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CLINICAL COURSE OF HEART FAILURE — ROLE OF THE HF TEAM AT
NORTHWELL

Advanced
Early-stage®? HF Therapies3

Intensification of HF Therapies:

Heart Failure Specialist (Ventricular Assist
Devices & Transplant)

(Guideline Directed Therapies)

HF Therapies?3

HF Diagnosis

Quality of Lifel

g,
Ny stag
e

Disease Progression

1. Adapted from Greenhalgh T, et al. BMC Cardiovasc Disord. 2017;17:156; 2. Adapted from Estep JD, et al. J Card Fail. 2024;30:1472-1488; 3. Heidenreich PA, et al. 2022 AHA/ACC/HFSA Guideline for the Management of 4
Heart Failure. Circulation. 2022;145:e895-e1032.



AGENDA

1. Scale of improvement in clinical outcomes for HFrEF with GDMT.
2. Defining residual risk in HFrEF despite 4 pillar GDMT.

3. Role of the HF specialist (at Northwell) addressing this residual risk moving forward.

April 17, 2028



1985: WHAT IS THE 1-YEAR MORTALITY OF HFREF?

A. 10%

B.25%

C.50%

D.75%

65-YEAR-OLD | EF 25% | NYHA Il
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1985: WHAT IS THE 1-YEAR MORTALITY OF HFREF?
65-YEAR-OLD | EF 25% | NYHA Il

A. 10%

B. 25% (V-HeFT | placebo arm 1986)

C.50%

D.75%

April 17, 2028



SINCE THEN, ADVANCES IN THERAPIES FOR HFREF HAVE

IMPROVED OVERALL OUTCOMES

Vasodilators and ACEi/ARB Device therapy and sinus node inhibitors
R-blockers and MRA A

COMPANION EMPHASIS-HF
A-HeFT Heart Mate Il
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R-blocker . Myosin activator

Digoxin . Ferric carboxymaltose

MRA . Exercise training ﬁ SGLT1/2i

Sharma A, Verma S, Bhatt D, et al. Optimizing Foundational Therapies in Patients With HFrEF. JACC: BTS. 2022
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MAGNITUDE OF MORTALITY RISK REDUCTION WITH GDMT

Treatment All-Cause Mortality HR 95% ClI

Therapy Class Approximate Relative — _ _ —
Risk Reduction = ©60% relative risk reduction with 37055

(0.38-0.56)

A contemporary GDMT! 038-056)

Beta B I OC ke rS ~35% ACEI + BB + Dig + H-ISDN e — 0.47 (0.36-0.61)

ACEIl + BB + MRA + IVA
ARNI + BB + SGLT2i

0.48 (0.39-0.58)
0.52 (0.43-0.63)

0.52 (0.44-0.62)
0.52 (0.44-0.63)

MRA "'30% ACEI + BB + MRA

ACEI + BB + MRA + Omecamtiv

ACEi /ARB ~15-20% ARNI + BB 059  (0.51-0.69)

ACEI + ARB + BB + Dig 0.65 (0.55-0.76)
ACEI + MRA + Dig 066  (0.56-0.78)

+
—_——
—
——
ARB + BB + MRA —i— 0.56 (0.47-0.65)
—_
—
— =
—_—

0.68 (0.53-0.86)

ARNI ~15-20% e

—— 0.68 (0.59-0.78)
ACEl + BB - = 0.69 (0.62-0.77)
ARB + BB + Dig - — 0.73 (0.63-0.83)
. AR 90
BB - 0.78 (0.72-0.84)
ACEI + ARB + Dig - 0.83  (0.72-0.96)
ACEI + Dig — - 0.88 (0.78-0.98)
ACEI -- 0.89 (0.82-0.96)
ARB + Dig -+ 0.94 (0.84-1.04)
ARB 0.95 (0.88-1.02)
Dig 0.99 (0.91-1.07)
I T T 1
0.2 0.5 1 1.5
1. A AHA HF Guideli 2022 HR (95% CI)
Northwell Health® e/ Guidelines 20 April 17,2026 9

2. Van Essen, et al. JACC 2025.



2025: WHAT IS THE 1-YEAR MORTALITY OF HFREF ON

CONTEMPORARY THERAPY?
65-YEAR-OLD | EF 25% | NYHA llI

A. 5%
B.10%
C.15%

D.25%

April 17, 2026



2025: WHAT IS THE 1-YEAR MORTALITY OF HFREF ON

CONTEMPORARY THERAPY?
65-YEAR-OLD | EF 25% | NYHA llI

D Death from Any Cause

A. 5% 1004 399 Hazard ratio, 0.83 (95% Cl, 0.71-0.97)
90  25-
g 80+ 20
0) 8 704 154
B. 10% (DAPA HF, 2019. Treatment arm) 5 o -
¥ ok
2 40- .
= o S S S e S S R —
C.15% g 0 3 6 9 12 15 18 21 24
3 20-
104 M
0 ———— T T T T 1

D_ 25% 0 3 6 9 12 IIS 18 21 24

Months since Randomization

No. at Risk
Placebo 2371 2330 2279 2231 2092 1638 1221 665 235
Dapagliﬂozin 2373 2342 2296 2251 2130 1666 1243 672 233

April 17, 2026



MODERN HFREF THERAPY HAS IMPROVED SURVIVAL — BUT
NOT ENOUGH

Vericiguat in patients with chronic heart failure and reduced

ejectic
contre

Javed Butler, C
G Michael Felk
Yogesh NV Re
Vanja Vlajnic,

Most
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Vericig
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Time since randomisation (months)

~16% 2 year morta

Vericiguat group  Placebo group
(n=3053) (n=3052)
(Continued from previous column)
. 155
lity 2411(790%)  2411(79.0%)
1T 635 (20-8%) 633 (20-7%)
v 7(0-2%) 8(0:3%)
LVEF, % 30-5% (7-0) 30-4% (7-0)
eGFR, mL/min per 1.-73 m? 70-9 (23-8) 70-8 (243)
<15 3(0-1%) 4(01%)
21510 <30 118 (3-9%) 125 (4:1%)
230to <60 921 (30-2%) 940 (30-8%)
260 1954 (64-0%) 1921 (62-9%)
Missing 57 (1:9%) 62 (2:0%)
Medical therapy
Loop diuretics 2131 (69-8%) 2129 (69-8%)
B blockers 2886 (94-5%) 2880 (94-4%)
Angiotensin-converting 1150 (37:7%) 1188 (38-9%)
enzyme inhibitor or
angiotensin receptor
blocker
Angiotensin receptor- 1734 (56-8%) 1682 (55-1%)
neprilysin inhibitor
Mineralocorticoid receptor 2358 (77-2%) 2390 (78:3%)
antagonist
SGLT2 inhibitor 1812 (59-4%) 1798 (58-9%)
Implantable cardioverter 993 (32:5%) 1016 (33-3%)
defibrillator
Cardiac resynchronisation 464 (15-2%) 440 (14-4%)

therapy




REAL WORLD DATA IS EVEN MORE SOBERING THAN CLINICAL
TRIAL DATA WITH OUTCOMES WORSE THAN COMMON CANCERS

Pooled data - Survival All Comers

8 The Sobering Real-World Reality
T, 13.5% l-year mortality
s | I HFrEF 5-Year
£l S Mortality
g o NI Colorectal
% s e Cancer
= 43.3% 5-year mortality }
S Leukemia
< Non-Hodgkin's

1 month 1 2 5 10 Lymphoma
Years since heart failure diagnosis

5-Year Mortality (%)

----- @®---- Pooled estimate ————— 95% confidence interval

Eur J Heart Fail, Volume 21, Issue 11, November 2019, Pages 1306-1325.



WORSENING HEART FAILURE MARKS A SHARP INFLECTION IN RISK

E] All-cause mortality

 GWTG registry: e *1 19.3% (95% CI: 17.3%-21.4%)
« 20,000 pts post hospital discharge b/w 2021-2023 £
* Focus on 1490 (7.2%) patients discharged on quad § N

therapy. .

o 1 2 3 4 5 6 7 8 9 10 11 12
® At 1 yea r: Follow-up, mo

No. atrisk 1450 1450 1412 1390 1359 1330 1310 1278 1204 1148 1076 1008 945

= J1in5dead
HF hospitalization
= 1.in 4 re-hospitalized 100

*1 26.0% (95% Cl: 23.6%-28.5%)

60+

40

Cumulative incidence, %

20

0

0 1 2 3 4 5 6 7 8 9 10 11 12
Follow-up, mo

) No.atrisk 1490 1268 1168 1103 1036 990 949 900 836 773 710 655 605
Greene et al. JAMA Cardiol. 2026. L



ROLE OF THE HEART FAILURE PROGRAM

El

Guideline Directed
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THE IMPLEMENTATION GAP IN GDMT

A 100%
1. CHAMP-HF REGISTRY: 150 sites 90% -
contributing data on outpatient HF : jg;’

mgmnt and outco

2. Analysis of 3,500

()O oJo
age of 66+12 and LV 0L 370 5 30%
3. Only 22% were prescribed all three o
. 10% -
therapies.
0%
0
= 26% not on ACE/ARB/ARNI T N
= 33% not on beta blocker = Without Contraindication and Not Treated 1374 3029 920 1159 2317
=  66% not on MRA = Treated 2107 452 2536 2351 1163
With Contraindication 37 37 62 8 38

Northwell Health® Greene et al. JACC. 2024. April 17,2026 16



WHY DOES THIS GAP EXISTS? SURVEY OF CARDIOLOGISTS

Cardiologist-Reported Primary Reason for Not Titrating GDMT

During Index Clinic Visit

100% 1% 2%

1%

90% 2% |
9 11%

80% 10%

70%

60%

50%

40%

30%

20%

10%

0%
ACEI (n=82) ARBs (n=27) ARNI (n=51) Beta blocker (n=150) MRA (n=84)

u Clinically stable and/or adequate symptom control = Concern for potential intolerance
m Previously demonstrated intolerance m Drug allergy and/or contraindication
u Patient preference u Polypharmacy
u Cost / insurance coverage ® Making change to other medication(s) during this visit
m Other

Northwell Health® Greene, S. et al. JCF. 2025 April 17,2026 17



Clinical and Svstemic Barriers to Taraet Titration
Implementing GDMT is really hard!

@ Hemodynamic &
_\g/_ Physiologic Constraints & PUlYRORITECY Siran

¢ Symntomatic hvnotension and horderline

o Patient raliintancs tn manana multip|e

ules

] Socioeconomic & Monitoring Fatigue
) Access Factors ] 3 .
- v * The logistical burden of frequent vital
* Restrictive insurance coverage and monitoring
pnor-ayfhonzatlons * Patient fatigue with continuous
* Prohibitive out-of-pocket costs for laboratory checks for renal function
novel agents and electrolytes

A) NotebookLM



ROLE OF THE HEART FAILURE PROGRAM

El

Ry

Guideline Directed Remote Hemodynamic Intermediate Device
Medical Therapy Monitoring Therapies
Implementation CardioMEMS Barostim

Clinic

Cordella CCM

Northwell Health®

Investigational
Therapies

Corcinch
Omecamtiv Mecarhbil

Other Additional
Agents/Therapies

Access to Advanced
Therapies

Left Ventricular
Assist Device (LVAD)

Transplant

April 17, 2026 19



INTRA-CARDIAC AND PULMONARY ARTERY PRESSURES
BEGAN TO RISE ABOUT 30 DAYS PRIOR TO HF SYMPTOMS

[ Pre-symptomatic ]

el

Hemodynamically Stable
-30 -20 -10 0

Days Preceding Hospitalization

Adamson PB. Pathophysiology of the transition from chronic compensated and acute decompensated heart failure: new insights from continuous monitoring devices. Current Heart Failure Reports. 2009;6(4):287-292. doi:10.1007/s11897-009-0039-z



INTRA-CARDIAC AND PULMONARY ARTERY PRESSURES
BEGAN TO RISE ABOUT 30 DAYS PRIORTO HF SYMPTOMS

[ Pre-symptomatic ]
BNP/Intrathoracic
Impedance
Change

Autonomic

Changes

Hemodynamically Stable Hemodynamic Congestion
-30 -20 -10 0

Days Preceding Hospitalization

Adamson PB. Pathophysiology of the transition from chronic compensated and acute decompensated heart failure: new insights from continuous monitoring devices. Current Heart Failure Reports. 2009;6(4):287-292. doi:10.1007/s11897-009-0039-z



INTRA-CARDIAC AND PULMONARY ARTERY PRESSURES
BEGAN TO RISE ABOUT 30 DAYS PRIOR TO HF SYMPTOMS

[ Symptomatic ]

[ Pre-symptomatic ] Symptoms

BNP/Intrathoracic
Impedance
Change

Autonomic
Changes

e

Hemodynamically Stable Clinical Congestion
-30 -20 -10 0

Days Preceding Hospitalization

Adamson PB. Pathophysiology of the transition from chronic compensated and acute decompensated heart failure: new insights from continuous monitoring devices. Current Heart Failure Reports. 2009;6(4):287-292. doi:10.1007/s11897-009-0039-z



INTRA-CARDIAC AND PULMONARY ARTERY PRESSURES
BEGAN TO RISE ABOUT 30 DAYS PRIOR TO HF SYMPTOMS

[ Symptomatic ]

[ Pre-symptomatic ] Symptoms

o)
—_—
/

BNP/Intrathoracic
Impedance
Change

Autonomic
Changes

e

Hemodynamically Stable Clinical Congestion
-30 -20 -10 0

Days Preceding Hospitalization

Adamson PB. Pathophysiology of the transition from chronic compensated and acute decompensated heart failure: new insights from continuous monitoring devices. Current Heart Failure Reports. 2009;6(4):287-292. doi:10.1007/s11897-009-0039-z



INTRA-CARDIAC AND PULMONARY ARTERY PRESSURES
BEGAN TO RISE ABOUT 30 DAYS PRIOR TO HF SYMPTOMS

GAIN IN TIME [ Symptomatic ]

] <€
Cormec

BNP/Intrathoracic
Impedance
Change

Symptoms

[ Pre-symptomatic

Autonomic
Changes

e

Hemodynamically Stable Clinical Congestion
-30 -20 -10

Days Preceding Hospitalization

Adamson PB. Pathophysiology of the transition from chronic compensated and acute decompensated heart failure: new insights from continuous monitoring devices. Current Heart Failure Reports. 2009;6(4):287-292. doi:10.1007/s11897-009-0039-z

Hospitalization



THE CHAMPION STUDY > @ Wireless pulmonary artery haemodynamic monitoring in

550 pts with NYHA Ill HF and admission within
prior year.

After CardioMEMS implant randomized to active

monitoring vs control.

At 6 mos f/u the treatment group had:

. A greater reduction in mPAP

. Fewer hospitalizations for HF

. More days alive outside hospital
. Better quality of life

Abraham et al. Lancet. 2011.

chronic heart failure: a randomised controlled trial

William T Abraham, Philip B Adamson, Robert C Bourge, Mark F Aaron, Maria Rosa Costanzo, Lynne W Stevenson, Warren Strickland,
Suresh Neelagaru, Nirav Raval, Steven Krueger, Stanislav Weiner, David Shavelle, Bradley Jeffries, Jay S Yadav, for the CHAMPION Trial Study Group™

100~ —— Control group (138 patients with event)
—— Treatment group (107 patients with event)
90

80
70
60

50

40+

Hazard ratio 0.73

30- (95% C10:57-0-94);
p=0.0146

20

Freedom from hospital admissionor mortality (%)

10

0 T T T T T T
0 90 180 270 360 450 540 630

Time from implant (days)

-

280 223 186 146 113 80 57 39
270 226 202 169 130 104 84 62
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CARDIOMEMS HF SYSTEM AND MORTALITY
30% REDUCTION IN MORTALITY AT ONE YEAR

Probability

Number at risk

Treatment cohort

Control cohort

Kaplan-Meier Survival after implant or index date

[ —
oy S, 8
o I —— £ 3
HR=0.70 [0.59 - 0.83], p < 0.0001 T =
© @2
S| S g
M Treatment Cohort 2 e
=- M Control Cohort 30% E
Reduction g 8
o in Mortality* 3
o
e o
0 2 4 6 8 10 12
Months since implant
Number at risk
1087 1037 991 944 908 862 830 Treatment cohort
1087 1000 931 891 850 805 764 Control cohort

Cumulative HFH events after implant or index date

HR 0.76 [0.65 0.89] p <0.001 Ve

B Treatment Cohort el
W Control Cohort ~

0 2 4 6 8 10 12
Months since implant
1087 1037 991 944 908 862 830
1087 1000 931 891 850 805 764



SINCE CHAMPION, THERE HAVE BEEN CONSISTENT OUTCOMES
SUPPORTED BY MULTIPLE STUDY DESIGNS

RANDOMIZED CONTROLLED SINGLE-ARM PROPENSITY-MATCHED
0 CHAMPION o U.S. POST-APPROVAL o ABRAHAM MEDICARE
o (@ (N = 550) = ) (N = 1,200) = N (N =2,174)
o GUIDE-HF RANDOMIZED ARM 5 ?ﬁj,ﬂi;:) 0 é) :(;IM7M1;;;R OUTEOMES
0 _ =17,
2 () (N =1,000) 9O (n- 23 o
0 COAST-HF
8 () (N = 348) 2)‘/ (N = 321)
o GUIDE-HF SINGLE ARM
8 () (N =1,001)

17-Apr-26



SUMMARY OF KEY CLINICAL OUTCOMES SHOWN IN
THESE ANALYSIS

+
y A il w
D
REDUCTION IN PA REDUCTION IN IMPROVED SURVIVAL23:36-37 OPTIMIZED MEDICAL
PRESSURES?3-3! HEART FAILURE MANAGEM ENT23-24.26-27,36-37

HOSPITALIZATIONS?23-31,33,34

f 38

HFPEF AND HFrEF PATIENTSZ IMPROVED QOL?326:29
24,26-30,32

Northwell Health®




NORTHWELL CARDIOMEMS PROGRAM - TRANSITIONTO
CENTRALIZED REMOTE MONITORING

Problem:

CardioMEMS requires significant personnel time to follow and respond to
transmissions.

Expanding access to technology and adherence to transmission are an
opportunity for improvement.

Proposal.

Centralized management with communication to local sites.

2 RN, 1 biller, 1 secretary

Codified treatment algorithm

Financial analysis project this to be net neutral. Quality of care potential remains high.
Go Live July 2027

17-Apr-26
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ROLE OF THE HEART FAILURE PROGRAM

El

Guideline Directed
Medical Therapy

Implementation
Clinic

Northwell Health®

Ry

Remote Hemodynamic Intermediate Device
Monitoring Therapies

CardioMEMS Barostim

Cordella CCM

Investigational
Therapies

Corcinch
Omecamtiv Mecarhbil

Other Additional
Agents/Therapies

Access to Advanced
Therapies

Left Ventricular
Assist Device (LVAD)

Transplant
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BAROSTIM TARGETS THE NEUROHORMONAL PATHWAYS

RESPONSIBLE FOR HEART FAoILURE PROGRESSION

31

Disease
Progression

\

Weakened heart &
heart failure symptoms

(2]

Reduced stretch sensed by
baroreceptors

9 Brain interprets as acute hemorrhage or
dehydration and activates neurohormonal
systems

Chronic excess neurohormones* produce
adverse hemodynamic

effects & organ toxicity

* Norepinephrine, Angiotensin II, Aldosterone, etc.

¥ Contractility

¥ Baroreceptor Signaling

f Sympathetic Activity
4 RAAS Activation
¥ Parasympathetic Activity

‘ Cardiovascular Function

‘.‘ Heart Failure Symptoms

Adapted from Packer M. J Am Coll Cardiol. 1992;20:248-54; Hartupee J and Mann DL. Nat Rev Cardiol. 2017;14:30-38; Mann DL and Felker GM. Circ Res. 2021;128:1435-1450.



DRUG THERAPIES WORK BY BLOCKING SPECIFIC EXCESS
NEUROHORMONES

> Weakened heart & N
% heart failure symptoms ‘v Contractility

¥ Baroreceptor Signaling

*\ Reduced stretch sensed by

baroreceptors

dehydration and activates neurohormonal f RAAS Activation

systems § Parasympathetic Activity

Disease l
i Sympathetic Activit
@ 9 Brain interprets as acute hemorrhage or f ymp y

; o

Chronic excess heurohormones* produce ., Cardiovascular Function
\ adverse hemodynamic
effects & organ toxicity "‘ Heart Failure Symptoms

* Norepinephrine, Angiotensin II, Aldosterone, etc.

A

32 Adapted from Packer M. J Am Coll Cardiol. 1992;20:248-54; Hartupee J and Mann DL. Nat Rev Cardiol. 2017;14:30-38; Mann DL and Felker GM. Circ Res. 2021;128:1435-1450.



BAROSTIM COMPLEMENTS DRUG THERAPY BY ACTING UPSTREAM TO
RESTORE BARORECEPTOR SIGNALING

> Weakened heart & N
2@ heart failure symptoms ’v Contractility

12/

Reduced stretch sensed by
baroreceptors

¥ Baroreceptor Signaling

dehydration and activates neurohormonal "‘ RAAS Activation
systems

Disease
: Sympathetic Activit
Progression @ 9 Brain interprets as acute hemorrhage or ' ymp Y

§ Parasympathetic Activity

Neurohormonal blockade is the basis of drug therapy

——
Chronic excess neurohormones* produce ‘ Cardiovascular Function
K adverse hemodynamic ]
effects & organ toxicity f Heart Failure Symptoms
|

* Norepinephrine, Angiotensin II, Aldosterone, etc.

33 Adapted from Packer M. J Am Coll Cardiol. 1992;20:248-54; Hartupee J and Mann DL. Nat Rev Cardiol. 2017;14:30-38; Mann DL and Felker GM. Circ Res. 2021;128:1435-1450.



BAROSTIM DEVICE

Small wire, called a lead,
is implanted on the carotid
artery

Pulse generator, similar to
a pacemaker, is implanted
under the skin

34




THE BEAT-HF TRIAL: BASELINE DEMOGRAPHICS

Barostim Control Barostim Control
(n=163) (n=160) (n=163) (n=160)
Co-Morbidities | |
Age at Screening (years) 63+11 63 £ 10 Coronary Artery Disease 104 (63.8%) 107 (66.9%)
Gender (Female) 28 (17.2%) 35 (21.9%) Atrial Fibrillation 53 (32.5%) 66 (41.3%)
Race (Caucasian) 120 (73.6%) 116 (72.5%) Stroke or TIA 29 (17.8%) 37 (23.1%)
Heart failure and physical status Chronic Kidney Disease 45 (27.6%) 43 (26.9%)
SBP (mmHg) 120 + 16 121 + 16 Type Il Diabetes 74 (45.4%) 80 (50.0%)
DBP (mmHg) 74410 73110
HR (bpm) 75+ 10 75+11 N f M 404+ 1 41 +1
BMI (kg/m2) 315 315 ACE-l / ARB / ARNI 143 (88%) 129 (81%)
eGFR 62.5+16.3 61.1+18.9 ARNI 57 (35%) 43 (27%)
NYHA: Class Il 155 (95.1% 151 (94.4% Beta-Blocker 152 (93%) 147 (92%)
LVEF (%) 27+6 28+6 MRA 74 (45%) 64 (40%)
6 Minute Walk (m) 314 + 66 30071 Diuretic S
QOL 53+24 51+24 Ivabradine 4 (2.5%) 9 (5.6%)
NT-proBNP (pg/mL) 736 (474, 1057) 704 (442, 1044) ICD 125 (77%) 127 (79%)
LBBB 4 (2.5%) 2 (1.3%)
>=1 HF Hospitalization 66 (40.5%) 79 (49.4%)
Number of HF Hospitalizations 0.6+0.9 0.7+0.8

35 Zile MR, et al. Eur J Heart Fail. 2024,26:1051-1061.



BAROSTIM PROVIDED SIGNIFICANT IMPROVEMENT IN EXERCISE
CAPACITY (6MHW)
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Exercise capacity (6MHW)1!

(nominal p-value < 0.001)1

Clinically
................................................... Meaningful?
25 Meters
CRT trial results at 6 months*
NYHA III or IV
CONTAK CD3 LVEF < 35% 39m
6 Month 12 Month QRS > 120ms
NYHA III or IV
MIRACLE* LVEF < 35% 29m
QRS > 130ms

[ Barostim + GDMT ] GDMT

Zile MR, et al. Eur J Heart Fail. 2024;26:1051-1061; 2. Gremeaux V, et al. Arch Phys Med Rehabil. 2011;92:611-619; 3. Higgins SL, et al. J Am Coll Cardiol. 2003;42:1454-1459; 4. Abraham WT, et al. N Engl J Med.
2002;346:1845-1853.



REDUCTION IN ALL-CAUSE DEATH, LVAD OR TRANSPLANT

100% All-cause death, LVAD or transplant

80%

"I. Barostim
70%
60% Control

Freedom from all-cause mortality, LVAD or transplant

50%
40%
30%
20%
10%
0% HR 0.662 (95% Cl 0.435, 1.007); nominal p=0.054
(o]
0 1 2 3 4

Years

37 Zile MR, et al. Eur J Heart Fail. 2024;26:1051-1061.
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Cardiac Myosin Activation with Omecamtiv Mecarbil
in Systolic Heart Failure

Primary Outcome

Omercamtiv Mecarbil a novel agent - cardiac
myosin activator that improves cardiac function
without increasing myocardial oxygen demand.

Symptomatic chronic heart failure study.

Primary endpoint was neutral.

First Heart Failure Event or Cardiovascular Death
50 Hazard ratio, 0.92 (95% CI, 0.86 to 0.99; P=0.03)

40 Placebo

Omecamtiv

30 mecarbil

Median follow-up 21.8 months

Omecamtiv mecarbil: 1523 events in 4120 patients (37.0%)
Placebo: 1607 events in 4112 patients (39.1%)

0 ‘PI—I—I_ I | |

0 6 18 30 36
Months since Randomization



Subgroup

Overall
Randomization setting
Inpatient
Outpatient
Region
Asia
Eastern Europe or Russia
Latin America
United States and Canada
W. Europe, South Africa, or A
Age
<65
=65
Sex

Female

ac
White
Other
Ethnic group
Hispanic or Latino
Not Hispanic or Latino
NYHA class
I}
I or IV
Diabetes
No
Yes
Primary cause of HF
Ischemic
Nonischemic
History of myocardial infarction
No
Yes

Hazard Ratio (95% Cl)

[ 0.92 (0.86-0.99)

—— 0.89 (0.78-1.01)

] 0.94 (0.86-1.02)
—a—H 0.80 (0.61-1.05)
—a— 0.90 (0.80-1.02)

— 0.90 (0.75-1.07)

— . 0.85 (0.73-0.99)
ustralia ] 1.07 (0.93-1.23)
= 0.91 (0.82-1.02)

—=-H 0.94 (0.86-1.03)
—— 0.95 (0.81-1.12)

e 0.95 (0.88-1.03)

a1 0.91 (0.69-1.21)

| 0.90 (0.76-1.06)

o 0.93 (0.86-1.00)

—m— 0.97 (0.87-1.08)

——] 0.88 (0.80-0.97)

- 0.91 (0.83-1.01)

—a— 0.93 (0.84-1.03)

o 0.90 (0.82-0.98)

f—mH— 0.96 (0.86-1.07)

- 0.93 (0.85-1.03)

- 0.91 (0.83-1.01)

T T T T T T 1
0.5 0.7 091011 13 15 17

Omecamtiv Mecarbil Placebo
Better Better

Subgroup (cont.) Hazard Ratio (95% CI)
No [ 0.86 (0.79-0.94)
Ves T T05 (0.03-1.13)
L\VEE
<Median (28%) (I 0.84 (0.77-0.92)
>Median (28%) ] 1.04 (0.94-1.16)
NT-proBNP
Inpatient + <median e E— 0.97 (0.74-1.28)
Tnpatient + >median | —— 0.75 (0.61-0.92)
et —L SELEER
Outpatient + >median —a— 0.85 (0.75-0.97)
Heart rate
<Median (71 bpm) —m— 0.91 (0.82-1.01)
>Median (71 bpm) = 0.93 (0.85-1.03)
Systolic BP distribution

Yes

ARB therapy
No
Yes

MRA therapy
No
Yes

ARN inhibitor
No
Yes

Receipt of CRT
No
Yes

Receipt of ICD
No
Yes

0.94 (0.85-1.03)
0.90 (0.81-1.00)

0.91 (0.85-0.99)
0.97 (0.83-1.15)

0.98 (0.85-1.12)
0.91 (0.83-0.98)

0.91 (0.84-0.99)
0.97 (0.83-1.13)

0.93 (0.86-1.01)
0.84 (0.72-0.99)

0.94 (0.86-1.03)
0.88 (0.78-0.98)

T T
0.5 0.7 091

T
011

T 1
13 1.5 1.7

Omecamtiv Mecarbil
Better

Placebo
Better




COMET HF Study

A Multi-Center, Double-Blind, Randomized, Placebo-Controlled Trial
to Assess Efficacy and Safety of Omecamtiv Mecarbil in Patients
with Symptomatic Heart Failure with Severely Reduced Ejection

Fraction

Inclusion Ciriteria

Age: 18-85 years

Have a history of chronic HFrEF, requiring Rx for a minimum
of 3 months prior to screening

Are receiving oral loop diuretics on a regular schedule

Patient w/out AFF on screening EKG: LVEF <30% within é
months of screening, proBNP 21000 pg/ml

Patients w/AFF: LVEF <25% within 6 months of screening,
proBNP 23000 pg/ml, not currently taking digoxin

HFH criteria - are currently hospitalized with primary reason
of HF or had HF event within 12 months prior to screening or
(i) at leadt 50% or 1.5 fold increase in daily loop diuretic-
equivalent dose (ii) addition of a new diuretic class to loop
diuretic

Are established on regional SOC HF therapies for at least
30 days prior to screening.

SBP <140 mmHg

Overall sample size: 2050 patients
Randomized Arm: 1800 patients

PI:

Dr. Dipan Uppal

Sub-Is

Dr. Snehal Patel
Dr. Simon Maybaum

Coordinators:

Dhruti Patel

Objectives
The overall objectives of COMET-HF trial are:

1) To evaluate the efficacy of omecamtiv mecarbil compared

with placebo on the risk of HF outcomes in patients with

symptomatic HFrEF and severely reduced ejection fraction in

the setfting of guideline-directed medical therapy per local

standard of care

2) To evaluate the effect of omecamtiv mecarbil compared

with placebo onrisk of CV death and HF event, irreversible

morbidity/mortality related to HFrEF, on risk of all-cause

mortality Endpoints

Primary Endpoint- Time to the first event of the following
components: « CV death ¢ HF event « LVAD
implantation or cardiac transplantation e Stroke
Secondary Endpoint- Time to the first event of the
following components: « CV death ¢ HF event ¢ Time to
the first HF hospitalization

ACTIVELY ENROLLING at
NSUH

Please reach out to Dr. Uppal
duppal@northwell.edu

Exclusi

Have AFF on the screening
digoxin

Have had acute coronary s
surgery, any corondry revas

resynchronization therapy within 3 months of screening

Are receiving iv inotropes or vasopressors < 3 days,
mechanical hemodynamic support or mechanical
ventilation £ 7 days prior to screening

Are receiving iv diuretics, iv vasodilators, or supplemental
oxygen therapy < 12 hours prior to screening (exception -
nocturnal supplement O2 for sleep apnea)

History of any solid organ transplant
Have an estimated glomerular filtration rate (eGFR) < 20
mL/min/1.73m2 or receiving dialysis at screening

Are receiving treatment in another investigational device or
drug study or are within 30 days of ending such
investigational treatment at screening.

Have previously received omecamtiv mecarbil

Primary infilirative cardiomyopathy (eg: cardiac amyloidosis)
or severe stenotic valvular disease.



TRANSCATHETER LEFT VENTRICULAR RESTORATION - ACCUCINCH
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ROLE OF THE HEART FAILURE PROGRAM

El

Ry

Guideline Directed Remote Hemodynamic Intermediate Device Investigational Access to Advanced
Medical Therapy Monitoring Therapies Therapies Therapies
Implementation CardioMEMS Barostim Corcinch Left Ventricular

Clinic Assist Device (LVAD)
Cordella CCM Omecamtiv Mecarbil
Transplant
Other Additional
Agents/Therapies
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TAKE HOME POINTS/CONCLUSIONS

1. Contemporary therapy for HFrEF has reduced mortality by 60% over the past 40 years.

2. Despite these improvements, residual risk of poor outcomes remains high, emphasized by a 5-
year mortality over 40% in all comers (worse than common cancers).

3. The role of the HF specialist (at Northwell) is to address this residual risk.
= Implementation of GDMT.
= Remote monitoring of intracardiac pressures.
= Barostim and other devices specifically targeting novel pathways

= Access to investigational therapies.



REFERRAL PATHWAYS

Qs Phone Number: (844) HEART-93

Q D

,!@4 Heart Failure Email: heartfailure@northwell.edu

L1 Allscripts/Epic: Advanced Heart Failure Referral Order

All referral pathways are handled by our centralized team that can
direct patients to the nearest heart failure location.
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