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Cardiac Myosin Activation with Omecamtiv Mecarbil in Systolic Heart Failure
(GALACTIC HF)

A Primary Outcome

Cumulative Incidence (%)

8256 patients with symptomatic chronic heart failure EF<35%
omecamtiv mecarbil (25 mg, 37.5 mg, or 50 mg twice daily) or
placebo, in addition to standard HF therapy.

The primary outcome was a composite of a first heart-failure
event or death from cardiovascular causes
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Empagliflozin in Heart Failure with a Preserved Ejection Fraction

Purpose: Empagliflozin HR (95% Cl)
Evalyate the effects of SGLT2 inh_ibitor (Em!oagliflc_)zin) on n=2997 “_2991

cardiovascular death and heart failure hospitalizations in
patients with heart failure with a preserved ejection fraction Primary Composite Outcome: 415 (13.8%) o1 (17:1%) (_0.79(0.63-0.90) <0.001
(HFpEF), with or without diabetes. Composite of CV death or HF

Trial Design: N=5998, International multicenter (randomized hogpi[a][im
placebo controlled, double-blind, event-driven study.

Symptomatic HFpEFpatients (LVEF>40%) received HF hospitalization 299 (8.6%) 392 (11.8%)  0.71(0.60-0.83)
empagliflozin (10mg once daily) or placebo, in addition to Cardiovascular Death 219 (?_3%} 244 {8_2%] 091 {{]_?5_1_[}9}

usual therapy. Median follow up period was 26 months.
Primary Endpoint: Composite of CV death or heart failure Secondary Outcomes specified

hospitalization. in hierarchical testing
procedure
p < 0.001 Total number of HF 407 541 0.73(0.61-0.88) <0.001
hospitalizations
20
1741 eGR mean slope change per year -1.25+0.11 2.62+0.11 1.36 ( 1.06-1.66) <(.0001
(mUmin/1.73m2)

% 10 Results: Empagiifiozin reduced the combined nsk of cardiovascular death or heart failure hospitalization
in patients with HFpEF by 21%, regardless of the presence or absence of diabetes. This benefit was
consistent across pre-specified EF subgroups. Empagliflozin reduced total ( first and recurrent)
hospitalizations for HF by 27%.
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(n =2,997) (n=2,991) Anker S et al. NEJM 2021



The SGLT2 inhibitor dapagliflozin in heart failure with preserved ejection fraction: a
multicenter randomized trial (PRESERVED-HF trial)

324 pt randomized dapagliflozin vs placebo
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Angiotensin Receptor—Neprilysin Inhibition in Acute Myocardial Infarction
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AMI (0.5-7 days with LVEF =40% and/or pulmonary congestion) I
PLUS any risk enhancer
Age 270 years Atrial fibrillation
eGFR <60 LVEF < 30%
Diabetes Killip class zill
Prior MI STEMI without reperfusion
Major Exclusions:
Prior HF Clinical instability eGFR <30
Sacubitril/Valsartan = Ramipril
No run-in
Target 97/103 mg BID Target 5 mg BID
N=2830 double-blind active-controlled N=2831

Event driven: 711 primary endpoints
Median follow-up: 23 months

Validly Randomized Patients

N = 5,661

Ramipril
2 mg bid
N = 2831

Sacubitril/valsartan
97/103 mg bid
N = 2830

Vital status unknown

n=9

Vital status unknown
n=4

Median duration of follow-up | Median duration of follow-up
23 months 23 months

PARADISE-MI Primary Outcome
CV death, first HF hospitalization or outpatient HF

Cumulative Incidence
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Ramipril
373 events, 7.4 per 100 pt-years

Sacubitril/valsartan
338 events, 6.7 per 100 pt-years
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Pfefer M et al. NEJM 2021



Mortality (%)

35

Deaths In
SAVE, AIRE, TRACE (1990s),
VALIANT (2003) and
PARADISE-MI (2021)

== Placebo

— ACE Inhibitor
Valsartan

— Ramipril
== Sacubitril/valsartan

HR 0.88 (95% CI, 0.73-1.05)
p=0.16

Pfefer M. ACC 2021



Ultrafiltration is better than diuretic therapy for volume-overloaded

acute heart failure patients: a meta-analysis

8 RCT UF vs standard care 801 HF pt

UF increases fluid removal and weight loss and reduces
rehospitalization and the risk of worsening heart failure in
congestive patients, suggesting ultrafiltration as a safe and
effective treatment option for volume-overloaded heart failure
patients.
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Strain-Guided Management of Potentially Cardiotoxic Cancer Therapy

GLS-guided CPT prevents reduction in LVEF and development of CTRCD in high-risk patients undergoing potentially
cardiotoxic chemotherapy, compared with usual care

|
| . o !
In patients at risk of CTRCD, initiation of

cardioprotective therapy (CPT) is GLS-guided surveillance (n = 166) EF-quided surveillance (n = 165)
constrained by the low Sensitivity of « Received allocated intervention (n = 166) « Received allocated intervention (n = 165)
ejection fraction (EF) for minor changes

in Ieft ve ntriCUIar (LV) funCtion- GIObaI TABLE 2 Changes in LVEF and GLS Between Baseline and the 1-Year Follow-Up

longitudinal strain (GLS) is a robust and EF Guided 6LS Guided

sensitive marker of LV dysfunction, but LV Funciion, LV Function, Difference,

existing observational data have been " % (95% pValve” 0 %(O5%C  pvalber @ %O  pvaler
. . . . Core laboratory 3D EF, %

InSUffICIent to Support a rOUtIne GLS_ Baseline 153 58 (57 to 59) 154 59 (58 to 60) 1.2 (-2.6 to 0.2) 010

guided strategy for CPT 1 year 153 4056 154 6T5 58 1.5 (-3.0 t0 0.0) 0.05
1 year - baseline 153 r::.om 154 <0001  03(13t019) 069

Thavendiranathan et al. JACC 2021




Improved Risk Stratification for Ventricular Arrhythmias and Sudden Death in Patients

With Nonischemic Dilated Cardiomyopathy
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CENTRAL ILLUSTRATION: Schematic Representation of the Proposed New

Algorithm
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Di Marco, Andrea et al. J Am Coll Cardiol. 2021;77(23):2890-905.




The Addition of a Defibrillator to Resynchronization Therapy Decreases Mortality in

Patients With Nonischemic Cardiomyopathy

Total

1520 patients

B38 patients
with ischemic
cardiomyopathy
181 patients 332 paticnts 325 paticnts
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AV junction ablation and cardiac resynchronization for patients with permanent atrial
fibrillation and narrow QRS: the APAF-CRT mortality trial

Trial population >> Randomization >> Optimization >>

Death from any cause (ITT analysis) >

133 pts with:
» Permanent AF
» Narrow QRS
» 21 HF hospitalization
» Severe symptoms

63 ig‘ffg;‘{d HR =70 bpm || 11% (7 pts)
Rate control _
70 DRUGS HR =82 bpm || 29% (20 pts)

60 % EF>35%
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Brignole M et al. Eur Heart J 2021



AV junction ablation and cardiac resynchronization for patients with permanent atrial
fibrillation and narrowQRS: the APAF-CRT mortality trial

A Death fromany cause B Death from any cause or hospitalizaton for HF
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A Randomized Trial of His Pacing Versus Biventricular Pacing in Symptomatic HF
Patients With Left Bundle Branch Block (His-Alternative)

50 patients

LVEF =35%
NYHA lI-IV OMT
LBBB

i TBNQBR) . .ooiiies 18 His U2%)
24 Biv (96%) : 1His (4%) :
' i i
BiV-CRT BiV-CRT His-CRT His-CRT
Intention-to-Treat Per-protocol Per-protocol Intention-to-Treat
25 patients 31 patients 19 patients 25 patients
; ;
BiV-CRT BiV-CRT His-CRT His-CRT
Intention-to-Treat Per-protocol Per-protocol Intention-to-Treat
25 patients 31 patients 19 patients 25 patients

Pacing Thresholds Implantation 6-month FU

(V at 1 ms dur) (V at 1 ms dur)

LV-leads (n =31) 11207 1.5x06*

His-leads (n =19) 22%1.2 24+16*




A Randomized Trial of His Pacing Versus Biventricular Pacing in Symptomatic HF
Patients With Left Bundle Branch Block (His-Alternative)
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