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Advances in heart failure treatment

Implementing the most recent evidence can drive
better outcomes




Heart failure is a leading cause of
hospitalization and mortality in older adults

About 7 million Americans have heart failure (HF)"

e 6 o o
w w w w 30% HF-related mortality has

M|l increased across all age groups,
despite the availability of life-saving
treatments.

One in four Americans
will be diagnosed with
HF in their lifetime.’

Controlling predisposing conditions can prevent or delay HF

Diabetes

Choose a sodium-glucose cotransporter 2 (SGLT-2) inhibitor as part of a
glucose-lowering regimen.?

Hypertension
Control BP to <130/80 mm Hg, and ideally to 120/80 mm Hg.

Cardiovascular disease (CVD)
« Initiate statins for all patients with CVD.

* Prescribe beta-blockers for post-myocardial infarction patients with EF <40%.

& O

Acronym overview

ACE inhibitor: Angiotensin-converting enzyme ARNI: Angiotensin receptor/neprilysin inhibitor
ARB: Angiotensin Il receptor blocker MRA: Mineralocorticoid receptor antagonist
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Optimize treatment to improve survival

Getting recommended therapies keeps patients out of the hospital
and reduces mortality

FIGURE 1. Median survival for a patient after HF hospitalization is much lower than for
non-HF patients of the same age.!
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Ejection fraction (EF) drives treatment choices

FIGURE 2. Echocardiogram results should guide prescribing.®
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Periodic reassessment of EF, particularly when symptoms worsen or clinical status changes, helps determine
if treatment changes are needed.
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L
Guideline-directed medical therapy (GDMT)

saves lives

FIGURE 3. Summary of evidence-based medication options based on EF3%7
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Diuretics are useful to manage symptoms but have not been shown to reduce death or HF hospitalization.

Continue guideline-recommended medications even if EF improves to >40%.

Most patients don’t receive all recommended medications

FIGURE 4. In the year after a HF hospitalization, only a very small fraction of patients received

all GDMTs.®
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Begin all four drug classes promptly
to improve HFrEF outcomes

+ Starting and rapidly optimizing medications for HFrEF

achieves an 8% absolute reduction in CV mortality
or HF hospitalization within 6 months as compared
to usual care.®

10,11

o Start low doses of all four classes quickly

¢ Initiate in any order. Prioritization may be driven by co-occurring conditions
(e.g., diabetes/SGLT-2 inhibitor).

* Aim to have all started within 4-6 weeks of HF hospitalization.

* Get all four classes onboard before escalating doses.

TABLE 1. Reductions in mortality and/or HF hospitalization occur as early
as the first month after starting treatment.

SGLT-2 inhibitor dapagliflozin® 28 days

ARNI sacubitril/valsartan'? 30 days (vs. enalapril)
MRA eplerenone™ 26 days
Beta-blocker carvedilol'® 14-21 days

10,11

e Plan titration to achieve optimal doses

* Prioritize increasing beta-blocker doses —they have the strongest dose-response data.

* Use multiple approaches to help achieve rapid titration, such as virtual or remote
visits and co-management with other healthcare professionals.

* Monitor renal function and potassium, especially for MRAs and ARNI/ARB/ACE
inhibitors.

Dose matters!
“On treatment” is not the same as “On optimized treatment”
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Titrate safely

TABLE 2. Thresholds used when increasing medications in the STRONG-HF trial'®

SGLT-2 inhibitor

Systolic BP <95 mm Hg @ @ @
No titration
Serum potassium >5.0 mmol/L @ t @ needed
(only one
eGFR <30 mL/min/1.73 m? 510P) ! © recommended
dose)
Heart rate <55 bpm t @ t

@ do not up-titrate  up-titrate | use caution

Prioritize these recommended HF medications. Discontinue other drugs (such as amlodipine or
thiazide diuretic) if they interfere with optimizing HF medications by lowering BP too much.

Side effects are common but are often not related to treatment

FIGURE 5. In randomized controlled trials of HF medications, discontinuation rates due to
adverse effects were equal to or lower in the intervention groups than in the placebo groups.'”
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Other pharmacologic considerations

Obesity and HF

Glucagon-like peptide-1 (GLP-1) receptor agonists such as semaglutide and dual GLP-1/
glucose-dependent insulinotropic polypeptide (GIP) receptor agonists such as tirzepatide

reduce weight and improve obesity-related outcomes.

FIGURE 6. What we know about GLP-1 RAs in patients with obesity and HF
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in these patients.?

Avoid medications that can worsen HF

NSAIDs Certain drugs for
A « ibuprofen diabetes

* naproxen * pioglitazone

e celecoxib  saxagliptin

 meloxicam * alogliptin

Improved quality of
life and function

Semaglutide and tirzepatide
improved quality of life and
6-minute walk test results”181°

Mechanism unclear

Unknown if benefit is
related to weight reduction
or direct cardiac benefit

GLP-1 RA medications have not shown benefit for HF outcomes

Negative inotropic agents, e.g.:
« flecainide

* sotalol

e diltiazem

* verapamil
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Non-pharmacologic interventions are useful
in all patients with HF

0 Evidence of benefit

Exercise

Encourage all patients with HF to engage in physical activity. Exercise training
improves health-related quality of life, functional capacity, and endurance.
It also decreases HF hospitalizations and CV mortality.?!

Cardiac rehabilitation

Recommend cardiac rehabilitation programs to reduce HF rehospitalization,
independent of EF.22

Medication adherence

Ask patients about medication use at each visit. Address any reasons for
not taking medications as prescribed, such as adverse effects or cost.

Routine weighing

Advise the patient to check weight frequently at the same time of day and
help them make a plan to notify their clinicians about weight changes.

Sodium reduction

Encourage patients to limit sodium to less than 2,300 mg per day. While
robust data do not support this exact cutoff, sodium reduction may help
manage HF and improve hypertension control.
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Begin or continue advance planning
conversations in patients with severe HF

Work with patients to understand the goals of care

and align expectations accordingly. Q .
* Review whether further interventions are desired. Q %
» Set expectations that hospitalization can help manage
symptoms but not necessarily change the illness trajectory. ©
* Discuss palliative care when indicated.
Reassess the advance care plans at least annually, ‘ E E
or with significant change in status.?*
Costs of medications vary

Lower-cost generics are now available for many drugs to treat HFrEF

FIGURE 7. The cost of 30 days of medications to manage heart failure

SGLT-2 empagliflozin (Jardiance) 10 mg
inhibitors dapaglifiozin 10 mg
dapagliflozin (Farxiga) 10 mg

sotagliflozin (Inpefa) 400 mg

ARNIs sacubitril/valsartan 194/206 mg
sacubitril/valsartan (Entresto) 194/206 mg $847
ARBs generics
ACE inhibitors generics | $4-36
Beta-blockers generics I $9-25
MRAs spironolactone 50 mg I $9

eplerenone 50 mg

eplerenone (Inspra) 50 mg

finerenone (Kerendia) 40 mg $831

/A $1.106
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GIP/GLP-1 RA tirzepatide (Zepbound) 15 mg weekly

Prices from goodrx.com, June 2026. Listed doses are based on optimal doses defined by American College of Cardiology
guidelines?®*; they should not be used for dosing in all patients. All doses shown are generics when available, unless
otherwise noted. These prices are a guide; patient costs will be subject to copays, rebates, and other incentives.
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Key points

- Promptly initiate all guideline-recommended medications in patients with
heart failure unless contraindicated.

Initiate the four medication classes as quickly as safe and feasible,

HFrEF e . .
to reduce hospitalizations and improve survival.
HEmrEF Combination therapy with an SGLT-2 inhibitor, ARNI, and MRA is key,
especially for reducing the risk of hospitalization.
An SGLT-2 inhibitor is most likely to reduce hospitalizations,
HFpEF

and the addition of an MRA may also be helpful.

- Actively increase doses as tolerated to achieve optimal clinical benefit, ideally
getting to maximal doses over 4-6 weeks.

- Encourage exercise in all patients; refer to cardiac rehabilitation whenever possible
after hospitalization.

- Refer patients to cardiology for:
— persistent symptoms, unusual clinical presentation, or diagnostic uncertainty.

— consideration of advanced medications, devices, or procedures.

- As HF progresses, engage patients and families in advance planning discussions,
especially after hospitalizations or changes in status.

AlosaHealth.org/HeartFailure
For links to a comprehensive evidence document
and other resources
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About this publication

These are general recommendations only; specific medical decisions should be made by the
treating clinician based on an individual patient’s clinical condition. More detailed information
on this topic is provided in a longer evidence document at AlosaHealth.org.
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