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CENTENNIAL COLLECTION @

Heart Failure: A Century View, From Failure
to Function

Clyde W. Yancy®, MD, MSc
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Vericiguat in Patients with Heart Failure and Reduced
Ejection Fraction

Paul W. Armstrong, M.D., Burkert Pieske, M.D., Kevin J. Anstrom, Ph.D., Justin Ezekowitz, M.B., B.Ch.,
Adrian F. Hernandez, M.D., M.H.S., Javed Butler, M.D., M.P.H., M.B.A., Carolyn S.P. Lam, M.B., B.S., Ph.D.,
Piotr Ponikowski, M.D., Adriaan A. Voors, M.D., Ph.D., Gang Jia, Ph.D., Steven E. McNulty, M.S.,
Mahesh J. Patel, M.D., Lothar Roessig, M.D., Joerg Koglin, M.D., Ph.D., and Christopher M. O’Connor, M.D.,
for the VICTORIA Study Group*

Primary composite endpoint of time to first HFH or CV death

0.55 = Event rate/100 PY=
] | = Vericiguat e 37.8
Study population 0501 — Placebo P 33.6
*  Patients with symptomatic chronic HFrEF % e -
(LVEF <45%) 5 04019
o
. . c 035 -
Recency of worsening HF event prior to 3
TS 5 030 =
randomization: 2
. ‘s 0.25 -
*  HFH within 6 months or S
£ 020 -
*  Outpatient i.v. diuretic use within 3 months =
g 015+ HR=0.90 (95% Cl 0.82-0.98); p=0.02
S 0.10 = Median follow-up: 10.8 months
ARR=4.2 events/100 PY
Annual NNT=24*

T T T
12 16 20

Months since randomization

T
24

Number of patients at risk

Vericiguat 2,526 2,099 1,621 1,154 826 577 348 125
Placebo 2,524 2,053 1,097 772 559
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ANMCO HF

Vericiguat; once daily dose Primary endpoint

* No recent HF events d + Time to cardiovascular
(HHF for 6 months, death or HHF
3 months) R '@—l-l-,
H 2 B@ .
« NTproBNP levels : . . TIEET
N ~6000 : Interim analysis at 3§ +
of 600-6000 pg/ml s : 4-week ~413 ) I 2
« Patients with 0, drug titration cardiovascular
HFrEF without A | period deaths  14-day Secondary endpoints
current | LYY : : safety :
Jgs L\ : : Time to:
decompensation J : : assessment | '
: : : + Cardiovascular death
2 L DL Matching | Matchi : : + First HHF
in doses of GDMT | bng Matching placebo :
place placebo : + Total HHF events (first
I I I I H I I and recurrent events)
Baseline Week2  Week 4 Week 24 Final Study * All-cause mortality or HH
visit  end + All-cause mortality
L J
Scheduled visits every 24 weeks until df':‘ v
the planned number of events is ? CEET
reached. Median follow-up time 5| g e

is at least 10 months
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nortality

Primary composite endpoint of
first HFH or CV death:
11.5 events/100 PY

Key secondary endpoint of
CV death:
6.0 events/100 PY

Assumed HR=0.80 |O—

|

Estimated placebo
event rates

Q)
()

N=6,000

}

1— Expected number of events _l

First HFH or CV death: CV death:
n=-1,080 events n=590 events

~95% power ~80% power*
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Vericiguat in patients with chronic heart failure and reduced
ejection fraction (VICTOR): a double-blind, placebo-

M @ controlled, randomised, phase 3 trial
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HR=0.93 (95% Cl 0.83-1.04); p=0.22
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0 4 8 12 16 20 24 28
Months since randomization

Number of patients at risk

Vericiguat 3,053 2,927 2,797 2,581 1,917 1,352 849 459
Placebo 3,052 2,929 2,771 2,543 1,879 1,314 823 442
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Vericiguat in patients with chronic heart failure and reduced
ejection fraction (VICTOR): a double-blind, placebo-

M @ controlled, randomised, phase 3 trial
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Vericiguat in patients with chronic heart failure and reduced
ejection fraction (VICTOR): a double-blind, placebo-

M @ controlled, randomised, phase 3 trial

NZA NAZIONALE
SCOMPENSO

Time to CV death

Time to first HFH

= \/ericiguat == \/ericiguat
=== Placebo === Placebo

Cumulative incidence rate
Cumulative incidence rate

HR=0.83 (95% Cl 0.71-0.97); p=0.02

HR=0.95 (95% Cl 0.82-1.10); p=0.51

T T T T T 1 0.00 « T T T T 1
0 4 8 12 16 20 24 28 0 4 8 12 16 20 24 28

Months since randomization Months since randomization
Number of patients at risk Number of patients at risk
Vericiguat 3,053 2,926 2,796 2,581 1L &R 1,352 849 459 Vericiguat 3,053 3,000 2,028 2,752 2,092 1,516 968 536
Placebo 3,052 2,929 2,771 2,543 1,879 1,313 Placebo 3,052 3,003 2,910 2,728 2,050 1,456 940 514
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§ Significantly reduced mortality with vericiguat versus placebo

Mortality event rates Mortality risk (HR)
Events per 100 patient-years
10 HR= HR= HR= HR=
8.6 Favours 083 084 075 0.71
73 (—— placebo p= p= p=

042 016

Favours 0'4 Cardio- All-  Sudden HI:-

Cardio- All- Sudden HF- vericiguat ~~ vascular cause = cardiac = related

vascular cause cardiac related
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CV death
HR (95% CI)

HF hospitalization
HR (95% CI)

Beta-blocker (CIBIS-2, bisoprolol)

0-71 (0-56-0-90)

0-64 (0-53-0-79)

MRA (EMPHASIS-HF, eplerenone)

0.77 (0.62-0.96)

0.61 (0.50-0.75)

Sacubitril/valsartan (FARADIGM-HF)

0.80 (0.71-0.89)

0.79 (0.71-0.89)

ACE inhibitor (SOLVD-T, enalapril)

0.83 (0.73,0.95)

0.64 (0.55-0.73)

vericiguat)

Soluble guanylate cyclase stimulator (VICTOR,

0.83 (0.71, 0.97)

0-95 (0-82-1-10)

ARB (CHARM-HFrEF, candesartan)

0.84 (0.75-0.95)

0.76 (0.68—0.85)

SGLT2 inhibitor (meta-analysis)

0-86 (0-76-0-98)

0-69 (0-62-0-78)

Sinus node inhibition (SHIFT, ivabradine)

0-91 (0-80-1-03)

0-74 (0-66-0-83)

Digitalis glycoside (DIG, digoxin)

1.01 (0.93-1.10)

0.72 (0.66-0.79)
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Baseline characteristics of contemporary trial
participants with heart failure and reduced
ejection fraction: The VICTOR trial

Patients, %

Any RAS ‘ . SGLT2I Loop diuretic
modulator®

83.4% patients
Treatment with 23 therapies? ﬂSO
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6-12
months

>12
months

NoO prior

HFH

85.4% patients

No prior HFH or HFH >12 months prior to randomization’
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—a—Time to first HFH
40 + —#—Time to CV death

Clinical risk, event rate/100 PY

s 7’3 \.

4,8

0-3 months 3-6 months 6-12 months =12 months No prior HFH

®\IICTOR|A’” Patients with chronic HF and a recent worsening HF event? @\/ICTOR HE Ambulatory patients with chronic HF without recent worsening HF®
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P < 0.0001 P < 0.0001

% of First HF Event

Hospitalization for HF,
Outpatient Worsening HF,
% of First HF Event

2% 2% 5%
36%
44% 44%
54% 54%
59%
P < 0.0001

PARADIGM-HF DAPA-HF EMPEROR VICTOR
(n = 1,546 first HF events) (n = 916 first HF events) (n = 813 first HF events) (n =1,434 first HF events)

B Hospitalization for HF Il Outpatient Worsening Wl Urgent HF visits




CONFERENZA NAZ
CENTRISSCOME HR: 0.90 (95% CI: 0.83-0.98)

P=0.016

Cumulative Incidence Rate

12 16 20 24 28
Months

No. of Participants at Risk
- 3,053 2,744 2518 2,247 1632 1107 656 348
- 3052 2,749 2465 2187 1578 1,048 637 336

Cumulative no. of Events up to the Time Point
e ) 306 528 714 |820 908 979 1,005
— 0 205 575 764 | 885 1,004 1,065 1104
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®\I ICTOR™ Advanced HF Risk

J, HHF risk
M CV death risk
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Vericiguat for patients with heart failure and reduced
ejection fraction across the risk spectrum: an individual

CO participant data analysis of the VICTORIA and VICTOR trials

NZA NAZIONALE
SCOMPENSO

A

0-45 —Vericiguat
----Placebo gome

034 HR0-91(95% Cl 0-85-0-98)

Cumulative incidence (proportion)

Number at risk
(censored)
Vericiguat 5579 5026 4418 3735 2743 1929 1197 584
(0) (42) (324) (778) (1626) (2331) (2992) (3572
Placebo 5576 4982 4326 3640 2651 1873 1147 552
(0) (38) (314)  (758) (1593) (2273) (2922) (3481)
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Patients, %
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Symptomatic
hypotension
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® VELOCITY

Simplifying initiation to a one-step titration
schedule may enable a greater proportion of patients to
achieve the target 10 mg od dosage*#

>9 of 10 patients tolerated initiation of vericiguat at a
starting dosage of 5 mg od’

Lt Eu ! L intheus
Vericiguat target dosage 10 mg od +

background HF therapies?

2.5mg ~2 weeks

For patients with symptomatic hypotension within the past 4 weeks,
the recommended starting dosage is 2.5 mg vericiguat od*
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Treatment (N=103,754)

CV mortality (hazard ratio [95% ClI])*

ARNi + BB + MRA + SGLT2i + vericiguat* —— : 0.30 (0.22-0.39)
ARNi + BB + MRA + vericiguat —— : 0.34 (0.27-0.44)
ARNi + BB + MRA + SGLT2i —— : 0.34 (0.27-0.44)
ARNi + BB + MRA + omecamtiv —— : 0.37 (0.28-0.48)
ARNi + BB + MRA —— : 0.39 (0.32-0.49)
ACEi + BB + MRA + vericiguat —— : 0.42 (0.33-0.52)
ACEi + BB + MRA + SGLT2i —a— : 0.42 (0.33-0.52)
ACEi + BB + MRA + ivabradine —— : 0.44 (0.35-0.55)
ACEi + BB + MRA + omecamtiv —— i 0.45 (0.35-0.57)
ARNi + BB + SGLT2i —— : 0.47 (0.38-0.58)
ACEi + BB + MRA —— : 0.48 (0.40-0.58)
ARB + BB + MRA —— - 0.50 (0.41-0.61)
ARNi + BB —— \ 0.53 (0.45-0.63)
ACEi + BB + digoxin + H-ISDN —y— : 0.58 (0.37-0.90)
ACEi + ARB + BB + digoxin —— : 0.58 (0.47-0.70)
ACEi + MRA + digoxin —— : 0.62 (0.52-0.75)
ACEi + BB s : 0.65 (0.57-0.74)
ACEi + BB + digoxin —— E 0.66 (0.56-0.77)
ARB + BB o : 0.68 (0.59-0.78)
ACEi + ARB + digoxin —— : 0.74 (0.62-0.88)
0,15 0,30 0,60 120 2,00

Treatment «— Favors — Placebo
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