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Why was the study conducted?

Patients
Data examining the clinical effects of 6001 patients; aged >40 yrs
finerenone and SGLT2 inhibitors in heart Symptomatic HFmrEF or
failure are lacking HFpEF; 69% in NYHA class II
LVEF 240%
What was studied? High natriuretic peptides
Treatment benefits of finerenone were Structural heart disease +

Diuretic use for last 30 days

observed irrespective of concomitant
Mean age 72.019.6 years

use of an SGLT2i in patients with HF
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New Initiations of SGLT2i During Trial

CV Death and Total Worsening HF Svcrits (among 5,184 participants without baseline use)
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Cumulative Incidence

Finerenone: 462 (17.7%)
Placebo: 518 (20.1%)
HR 0.86; 95% CI: 0.76-0.97
P=0.02
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Mean Cumulative Events (per 100 patients)

Z-" No SGLT2i Subgroup (n=5,184):Risk Reduction 0.85

Pinteraction = 0.76 0.00 1 T !
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Clinical implication
Finerenone reduces cardiovascular death and total HF events irrespective
of baseline or subsequent SGLT2i use and supports the complementary
roles of finerenone and SGLT2i in the management of patients with
HFmrEF or HFpEF



Tirzepatide leads to a lower risk of a composite of death from
cardiovascular causes or worsening heart failure and improves health
status in patients with heart failure with preserved ejection fraction and

obesity

In this trial, researchers examined cz ular

outcomes of treatment with tirzepatide in patients ion fract : d viscer:
with heart failure with preserved ejection fraction and aduposnty contrlbutes to the evolution and progres-
obesity. sion of heart failure.

WHY WAS THE TRIAL DONE?

Tirzepatide, a long-acting
agonist of glucose-dependent
insulinotropic polypeptide
and glucagon-like peptide-1
receptors, causes considerable
weight loss, but data on its
effects on cardiovascular out-
comes are lacking.

HOW WAS THE TRIAL CONDUCTED?

Adults with chronic heart failure, an ejection fraction of at least 50%, and a
body-mass index (BMI) of at least 30 were assigned to receive subcuta-
neous tirzepatide (up to 15 mg per week) or placebo, in addition to
usual therapy. The two primary end points were a composite of adjudicated
death from cardiovascular causes or a worsening heart-failure event resulting in
hospitalization, intravenous therapy in an urgent care setting, or intensifica-
tion of oral diuretic therapy, and the change in the Kansas City Cardiomyopa-
thy Questionnaire clinical summary score (KCCQ-CSS; range, 0 to 100, with
higher scores indicating better quality of life) at 52 weeks.
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AR Usual therapy

(Maximum tolerated dose after
dose-escalation period)

364 Patients 367 Patients

PATIENTS

WHO 731 adults

Age: at least 40 years
(mean, 65 years)

Women: 54%; Men: 46%

:::L‘s“ Chronic heart failure
(NYHA class 1l to IV)

Left ventricular ejection
fraction: at least 50%

BMI: at least 30

6-minute walk distance:
100to 425 m

KCCQ-CSS: 80 or lower

One of the following: an
elevated NT-proBNP level,
left atrial enlargement, or
elevated filling pressures

Heart-failure decompensa-
tion within 12 months be-
fore baseline or an eGFR of
less than 70 ml per minute
per 1.73 m? at baseline

TRIAL DESIGN

* DOUBLE-BLIND
« RANDOMIZED
* PLACEBO-CONTROLLED

* LOCATION: 129 CENTERS IN 9 COUNTRIES

DOI: 10.1056/NEJM0a2410027



Tirzepatide leads to a lower risk of a composite of death from
cardiovascular causes or worsening heart failure and improves health
status in patients with heart failure with preserved ejection fraction and
obesity

RESULTS ‘ BODY-MASS INDEX

During a median follow-up of 2 years, death from cardiovascular causes or a
worsening heart-failure event occurred significantly less often in the tirze-
patide group than in the placebo group. At 52 weeks, improvement in the
KCCQ-CSS was significantly greater in the tirzepatide group.

Death from Cardiovascular Causes or a Worsening Heart-Failure Event

- Hazard ratio, 0.62 (95% Cl, 0.41-0.95); P=0.026
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Placebo

The risk of heart failure
Tirzepatide (especially in patients with
preserved ejection fraction)
increases as BMI increases.
The mean BMI of patients

. | | in this trial was 38.3 at
0 24 48 72 96 120 136 base]ine_
Weeks since Randomization

Cumulative Incidence (%)

Nonfatal Adverse Events Leading
to Discontinuation

100
Nonfatal adverse events f
leading to discontinuation - Ml
of the regimen — mainly % 60
gastrointestinal events — 8 404
were more common in the €
tirzepatide group. 5 201 6.3 14
’ Tirzepatide Placebo

LIMITATIONS AND REMAINING QUESTIONS

* This study included only patients with a BMI of CONCLUSIONS

30 or greater; however, many patients with heart Treatment with tirzepatide led to a lower
failuref\;rith lilreservedb ejectio; fracti(:n hs;we a risk of a composite of death from cardio-
W, - - . .
Bitvobicssian'al Lt dmorms T WG vascular causes or worsening heart failure
height ratio, which is a more reliable indicator of : ;
excess visceral adiposity. More study is needed in than placebo and improved health status in
these patients. patients with heart failure with preserved

ejection fraction and obesity.

DOI: 10.1056/NEJM0a2410027



In patients undergoing TAVI and receiving oral anticoagulants for a
concomitant disease, continuing anticoagulation during TAVI was not
noninferior to interrupting anticoagulation with respect to adverse

outcomes

In this trial, researchers assessed the efficacy and
safety of continuing oral anticoagulation, as compared
with interrupting it, during transcatheter aortic-valve

Approximately one third of patients undergoing
TAVI have an indication for oral anticoagulation
owing to concomitant diseases, mainly atrial

implantation (TAVI). fibrillation.
WHY WAS THE TRIAL DONE? PATIENTS
International guidelines advise
interrupting oral anticoagulation in
patients undergoing interventions
with a high risk of bleeding, but the \ Catheter with
% . A= | inflatable balloon
appropriate strategy for managing J
. D @ . ” ) Replacement
?nu??a%ulat:on in patients unde_rgo e
ing TAVI has not been well studied. —_— 858 patients
Mean age, 81 years
HOW WAS THE TRIAL CONDUCTED? Men: 66%: Women: 34%
- - -
Patients who were planning to undergo TAVI and who were receiving —

long-term oral anticoagulants were assigned either to continue oral anti-
coagulation or to interrupt it before the procedure. The primary outcome
was a composite of death from cardiovascular causes, stroke from any cause,
myocardial infarction, major vascular complications, or major bleeding
within 30 days after TAVI.

Interruption of
Oral Anticoagulation

Continuation of
Oral Anticoagulation

427 Patients

431 Patients

DOI: 10.1056/NEJM0a2407794

STATUS

Plan to undergo trans-
femoral or transsubclavi-
an TAVI

Long-term receipt of oral
anticoagulation (owing to
atrial fibrillation in 95%)

No mechanical heart valve
prosthesis, intracardiac
thrombus, venous
thromboembolism within
3 months before TAVI, or
TIA or stroke in patients
with atrial fibrillation within
6 months before TAVI

TRIAL DESIGN

* OPEN-LABEL

* RANDOMIZED

* NONINFERIORITY

* LOCATION: 22 EUROPEAN SITES



In patients undergoing TAVI and receiving oral anticoagulants for a
concomitant disease, continuing anticoagulation during TAVI was not
noninferior to interrupting anticoagulation with respect to adverse
outcomes

RESULTS

Continuation of oral anticoagulation was not found to be There were no apparent differences in thromboembolic

noninferior to interruption of anticoagulation with respect evenlts (a: seconda?' ot_ucome) bitween Ui GLOupS, wiere
to the primary composite outcome. as bleeding complications (another secondary outcome)

were more common with continued than with interruptec
anticoagulation.

Primary Composite Outcome Thromboembolic Events and Bleeding

Risk difference, 1.7 percentage points (95% CI, -3.1 to 6.6)
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LIMITATIONS AND REMAINING QUESTIONS

* The trial was open-label and therefore potentially CONCLUSIONS
subject to reporting and ascertainment biases. In patients undergoing TAVI and receiving
* Not all patients underwent a neurologic exami- oral anticoagulants for a concomitant
niftifm or neuroimaging; the trial relied on disease, continuing anticoagulation during
::g:::?: events reparted by health care profes- TAVI was not noninferior to interrupting

anticoagulation with respect to a composite
of death from cardiovascular causes, stroke

* The trial was powered to show noninferiority
with respect to the primary composite outcome . i
alone. No clinical inferences should be drawn from any cause, myocardial infarction,
about the separate components of the primary major vascular complications, or major
outcome or about the secondary outcomes. bleeding within 30 days.

DOI: 10.1056/NEJM0a2407794



