Heart Failure: SGLT inhibitors in Clinical
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Practice — Are we overthinking it?

Product Theater

* Date:
Sunday, September 29, 2024

O Time:
12:30 - 1:30 pm

Q Location:
Exhibit Hall - Theater |

Program Description

e Discuss a spectrum of clinical scenarios,
along the course of the HF journey
> All patients with HF are at high risk
of the next HF event. Giving just
“some” GDMTs is not enough!
e Addressing myths around SGLT

inhibitors in clinical practice — what the
evidence shows

¢ Evidence-based overview of what can
be expected from an SGLT1-2 inhibitor
like INPEFA® (sotagliflozin) in patients
with HF

INDICATION

INPEFA® is indicated to reduce the risk of
cardiovascular death, hospitalization for heart
failure, and urgent heart failure visit in adults
with:

e heart failure or

* type 2 diabetes mellitus, chronic kidney
disease, and other cardiovascular risk factors
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Please visit:
www.inpefaHCP.com

Nancy M. Albert, PhD,
CCNS, CHFN, CCRN, NE-BC,
FAHA, FHFSA, FCCM, FAAN

- Associate Chief Nursing Officer, Office
of Nursing Research and Innovation,
Cleveland Clinic Health System

- Clinical Nurse Specialist, Kaufman
Center for Heart Failure, Cleveland Clinic
Main Campus

- Consultant Staff, Lerner Research
Institute

Muthiah Vaduganathan,
MD, MPH

- Cardiologist and Clinical Trialist at
Brigham and Women'’s Hospital and
Harvard Medical School

- Co-Director of the Center for
Cardiometabolic Implementation Science
at Brigham and Women's Hospital

- Section Editor of the FIT / Early Career
section of JACC, Associate Editor of
JACC Heart Failure and serves on the
Editorial Board of the European Journal
of Heart Failure

IMPORTANT SAFETY INFORMATION

Dosing: Assess renal function and volume status and, if
necessary, correct volume depletion prior to initiation of
INPEFA. INPEFA dosing for patients with decompensated
heart failure may begin when patients are hemodynamically
stable, including when hospitalized or immediately upon
discharge.

Contraindications: INPEFA is contraindicated in patients
with a history of serious hypersensitivity reaction to INPEFA.

© 2024, LEXICON PHARMACEUTICALS, INC.
ALL RIGHTS RESERVED. job-000792 08/2024

'Lexmon

pharmaceutical

This Industry Expert Theater presentation is not part of the scientific program as planned by the HFSA
Program Committee, This event is neither sponsored by nor endorsed by HFSA.
This event does not qualify for continuing education credit.



IMPORTANT SAFETY INFORMATION (Cont.)
Warnings and Precautions:

¢ Ketoacidosis: INPEFA increases the risk of ketoacidosis
in patients with type 1 diabetes mellitus (T1DM). Type 2
diabetes Mellitus (T2DM) and pancreatic disorders are
also risk factors. The risk of ketoacidosis may be greater
with higher doses. There have been postmarketing
reports of fatal events of ketoacidosis in patients with
type 2 diabetes using sodium glucose transporter 2
(SGLT2) inhibitors. Before initiating INPEFA, assess risk
factors for ketoacidosis. Consider ketone monitoring

in patients with TIDM and consider ketone monitoring

in others at risk for ketoacidosis and educate patients

on the signs/symptoms of ketoacidosis. Patients
receiving INPEFA may require monitoring and temporary
discontinuation of therapy in clinical situations known to
predispose to ketoacidosis. INPEFA is not indicated for
glycemic control. Assess patients who present with signs
and symptoms of metabolic acidosis or ketoacidosis,
regardless of blood glucose level. If suspected,
discontinue INPEFA, evaluate, and treat promptly.
Monitor patients for resolution of ketoacidosis before
restarting INPEFA.

¢ Volume Depletion: INPEFA can cause intravascular
volume depletion which may sometimes manifest as
symptomatic hypotension or acute transient changes in
creatinine. There have been post-marketing reports of
acute kidney injury, some requiring hospitalization and
dialysis, in patients with type 2 diabetes mellitus receiving
SGLT2 inhibitors. Patients with impaired renal function
(eGFR < 60 mL/min/1.73 m?), elderly patients, or patients
on loop diuretics may be at increased risk for volume
depletion or hypotension. Before initiating INPEFA in
patients with one or more of these characteristics, assess
volume status and renal function, and monitor for signs
and symptoms of hypotension during therapy.

e Urosepsis and Pyelonephritis: Treatment with SGLT2
inhibitors, including INPEFA, increases the risk for urinary
tract infections. Serious urinary tract infections including
urosepsis and pyelonephritis requiring hospitalization
have been reported. Evaluate patients for signs and
symptoms of urinary tract infections and treat promptly.

e Hypoglycemia with Concomitant Use with Insulin
and Insulin Secretagogues: Insulin and insulin
secretagogues are known to cause hypoglycemia. INPEFA
may increase the risk of hypoglycemia when combined
with insulin or an insulin secretagogue. Therefore, a lower
dose of insulin or insulin secretagogue may be required
to minimize the risk of hypoglycemia when used with
INPEFA.

¢ Necrotizing Fasciitis of the Perineum (Fournier's
Gangrene): Reports of Fournier’'s Gangrene, a rare but
serious and life-threatening necrotizing infection requiring
urgent surgical intervention, have been identified in post-
marketing surveillance in patients with diabetes mellitus
receiving SGLT2 inhibitors. Assess patients who present
with pain, tenderness, erythema, or swelling in the genital
or perineal area, along with fever or malaise. If suspected,
start treatment immediately with broad-spectrum
antibiotics and, if necessary, surgical debridement.
Discontinue INPEFA, closely monitor patient signs and
symptoms, and provide appropriate alternative therapy
for heart failure.
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e Genital Mycotic Infections: INPEFA increases the risk of
genital mycotic infections. Monitor and treat as appropriate.

e Urinary Glucose Test and 1,5-anhydroglucitol (1,5-
AG) Assay: These are not reliable for patients taking
SGLT2 inhibitors. Use alternative testing methods to
monitor glucose levels.

Common Adverse Reactions: The most commonly
reported adverse reactions (incidence = 5%) were
urinary tract infection, volume depletion, diarrhea, and
hypoglycemia.

Drug Interactions:

e Digoxin: Monitor patients appropriately as there is an
increase in the exposure of digoxin when coadministered
with INPEFA 400 mg.

e Uridine 5'-diphospho-glucuronosyltransferase (UGT)
Inducer: The coadministration of rifampicin, an inducer
of UGTs, with sotagliflozin resulted in a decrease in the
exposure of sotagliflozin.

e Lithium: Concomitant use of an SGLT2 inhibitor with
lithium may decrease serum lithium concentrations.
Monitor serum lithium concentration more frequently
during INPEFA initiation and with dosage changes.

Use in Specific Populations:
* Pregnancy and Lactation: INPEFA is not recommended

during the second and third trimesters of pregnancy, nor
while breastfeeding.

e Geriatric Use: No INPEFA dosage change is
recommended based on age. No overall differences

in efficacy were detected between these patients and
younger patients, and other reported clinical experience
has not identified differences in responses between

the elderly and younger patients, but greater sensitivity
of some older individuals cannot be ruled out. Elderly
patients may be at increased risk for volume depletion
adverse reactions, including hypotension.

® Renal Impairment: INPEFA was evaluated in patients
with chronic kidney disease (€GFR 25 to 60 mL/min/1.73
m2) and in patients with heart failure with eGFR < 60 mL/
min/1.73 m2. The safety profile of INPEFA across eGFR
subgroups in these studies was consistent with the known
safety profile. There was an increase in volume-related
adverse events (e.g., hypotension, dizziness) in patients
with eGFR < 30 mL/min/1.73m? relative to the overall
safety population. Efficacy and safety studies with INPEFA
did not enroll patients with an eGFR less than 25 mL/
min/1.73 m? or on dialysis. After starting therapy in the
studies, patients were discontinued if eGFR fell below

15 mL/min/1.73 m? or were initiated on chronic dialysis.

e Hepatic Impairment: INPEFA is not recommended in
patients with moderate or severe hepatic impairment.

Reference:

1. INPEFA [prescribing information]. Lexicon Pharmaceuticals,
Inc.; January 2024.
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