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To the cardiology community,

As healthcare professionals who completed training at the start of the new millennium, we have had the privilege to practice medicine
during an era of unprecedented progress. We have watched heart failure patients benefit from improved diagnostics, less-invasive
interventions and multiple therapeutics. In short, we can do more for heart failure patients today than we were able to do even just a
decade ago.

Despite this progress, the public health burden of heart failure is rising. The number of deaths with an underlying cause attributed to heart
failure was over 50% higher in 2019 than in 2009. And heart failure with preserved ejection fraction has been one of the largest unmet
needs in cardiovascular medicine due to its prevalence, high mortality rate and limited efficacious treatment options.

We have therapies that can help change these stats — therapies that are included in recent updates to clinical guidelines — but we aren’t
using them to their fullest. For example, just last year, the U.S. Food and Drug Administration approved Jardiance® (empagliflozin) tablets to
treat adults with heart failure regardless of left ventricular ejection fraction, a critical milestone for the approximately 3 million adults in the
U.S. with heart failure with preserved ejection fraction.

The current standstill is a poignant reminder that data alone doesn’t change lives. Only after we implement the latest treatment guidelines
based on that data will the cardiology community effect real change on a population level.

Gaps in the uptake of guideline-directed medical therapy (GDMT) have been a topic of conversation for years now. We’ve read the research,
seen the advances in clinical trials, and yet, data from studies such as the CHAMP-HF registry tell us that evidence-based medicines remain
underutilized in practice.

The American Heart Association, American College of Cardiology and Heart Failure Society of America now recommend an approach to
heart failure with reduced ejection fraction based on the four class 1 recommended pillars of treatment: beta blockers, ARNIs, MRAs and
sodium-glucose cotransporter-2 (SGLT2) inhibitors — the latest addition to heart failure GDMT and the only class of medication with a class
2a recommendation for patients with heart failure with preserved ejection fraction that’s been shown to improve cardiovascular outcomes.
Most recently, the 2023 American College of Cardiology Expert Consensus Decision Pathway on the Management of Heart Failure with
Preserved Ejection Fraction reinforced that SGLT2 inhibitors should be initiated as a first-line treatment to reduce the risk of cardiovascular
death and hospitalization for heart failure in all individuals with heart failure with preserved ejection fraction who lack contraindications.

Combined, these four pillars are estimated to reduce the relative risk of all-cause mortality by 73% (26% absolute risk reduction) and
to prevent one death for every four patients treated over two years. We should be constantly identifying patients who are not on GDMT,
including those who need dose-optimization, and correcting the situation.

The latest guidelines offer an opportunity to provide better care for people who have heart failure. To that end, please join us in ensuring
that the latest heart failure guidelines are enacted for all patients. Their hearts are in our hands — and we should do everything in our power
to deliver the highest quality care.

INDICATIONS AND LIMITATIONS OF USE
JARDIANCE is indicated:
- toreduce the risk of cardiovascular death and hospitalization for heart failure in adults with heart failure

- toreduce the risk of sustained decline in eGFR, end-stage kidney disease, cardiovascular death, and hospitalization in adults with chronic kidney disease
at risk of progression

+ toreduce the risk of cardiovascular death in adults with type 2 diabetes mellitus and established cardiovascular disease
- asan adjunct to diet and exercise to improve glycemic control in adults and pediatric patients aged 10 years and older with type 2 diabetes mellitus
JARDIANCE is not recommended for use to improve glycemic control in patients with type 1diabetes mellitus. It may increase their risk of diabetic ketoacidosis.

JARDIANCE is not recommended for use to improve glycemic control in patients with type 2 diabetes mellitus with an eGFR <30 mL/min/1.73 m?. JARDIANCE is likely
to be ineffective in this setting based upon its mechanism of action.

JARDIANCE is not recommended for the treatment of chronic kidney disease in patients with polycystic kidney disease or patients requiring or with a recent history of
intravenous immunosuppressive therapy or greater than 45 mg of prednisone or equivalent for kidney disease. JARDIANCE is not expected to be effective in these populations.

IMPORTANT SAFETY INFORMATION
CONTRAINDICATIONS: Hypersensitivity to empaglifiozin or any of the excipients in JARDIANCE, reactions such as angioedema have occurred.

»
Please see additional Important Safety Information on the next page and accompanying Prescribing Information, Jardia nce
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IMPORTANT SAFETY INFORMATION (Continued)
WARNINGS AND PRECAUTIONS

Diabetic Ketoacidosis in Patients with Type 1 Diabetes Mellitus and Other
Ketoacidosis: JARDIANCE increases the risk of life-threatening ketoacidosis in patients
with type 1diabetes and fatal ketoacidosis has occurred with JARDIANCE. Type 2
diabetes and pancreatic disorders are also risk factors for ketoacidosis and fatal events
of ketoacidosis have been reported in patients with type 2 diabetes using JARDIANCE.
Precipitating conditions for diabetic ketoacidosis or other ketoacidosis include under-
insulinization due to insulin dose reduction or missed insulin doses, acute febrile illness,
reduced caloric intake, ketogenic diet, surgery, volume depletion, and alcohol abuse.
Signs and symptoms of diabetic ketoacidosis are consistent with dehydration and
severe metabolic acidosis and include nausea, vomiting, abdominal pain, generalized
malaise, and shortness of breath. Assess patients who present with signs and symptoms
of metabolic ketoacidosis, regardless of blood glucose levels. If suspected, discontinue
JARDIANCE, treat promptly and monitor for resolution before restarting. Consider
ketone monitoring in patients with type 1diabetes mellitus as well as in others at risk
for ketoacidosis. Withhold JARDIANCE in clinical situations known to predispose to
ketoacidosis and resume when clinically stable. Educate all patients on the signs and
symptoms of ketoacidosis and instruct patients to discontinue JARDIANCE and seek
medical attention immediately if signs and symptoms occur.

Volume Depletion: JARDIANCE can cause intravascular volume depletion which may
manifest as symptomatic hypotension or acute transient changes in creatinine. Acute
kidney injury requiring hospitalization and dialysis has been reported in patients with
type 2 diabetes receiving SGLTZ inhibitors, including JARDIANCE. Before initiating, assess
volume status and renal function in patients with impaired renal function (eGFR <60
mL/min/1.73 m?), elderly patients or patients on loop diuretics. In patients with volume
depletion, correct this condition before initiating JARDIANCE. After initiating, monitor for
signs and symptoms of volume depletion and renal function.

Urosepsis and Pyelonephritis: Serious urinary tract infections including urosepsis

and pyelonephritis requiring hospitalization have been identified in patients receiving
JARDIANCE. Treatment with JARDIANCE increases the risk for urinary tract infections.
Evaluate for signs and symptoms of urinary tract infections and treat promptly.

Hypoglycemia: In adult patients, the use of JARDIANCE in combination with insulin or
insulin secretagogues can increase the risk of hypoglycemia. In pediatric patients aged
10 years and older, the risk of hypoglycemia was higher with JARDIANCE regardless

of insulin use. The risk of hypoglycemia may be lowered by a reduction in the dose of
sulfonylurea (or other concomitantly administered insulin secretagogues) or insulin.
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Necrotizing Fasciitis of the Perineum (Fournier's Gangrene): Serious, life-
threatening cases requiring urgent surgical intervention have occurred in both females
and males receiving JARDIANCE. Serious outcomes have included hospitalization, multiple
surgeries and death. Assess patients presenting with pain or tenderness, erythema, or
swelling in the genital or perineal area, along with fever or malaise. If suspected, institute
prompt treatment and discontinue JARDIANCE.

Genital Mycotic Infections: JARDIANCE increases the risk for genital mycotic infections,
especially in patients with prior infections. Monitor and treat as appropriate.

Lower Limb Amputation: Lower limb amputations have been observed in patients with
chronic kidney disease taking JARDIANCE. Peripheral artery disease, and diabetic foot
infection (including osteomyelitis), were the most common precipitating medical events
leading to the need for an amputation. The risk of amputation was highest in patients
with a baseline history of diabetic foot, peripheral artery disease (including previous
amputation) or diabetes. Counsel patients receiving JARDIANCE about the importance

of routine preventative foot care and monitor for signs and symptoms of diabetic foot
infection (including osteomyelitis), new pain or tenderness, sores or ulcers involving the
lower limbs, and institute appropriate treatment.

Hypersensitivity Reactions: Serious hypersensitivity reactions have occurred with
JARDIANCE (angioedema). If hypersensitivity reactions occur, discontinue JARDIANCE,
treat promptly, and monitor until signs and symptoms resolve.

MOST COMMON ADVERSE REACTIONS (25%): Urinary tract infections and female
genital mycotic infections.

DRUG INTERACTIONS:

Diuretics: Coadministration with diuretics may enhance the potential for volume
depletion. Monitor for signs and symptoms.

Lithium: Concomitant use with lithium may decrease serum lithium concentrations.
Monitor more frequently during JARDIANCE initiation and dosage changes.

USE IN SPECIAL POPULATIONS
Pregnancy: JARDIANCE is not recommended during the second and third trimesters.
Lactation: JARDIANCE is not recommended while breastfeeding.

Geriatric Use: JARDIANCE is expected to have diminished glycemic efficacy in elderly
patients with renal impairment. Assess renal function more frequently in elderly patients.
The incidence of volume depletion-related adverse reactions and urinary tract infections
increased in T2D patients =75 years treated with empagliflozin.
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Please see accompanying Prescribing Information, including Medication Guide for JARDIANCE.

Sincerely,

Matthew Budoff, MD
Professor of Medicine, David Geffen School of Medicine at UCLA
Endowed Chair of Preventive Cardiology, Lundquist Institute

Robert ]. Chilton, DO, FACC, FAHA, FSCAI, MACOI

Professor, Department of Medicine, University of Texas Health Science Center at San Antonio

Norman Lepor, MD, FACC

Past President, American College of Cardiology, California Chapter
Clinical Professor of Medicine, David Geffen School of Medicine at UCLA
Attending Cardiologist, Cedars-Sinai Heart Institute

Founder and Director, National Heart Institute

James H. O’Keefe, MD

Director, Cardio Wellness Center, Saint Luke’s Mid America Heart Institute of Kansas City
Co-Director, Haverty Cardiometabolic Center of Excellence, Saint Luke’s Mid America Heart Institute
of Kansas City

Professor of Medicine, University of Missouri-Kansas City

Lisa D. Rathman, MSN, CRNP, CHFN
Lead HF Nurse Practitioner
PENN Medicine Lancaster General Health Heart Failure Program
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Clinical Assistant Professor, College of Health Professions, Mercer University
Director, Clinical Research, NSC Cardiology

Kris Vijay, MD, MS, FACP, FACC, FNLA, FHFSA

Immediate Past Medical Director, Institute for Congestive Heart Failure, Abrazo Arizona Heart Hospital and Abrazo
Health Network

Clinical Professor of Medicine, University of Arizona

Adjunct Professor of Medicine, Midwestern University

Associate Editor, Journal of Clinical Lipidology

Past Governor, American College of Cardiology, Arizona Chapter

Founding Member and Past President, Cardiorenal Society of America (CRSA)

Founding Member and President, Twinepidemic, Inc

President, Innovative Cardiometabolic Center

Karol E. Watson, MD, PhD
Professor of Medicine, Department of Cardiology, David Geffen School of Medicine at UCLA

CLICK HERE
TO SEE THE LATEST GUIDELINES.
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