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< Treatment

* See Section 7.2, “Diuretics and Decongestion Strategies in Patients with HE for diuretic recommendations.

7.3.1. Renin-Angiotensin System Inhibition With ACEi or
ARB or ARNi

COR LOE Recommendations

1. In patients with HFrEF and NYHA class IT to III symptoms, the use
of ARN:i is recommended to reduce morbidity and mortality.

2. In patients with previous or current symptoms of chronic HFtEF,
the use of ACEi is beneficial to reduce morbidity and mortality
when the use of ARNi is not feasible.

3. In patients with previous or current symptoms of chronic HFrEF
who are intolerant to ACEi because of cough or angiocdema
and when the use of ARNi is not feasible, the use of ARB is
recommended to reduce morbidity and mortality.

Value Statement: | 4. In patients with previous or current symptoms of chronic HFEF,
High Value (A) in whom ARN!i is not feasible, treatment with an ACEi or ARB
provides high economic value.

5. In patients with chronic symptomatic HFtEF NYHA class II or
III who tolerate an ACEi or ARB, replacement by an ARNi is

recommended to further reduce morbidity and mortality.

Value Statement: | 6. In patients with chronic symptomatic HFtEF, treatment with an
High Value (A) ARNi instead of an ACEi provides high economic value.

7. ARNi should not be administered concomitantly with ACEi or
within 36 hours of the last dose of an ACEi.

C-LD | 8. ARNi should not be administered to patients with any history of
angioedema.

C-LD | 9. ACEi should notbe administered to patients with any history of
angioedema.




Figure 6. Treatment of HFrEF Stages C and D
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* Participation in investigational studies is appropriate for stage C, NYHA class IT and III HE.
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7.6. Mildly Reduced EF (HFmrEF) and Improved EF (HFimpHF)

7.6.1. HF With Mildly Reduced Ejection Fraction

COR LOE Recommendations

2a B-R | 1. In patients with HFmrEF, SGLT2i can be beneficial in decreasing
HF hospitalizations and cardiovascular mortality.

2b B-NR | 2. Among patients with current or previous symptomatic HFmrEF
(LVEE, 41%-49%), use of evidence-based beta blockers for
HFEF, ARNi, ACEj, or ARB, and MRAs may be considered
to reduce the risk of HF hospitalization and cardiovascular
mortality, particularly among patients with LVEF on the lower
end of this spectrum.

Figure 11. Recommendations for Patients With Mildly Reduced
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Medication recommendations for HFmrEF are displayed.
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7.7.1. HF With Preserved Ejection Fraction*

COR LOE  Recommendations

C-LD | 1. Patients with HFpEF and hypertension should have medication
titrated to attain blood pressure targets in accordance with
published clinical practice guidelines to prevent morbidity.

2. In patients with HFpEF, SGLT2i can be beneficial in decreasing
HF hospitalizations and cardiovascular mortality.

3. In patients with HFpEF, management of AF can be useful to
improve symptoms.

4. In selected patients with HFpEF, MRAs may be considered to
decrease hospitalizations, particularly among patients with LVEF
on the lower end of this spectrum.

5. In selected patients with HFpEF, the use of ARB may be
considered to decrease hospitalizations, particularly among
patients with LVEF on the lower end of this spectrum.

6. In selected patients with HFpEF, ARNi may be considered to
decrease hospitalizations, particularly among patients with LVEF
on the lower end of this spectrum.

7. In patients with HFpEF, routine use of nitrates or
phosphodiesterase-5 inhibitors to increase activity or QOL is
ineffective.

* See Section 7.2 (“Diuretics and Decongestion Strategies in Patients with HF”) and Section 10.2
(“Management of Atrial Fibrillation (AF) in HF”) for recommendations for use of diuretics and
management of AF in HE
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Figure 12. Recommendations for Patients With Preserved LVEF
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Medication recommendations for HFpEF are displayed.
* Greater benefit in patients with LVEF closer to 50%.



< Class of Recommendations and Level of Evidence

CLASS (STRENGTH) OF RECOMMENDATION

CLASS 2a (MODERATE) Benefit >> Risk
Suggested phrases for writing recommendations:

| |s reasonable
m Can be useful /effective/beneficial
m Comparative-Effectiveness Phrases’:
o Treatment/strategy A is probably recommended/indicated in preference fo
treatment B
o It is reasonable to choose treatment A over treatment B




LEVEL (QUALITY) OF EVIDENCE#

LEVEL C-LD (Limited Data)

m Randomized or nonrandomized observational or registry studies with limitations
of design or execution

W Meta-analyses of such studies

m Physiological or mechanistic studies in human subjects

LEVEL C-EO (Expert Opinion)

Consensus of expert opinion based on clinical experience

COR and LOE are determined independently (any COR may be paired with any LOE).

A recommendation with LOE C does not imply that the recommendation is weak. Many important
clinical questions addressed in guidelines do not lend themselves to clinical trials. Although RCTs are
unavailable, there may be a very clear clinical consensus that a particular test or therapy is useful or
effective.

* The outcome or result of the intervention should be specified (an improved clinical outcome or
increased diagnostic accuracy or incremental prognostic information).

t For comparative-effectiveness recommendations (COR | and Ila; LOE A and B only), studies
that support the use of comparator verbs should involve direct comparisons of the treatments or
strategies being evaluated.

# The method of assessing quality is evolving, including the application of standardized, widely used,
and preferably validated evidence grading tools; and for systematic reviews, the incorporation of an
Evidence Review Committee.

COR indicates Class of Recommendation; EO, expert opinion; LD, limited data; LOE, Level of
Evidence; NR, nonrandomized; R, randomized; RCT, randomized controlled trial.



Abbreviations

CRT-D, cardiac resynchronization therapy with defibrillation; EF, ejection fraction; GDMT, guideline-
directed medical therapy; HF, heart failure; HFimpEF, heart failure with improved ejection fraction;
HFmrEF, heart failure with mildly reduced ejection fraction; HFpEF, heart failure with preserved ejection
fraction; HFrEF, heart failure with reduced ejection fraction; ICD, implantable cardioverter-defibrillator;
IFE, immunofixation electrophoresis; LBBB, left bundle branch block; MCS, mechanical circulatory
support; MRA, mineralocorticoid receptor antagonist; QOL, quality of life; SGLT2i, sodium-glucose

cotransporter-2 inhibitors
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Disclaimer

This pocket guide attempts to define principles of practice that should produce high-quality patient care. It is
applicable to specialists, primary care, and providers at all levels. This pocket guide should not be considered
exclusive of other methods of care reasonably directed ar obtaining the same results. The ultimate judgment
concerning the propriety of any course of conduct must be made by the clinician after consideration of each
individual patient situation. Neither IGC, the medical associations, nor the authors endorse any product or
service associated with the distributor of this clinical reference tool.
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