive risk stratification, incorporating noninvasive and invasive testing results
to classify patients' risk levels and guide therapeutic decision-making.

Management: It covers a wide range of management strategies, including lifestyle
modifications, pharmacological treatments, and revascularization procedures. Specific
recommendations are provided for the use of statins, antiplatelet therapy, beta-blockers,
renin-angiotensin-aldosterone system inhibitors, and other medications.
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Special Populations: The guideline addresses the management of CCD in special
populations, including women, older adults, patients with chronic kidney disease, and
those with concurrent conditions such as diabetes and heart failure.

Nonpharmacological Interventions: Recommendations include the use of cardiac
rehabilitation, physical activity, and dietary modifications to improve cardiovascular
outcomes.

Multidisciplinary Care: The importance of ateam-based approach to care, involving
cardiologists, primary care providers, and other specialists, is emphasized to optimize
patient outcomes.

ANALYSIS OF EVIDENCE

Shared Conclusions ©¢89

All three documents emphasize the importance of GDMT in managing heart failure and
chronic coronary disease. They highlight the need for comprehensive risk stratification,
multidisciplinary care, and the use of evidence-based pharmacological treatments.
Additionally, they stress the importance of nonpharmacological interventions, such as
lifestyle modifications and cardiac rehabilitation, to improve patient outcomes.

Differing Conclusions ©8&9)

e Target Population: While Virani et al 2023 focuses on chronic coronary disease,
Kittleson et al 2023 and Maddox et al 2024 focus on heart failure, with Kittleson et
al addressing HFpEF and Maddox et al addressing HFrEF.

e Management Strategies: Virani et al 2023 provides a broader range of
management strategies for chronic coronary disease, including revascularization
procedures, whereas Kittleson et al 2023 and Maddox et al 2024 focus more on
specific pharmacological treatments for heart failure.

POLICY HISTORY

Date Summary
June 2025 e Added third bullet to General Information

e Added Summary of Evidence and Analysis of Evidence

January 2025 e This guideline replaces UM CARDIO 1462 for Guideline
Directed Medical Therapy (GDMT) for Heart Failure and
Coronary Artery Disease (CAD)
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LEGAL AND COMPLIANCE

Guideline Approval
Committee

Reviewed / Approved by Evolent Specialty Services Clinical Guideline Review Committee

Disclaimer

Evolent Clinical Guidelines do not constitute medical advice. Treating health care
professionals are solely responsible for diagnosis, treatment, and medical advice.
Evolent uses Clinical Guidelines in accordance with its contractual obligations to provide
utilization management. Coverage for services varies for individual members according
to the terms of their health care coverage or government program. Individual members’
health care coverage may not utilize some Evolent Clinical Guidelines. Evolent clinical
quidelines contain guidance that requires prior authorization and service limitations. A
list of procedure codes, services or drugs may not be all inclusive and does not imply
that a service or drug is a covered or non-covered service or drug. Evolent reserves the
right to review and update this Clinical Guideline in its sole discretion. Notice of any
changes shall be provided as required by applicable provider agreements and laws or
regulations. Members should contact their Plan customer service representative for
specific coverage information.

Evolent Clinical Guidelines are comprehensive and inclusive of various procedural
applications for each service type. Our guidelines may be used to supplement Medicare
criteria when such criteria is not fully established. When Medicare criteria is determined
to not be fully established, we only reference the relevant portion of the corresponding
Evolent Clinical Guideline that is applicable to the specific service or item requested in
order to determine medical necessity.
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