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HF is a major and growing public health problem
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HF is associated with significant mortality
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1. Dickstein et al. Eur Heart J 2008;29:2388-442; 2. Go et al. Circulation 2013;127:e6-e245; 3. Allender et al. Coronary Heart Disease Statistics 2008; 4. Hung et al. Hong Kong Med J 2000;6:159-62; 5. Hunt et
al. J Am Coll Cardiol 2009;53:e1-90; 6. Kearney et al. Lancet 2005; 365:217-23
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« ESC": Heart failure (HF) is a clinical syndrome
characterized by typical symptoms (e.g. breathlessness,
ankle swelling and fatigue) that may be accompanied by
signs (e.g. elevated jugular venous pressure, pulmonary
crackles and peripheral oedema) caused by a structural
and/or functional cardiac abnormality, resulting in a
reduced cardiac output and/or elevated intracardiac
pressures at rest or during stress.’

\

Initial Recurrent HF
hospitalisation hospitalisations
—— ——

« ACCF/AHA2: HF is a complex clinical syndrome that
results from any structural or functional impairment of
ventricular filling or ejection of blood.?

« JCS/JHFS3: HF is a clinical syndrome consisting of
dyspnoea, malaise, swelling and/or decreased exercise
capacity due to the loss of compensation for cardiac pump
pumping function due to structural and/or functional // failure
abnormalities of the heart. Time o D

Sudden
Death

Cardiac function

/
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—— HF with reduced EF (HFrEF):
-

o HF with LVEF <40%

——  HF with mildly reduced EF (HFmrEF):

- 4

e HF with LVEF 41-49%

——  HF with preserved EF (HFpEF):

A

e HF with LVEF 250%

-

— HF with improved EF (HFimpEF):
\_

e HF with a baseline LVEF £40%, a 210 point increase from
baseline LVEF, and a second measurement of LVEF >40%

Bozkurt B, et Al. Universal Definition and Classification of Heart Failure: A Report of the Heart Failure Society of America, Heart Failure Association of the European Society

of Cardiology, Japanese Heart Failure Society and Writing Committee of the Universal Definition of Heart Failure. J Card Fail. 2021 Apr;27(4):387-413.



Universal definition and classification of heart failure: a report of the Heart

Failure Society of America, Heart Failure Association of the European
Society of Cardiology, Japanese Heart Failure Society and Writing
Committee of the Universal Definition of Heart Failure

AT RISK FOR

HEART FAILURE
(STAGE A)

Patients at risk for HF
but without current
or prior symptoms or
signs of HF and
without structural,
biomarker, or genetic
markers of heart
disease

PRE-HEART

FAILURE
(STAGE B)

Patients without
current or prior
symptoms or signs of
HF but evidence of
one of the following

Patients with HTN,
CVD, DM, obesity,
known exposure to
cardiotoxins,
family history of
cardiomyopathy

Structural heart disease:
e.g. LVH, chamber
_enlargement, wall motion
abnormality, myocardial
tissue abnormality,
valvular heart disease

Abnormal cardiac
function: e.g. reduced LV
©or RV ventricular systolic
function, evidence of
increased filling pressures
or abnormal diastolic
dysfunction

Elevated natriuretic
" peptide levels or elevated
cardiac troponin levels in
the setting of exposure to
cardiotoxins

HEART FAILURE
(STAGE C)

Patients with current
or prior symptoms
and/or signs of HF

caused by

Structural and/or
functional cardiac

abnormality
N
Heart Persistent
Failure in Heart Failure
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ADVANCED
HEART FAILURE
(STAGE D)

Severe symptoms
and/or signs of HF at
rest, recurrent
hospitalizations despite
GDMT, refractory or
intolerant to GDMT

Requiring advanced
therapies such as
consideration for

transplant, mechanical
circulatory support, or
palliative care

Remission

with GDM
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of Cardiology, Japanese Heart Failure Society and Writing Committee of the Universal Definition of Heart Failure. J Card Fail. 2021 Apr;27(4):387-413.
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Bozkurt B, et Al. Universal Definition and Classification of Heart Failure: A Report of the Heart Failure Society of America, Heart Failure Association of the European Society




Progression of HF Clinical Risk Over Time
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= T P ST S P transplantation, medical
g P4 Initial diagnosis and -‘\ 1 “ '. cirCL_llatory SUpROLE;
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X7 __ o e e & s despite
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/ indicated and device
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Key Questions

Definition of clinical
worsening? (eg,
hospitalization,
outpatient IV
diuretics, outpatient
increase in oral
diuretics)

Minimum guideline
therapy required to
distinguish
"breakthrough™
worsening vs under-
treatment?

Utility of GDMT score
to quantitatively
judge quality of
background therapy?
In clinical trials,
feasibility of
adjudicating past
attempts to
initiate/uptitrate
background therapy?

Greene SJ, et Al. Worsening Heart Failure: Nomenclature, Epidemiology, and Future Directions: JACC Review Topic of the Week.J Am Coll Cardiol. 2023 Jan 31;81(4):413-424.
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for Heart Failure Patients g 20 e e

SGLT2i
None 0
<50% max daily dose 1 Any dose 2
Ivabradine
None 0
Any dose 1
Atlydase : Vericiguat
SGLT2i*/ None 0
Othert 'RAAS Inhibition " Any dose 1
None
<50% max daily dose ACEI/ARB 1 Hydralazine/Nitrates
250% max daily dose ACEI/ARB 2 None 0
Sacubitril-valsartan (any dose) 3 Any dose 1

A. Sub-optimal: score <3, or no heart failure-specific beta-adrenergic antagonist or no ACE inhibitor, ARB, or ARNI, without documented intolerance to these agents.
B. Acceptable: score = 3—4 if treated with a heart failure-specific beta-adrenergic antagonist and an ACE inhibitor, ARB, or ARNI, unless the patient has a documented intolerance to these agents.

C. Optimal: score =5 if treated with a heart failure-specific beta-adrenergic antagonist and an ACE inhibitor, ARB, or ARNI, unless the patient has a documented intolerance to these agents.

Fiuzat M, et Al. Optimal Background Pharmacological Therapy for Heart Failure Patients in Clinical Trials: JACC Review Topic of the Week. J Am Coll Cardiol. 2022 Feb 8;79(5):504-510.
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Asymptomatic Symptomatic HF
Key events in Structural/functional = Onset of E—
HF progression abnormality w/o symptoms HF symptoms — etractory
Stage D
Stages of HF
g (Advanced HF)
A
-l
8 @ Prevent the onset
bseg of HF and SCD @ Prevent the worsening
> E———— of HF and SCD (3 Delay the progression
‘© —N to Stage D
© . i : e
S Hypertension . : ’ ’ ----------
8 + Atherosclerosis P 0 d 2N emmae. T A e
— - Diabetes
© . s nie : :
g . gz;:;:: kidney disease « Structural or functional abnormality
E=] .G : ions / Familv hi + Clinical findings related to
g ene.tlc m.utatlons amily history increased filling pressure : :
IE  Cardiotoxic substance exposure etc. - Elevated biomarkers (NP, troponin) (scb events_)
v : § v -
= Trajectory with effective management  Time course
Control risk factors / Comprehensive cardiac rehabilitation / Disease management
Management Prevent progression of structural / functional abnormality
goals

Prevent death and hospitalization / Improve QOL /
Advance care planning / Palliative care

Kitai T, et Al; Japanese Circulation Society and the Japanese Heart Failure Society Joint Working Group. JCS/JHFS 2025 Guideline on Diagnosis and Treatment of Heart Failure. Circ J. 2025 Jul

25;89(8):1278-1444.
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Acute
7 Advanced exacerbation
Stages of HF , ' HE >
Structural/functional heart disease —
Current HF symptoms
Previous History of HF Compensation
Self-care/Education/Exercise training/Palliative care I
¥ : ¥
HFrEF HFmMrEF HFpEF *Rapid infusion of normal saline or Ringer’s solution (2200 mL over
LYEF 40% 50% . 15-30 min) can be considered in patients without evidence of fluid
ACE inhibitor/ARB " overload.
ARNI2™ *Administration of inotropic agents can be considered to maintain
Beta-blocker cardiac output and tissue perfusion.
Pharmacological MRA™* *Short-term use of mechanical circulatory support can be
therapy SGLT2 inhibitor considered, taking into account the patient’s age, cognitive
Ivaibiadine function, comorbidities, and social factors.
Vericiguat *1 In HFpEF, ARBs have class Ilb recommendation
Diuretics for congestion ) o o
— ‘ *2 Consider switching from ACE inhibitors or ARBs
| Class| || Classlla Class b

. *3 First choice for hospitalized HF without ACE inhibitors
I i l or ARBs

l Opt|m|zed pharmacologica' therapy *4 In HFmrEF and HFpEF, finerenone is class lia
T recommendation, and spironolactone and
’ : ‘ eplerenone are class |lb recommendation
E 1
PR *5 For sinus rhythm with >75 beats/min
Non-pharmacological ICD/CRT Non- . _ Refer to . . _
therapy Catheter ablation for atrial fibrillation responder VAD/transplant- *6 Continue GDMT for HFTEF in HFimpEF

TEER for mitral valve” Se—— Cortified facility

*7 Functional severe MR with LVEF 220%

Kitai T, et Al; Japanese Circulation Society and the Japanese Heart Failure Society Joint Working Group. JCS/JHFS 2025 Guideline on Diagnosis and Treatment of Heart Failure. Circ J. 2025 Jul

25;89(8):1278-1444.




Vericiguat, a novel soluble guanylate cyclase (sGC)

stimulator.
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sGC stimulator

HF Pathophysiology
Oxidative stress

Endothelial dysfunction
Decrease NO
Decreased sGC activity

Vericiguat

Heart Blood vessels Kidney

| Inflammation | Fibrosis

| Fibrosis | Inflammation 1 Renal blood flow
| Hypertrophy 1 Vasodilation

| Ventricular remodeling | Vascular stiffness

European J of Heart Fail, Volume: 24, Issue: 11, Pages: 2029-2036, First published: 17 October 2022, DOI: (10.1002/ejhf.2720)



The benefit of vericiguat following a recent
worsening HF event was studied in the VICTORIA

triall,2
® VICTORIA*

® VICTORIAY

Study population
N=5,050

Study population?

Symptomatic chronic HFrEF
« NYHAClass lI-IV

e LVEF<45%

* On available SoC therapy
After a worsening HF event

* Recent HF decompensation

* Elevated natriuretic peptides*

Study drug initiation

* Patients may have been randomized as an
inpatient or outpatient but must have met
criteria for clinical stability#1-2

* There was no run-in period?

References: 1. Armstrong PW et al. N Engl J Med 2020;382:1883-1893; 2. Armstrong PW et al. N Engl J Med 2020;382(suppl 1-45):1883-1893;
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The NEW ENGLAND
JOURNAL o MEDICINE

TABLISHED IN 1812 MAY 14, 2020

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.,
Mabhesh |. 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*

Patients with recent HF decompensation?

B <3 months after HFH
B 3-6 months after HFH

<3 months afteri.v.
diuretic without HFH

0 20 40 60 80 100

Patients, %



In VICTORIA, vericiguat demonstrated a favorable safety profile and a

significant reduction in CV death or first HFH vs placebo?

Composite primary endpoint of time to CV death or first HFH?

0.551 ~ Placebo ~—— Annualized event rate/100 PY
@\IlCTORIAHF —— Vericiguat 37.8 /
0.50- .
33.6
o 0.45- T
)
©
- 0.404
]
E 0.354 HR=0.90 (95% Cl 0.82-0.98; p=0.02) <:I
g 0.30 ARR=4.2 events/100 PY
g 0259 Annual NNT=24*
=
g 0.204 Median follow-up duration for primary endpoint:
€ 015 10.8 months
5]
0.10-
0.05-
O'O T T T T T T T 1
0 4 8 12 16 20 24 28 32
Number of patients at risk Months since randomization
Vericiguat 2,526 2,099 1,621 1,154 826 577 348 125 1
Placebo 2,524 2,053 1,555 1,097 772 559 324 110 0

Adapted from Armstrong PW et al. 2020.!
* Calculation for annual NNT: 100/4.2=24. # The most frequently reported adverse reaction under treatment with vericiguat was hypotension (16.4%).°  Treatment should not be initiated in

patients with SBP <100 mmHg.> § Vericiguat is not recommended in patients with eGFR <15 ml/min/1.73 m? at treatment initiation or on dialysis.> AE, adverse event; ARR, absolute rate reduction;

Cl, confidence interval; CV, cardiovascular; HFH, heart failure hospitalization; HR, hazard ratio; NNT, number needed to treat; PY, patient-years; SAE, serious adverse event.
Reference: 1. Armstrong PW et al. N Engl J Med 2020;382:1883-1893; 2. Armstrong PW et al. N Engl J Med 2020;382(suppl 1-45):1883-1893; 3. Lam CSP et al. J Am Heart Assoc 2021;10:€021094; 4.
Voors AA et al. Eur J Heart Fail 2021;23:1313-1321.
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Vericiguat was generally well tolerated
with a similar safety profile to placebo?:2

Rates of AE, SAE, and AE of special

interest (N=5,034)*
100 -

m Placebo

90 A m Vericiguat

81,0 80,5

Patients, %

AE SAE Symptomatic Syncope
hypotension

The benefit of vericiguat on reducing CV

death or first HFH was consistent across the

full range of eGFR and irrespective of
baseline SBP#534




Evidence generation in ambulatory patients with
HFrEF and no recent worsening HF!
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@\‘l ICTOR'F Phase 3, double-blind, placebo-controlled, 1:1 randomized, event-driven trial?

Composite primary endpoint?

Time to first occurrence of HFH or CV death 5mgod 10 mg od

Key secondary endpoint*!
Time to CV death

Titration schedule*

Placebo od with sham up-titration at Weeks 2 and 4

Key eligibility criteria!

Week 0 Week 2 Week 4 Week 24 24w

* LVEF <40% within 12 months /2 = /2 /2 ]
* NYHAclass II-IV on GDMT Follow-up continued until target number of CV death events was reached (n=590)
* No HFH within 6 months or outpatient i.v. diuretic

use within 3 months
* NT-proBNP level within 30 days Sample sizef!

— SR:600-6,000 pg/ml; AF: 900-6,000 pg/ml *  Provision of ~95% power for the composite primary endpoint
* eGFR =15 ml/min/1.73 m? and not on chronic dialysis *  Designed and powered for CV death

* Additional secondary efficacy endpoints included time to: first HFH, total HFH (first and recurrent) HFH, first HFH or all-cause death and all-cause death.! # Assuming a hazard ratio of 0.80.* § Titration schedule identical to VICTORIA.* AF, atrial fibrillation; CV, cardiovascular; eGFR, estimated
glomerular filtration rate; GDMT, guideline-directed medical therapy; HF, heart failure; HFH, heart failure hospitalization; HFrEF, heart failure with reduced ejection fraction; IC, insuficiencia cardiaca; IC-FEr, insuficiencia cardiaca con fraccién de eyeccién reducida; i.v., intravenous; LVEF, left
ventricular ejection fraction; NT-proBNP, N-terminal pro-B-type natriuretic peptide; NYHA, New York Heart Association; od, once daily; g24w, every 24 weeks; SR, sinus rhythm.

References: 1. Reddy YNV et al. Eur J Heart Fail 2025;27:209-218; 2. Saldarriaga Cl et al. Eur J Heart Fail 2025; https://doi.org/10.1002/ejhf.3598;

3. Armstrong PW et al. N Engl J Med 2020;382:1883-1893.
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. . .. EMPEROR-
Baseline characteristic PARADIGM-HF DAPA-HF Reduced VICTOR VICTORIA Median NT-proBN P, pg/ml
Patients randomized, n 8,442 4,744 3,730 6,105 5,050
Mean age, years + SD 63.8+11.4 66.4+11.0 66.9+11.0 67.0+£11.0 67.3+£12.2 VICTORIA?
3,377
Female, % 22.0 23.4 23.9 23.6 23.9
. 0 *
No prior HFH, % 37.8 52.6 69.0 47.5 N/A PARADIGM-HF
Mean laboratory values + SD 1,608
LVEF, % 29.5+6.2 31.1+6.8 27.5+6.1 30.4+7.0 28.9+8.3
eGFR, ml/min/1.73 m? 70.0+£20 65.8+19.4 62.0+£21.6 70.9+24.0 61.5+27.2
VICTOR DAPA-HF
a1 NYHA Class | 1,476 1,437
100 - I
80 IR
L 58,9
o b
& 60 - 70,9 67,5 75,1 79,0
c
S 40 - EMPEROR-Reduced
a 1,887
20
" PARADIGM-HF DAPA-HF EMPEROR-Reduced VICTOR VICTORIA In VICTORIA, the high median NT-ProBNP

level of 3,377 pg/ml was indicative of a high-
* Each HF study was independently conducted; no head-to-head HF studies have been completed that allow for direct comparison of risk popu lation
the efficacy and/or safety of one drug vs another.
* All patients enrolled in VICTORIA had either a HFH <6 months or an urgent HF visit <3 months of randomization. # At screening visit.
eGFR, estimated glomerular filtration rate; HFH, heart failure hospitalization; HFrEF, heart failure with reduced ejection fraction; LVEF, left ventricular ejection fraction;

N/A, not applicable; NT-proBNP, N-terminal pro-B-brain natriuretic peptide; NYHA, New York Heart Association; SD, standard deviation.
Reference: 1. Saldarriaga Cl, et al. E J Heart Fail 2025. doi: 10.1002/ejhf.3598.
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Primary composite endpoint
Time to first HFH or CV death!

®WVICTOR

Time to first HFH or CV death

0.30
= \/ericiguat
=== Placebo
@ 0.25-
e
o
2 0.20-
B
E 0.15 -
v
2
LE" 0.10
3 oo HR=0.93 (95% Cl 0.83-1.04); p=0.22
0 Median follow-up: 18.5 months
0.00 T T T T T T 1
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

Extracted from Butler J et al. 2025.1
Cl, confidence interval; CV, cardiovascular; HF, heart failure; HFH, heart failure hospitalization; HFrEF, heart failure with reduced ejection fraction; HR, hazard ratio; IC, insuficiencia cardiaca; IC-FEr, insuficiencia cardiaca con fraccion de eyeccion reducida.
References: 1. Presented at ESC 2025, publication accepted. Butler J et al. Lancet Sept 2025;
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Secondary endpoints
Time to first HFH or CV death!

®WVICTOR*

0.20 1 0.20 A

. 3 1 2 H 1 3
Vet Time to first HFH* — Vericiguat Time to CV death?

o = Placebo . = Placebo

L 4 L

e e

o 015 7 o 015 -

(8] (%)

c c

7] [

-] -]

; 0.10 - '; 0.10 <

= 2

L 4 L

8 L)

g g

5 0.05 - s 0.05 -

(S} (&)

HR=0.95 (95% CI 0.82-1.10); p=0.51 HR=0.83 (95% CI 0.71-0.97); p=0.02 =
0.00 - T T T T T T 1 0.00 -~ T T 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 1,917 1,352 849 459 Vericiguat 3,053 3,000 2,928 2,752 2,092 1,516 968 536
Placebo 3,052 2,929 2,771 2,543 1,879 1,313 822 442 Placebo 3,052 3,003 2,910 2,728 2,050 1,456 940 514

VICTOR was designed and powered to test whether vericiguat could reduce
the risk of CV death vs placebo, as a key secondary endpoint**

Figures extracted from Zannad F et al. 2025 and Butler J et al. 2025%3

Analyses were not part of a trial hypothesis testing per prespecified hierarchical testing approach.’* * Conditional of a positive primary outcome.*Cl, confidence interval; CV, cardiovascular; HF, heart failure; HFH, heart failure hospitalization; HFrEF, heart failure with reduced
ejection fraction; HR, hazard ratio; IC, insuficiencia cardiaca; IC-FEr, insuficiencia cardiaca con fraccidn de eyeccion reducida. References: 1. Presented at ESC 2025, publication accepted. Butler J et al. Lancet Sept 2025; 2. Presented at ESC 2025, publication accepted. Zannad F et al.
JAm Coll Cardiol 2025; 3. Presented at ESC 2025, publication accepted. Butler J et al. Eur Heart J Sept 2025;https://doi.org/10.1093/eurheartj/ehaf665; 4. Reddy YNV et al. Eur J Heart Fail 2025;27:209-218;
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Secondary endpoint
All-cause mortality!

\) HF
e\l ICTOR Time to all-cause mortality!?

0.25 -+
= \/ericiguat
=== Placebo
(V]
+0.20 -
P
e
S 0.15 -
=
‘o
2 0.10 A
s
=
£
2 Y HR=0.84 (95% Cl 0.74-0.97); p=0.015 <=
Median follow-up: 19.7 months
0.00 4 T T T T T T 1
0 4 8 12 16 20 24 28

Months since randomization
Number of patients at risk

Vericiguat 3,053 3,000 2,928 2,752 2,092 1,516 896 536
Placebo 3,052 3,003 2,910 2,728 2,050 1,456 940 514

Extracted from Butler J et al. 2025.1

Analysis was not part of a trial hypothesis testing per prespecified hierarchical testing approach.2#

Cl, confidence interval; HF, heart failure; HFYEF, heart failure with reduced ejection fraction; HR, hazard ratio; IC, insuficiencia cardiaca; IC-FEr, insuficiencia cardiaca con fraccion de eyeccion reducida.

References: 1. Presented at ESC 2025, publication accepted. Butler J et al. Lancet Sept 2025; 2. Presented at ESC 2025, publication accepted. Butler J et al. Eur Heart J Sept 2025;https://doi.org/10.1093/eurheartj/ehaf665;

3. Reddy YNV et al. Eur J Heart Fail 2025;27:209-218.
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Time to sudden cardiac death and HF-related deatht S S

HF
Time to sudden cardiac death!-2 ®V ICTOR Time to HF-related death?!:2
0.10 0.10 -
= Vericiguat = \lericiguat
=== Placebo === Placebo
(7} . : o i 0
'E 0.08 : Median time to benefit: "é Bt ! Median time to benefit:
o y 54 months o ' 16.8 months
o s} |
S 0.06- ! 3 :
< 0 | - 0.06 - )
‘o [ ‘9 |
£ | £ |
2 004+ ' 2 oo0ad '
- | ) |
8 [ 8
£ ! g !
0.02 ! - ]
S | 3 002 !
HR=0.75 (95% Cl 0.56-0.99); p=0.04 f— HR=0.71 (95% Cl 0.54-0.94); p=0.02 <{——=
000 I L I I I I I I OOO = I I I I I I I
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 3,000 2,928 2,752 2,092 1,516 968 536 Vericiguat 3,053 3,000 2,928 2,752 2,092 1,516 968 536
Placebo 3,052 3,003 2,910 2,728 2,050 1,456 940 514 Placebo 3,052 3,003 2,910 2,728 2,050 1,456 940 514

Extracted from Butler J et al. 2025.1
Cl, confidence interval; CV, cardiovascular; HF, heart failure; HFrEF, heart failure with reduced ejection fraction; HR, hazard ratio; IC, insuficiencia cardiaca; IC-FEr, insuficiencia cardiaca con fraccion de eyeccion reducida.
References: 1. Presented at ESC 2025, publication accepted. Butler J et al. Lancet Sept 2025; 2. Presented at ESC 2025, publication accepted. Butler J et al. Eur Heart J Sept 2025;https://doi.org/10.1093/eurheartj/ehaf665;



Together, VICTOR and VICTORIA have generated evidence for
vericiguat across the spectrum of risk in HFrEF1-3
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I
I HF HF !
| ®VICTOR ® VICTORIAY
| Patients without a recent Patients with a recent : o
: worsening HF event?! worsening HF event? | e === -
1 'Ii' Advanced HF risk
| L 7 !
I Iy ¢ !
. | Py g
“ : I ~2 :
: : o« . 1
-§, s | Baseline HF risk \ ! \ ! :
o 7 I \ ] ! I
4 [ \ | S [
/’ I \ £y | Worsening HF risk :
g HF ris
- I \ ,l (W :
[
” I Residual HF risk !
s’ NoHF I :
s [ I
V4 I 1
P4 1
’ ! :
! l. ) ) ) >
Variable (months-years) 3-6 months Variable (months-years) Variable (months) Variable (months)
Time

References: 1. Presented at ESC 2025, publication accepted. Butler J et al. Lancet Sept 2025; 2. Armstrong PW et al. N Engl J Med 2020;382:1883-1893; 3. Greene SJ et al. J Am Coll Cardiol 2023;81:413-424; 4. Greene SJ et al. Circ Heart Fail 2020;13:e007132;
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®VICTORIAH ®VICTOR @ Vericiguat

Patients with a rece|21t Patients without a recent A pooled analysis of
worsening HF event worsening HF event? VICTOR—VICTORIA

Vericiguat for patients with heart failure and reduced
ejection fraction across the risk spectrum: an individual
participant data analysis of the VICTORIA and VICTOR trials

Faiez Zannad, Christopher M O 'Connor, Javed Butler, Ciaran | McMullan, Kevin | Anstrom, Irina Barash, Marc P Bonaca, Maria Borentain,
Stefano Corda, Davis Gates, Justin A Ezekowitz, Adrian F Hernandez, Carolyn S P Lam, Eldrin F Lewis, JoAnn Lindenfeld, Robert | Mentz,

Piotr Ponikowski, Yogesh N V Reddy, Giuseppe M C Rosano, Clara Saldarriaga, Michele Senni, Pedro P Teixeira, James Udelson, Alessia Urbinati,
Vanja Vlajnic, Adriaan A Voors, Aiwen Xing, Mahesh ] Patel, Paul W Armstrong, for the VICTORIA and VICTOR Study Groups

www.thelancet.com Published online August 30, 2025 https://doi.org/10.1016/S0140-6736(25)01682-4
The Lancet, Volume 406, Issue 10510, 1351 - 1362
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spectrum of risk in HFrEF! Apooled analysis of opol < scav
VICTOR—VICTORIA
rediimd e i N=11,155 Recency of worsening HF prior to randomization??
50 -
Median age (IQR), years 68 (60-75) 45
Sex, female 24% 40 -
Mean LVEF * SD at screening 30+ 8% 35 -
R 30 -
Median NT-proBNP (IQR)* 1,864 (1,036-3,537) pg/ml 4 e e
g l
NYHA class % 20 -
o
I 70% 15 -
10 - 7
-1V 30% |
Mean eGFR = SD 67 £ 26 ml/min/1.73 m2 0 - :
L. No prior HFH 0-3 months <6 months >6 months
Co-morbidities outpatient worsening
Ischemic heart disease 64% |
Diabetes 44% 740/0 patie nts
Atrial fibrillation 41% Prior HFH or i.v. diuretic use?!

Extracted from Zannad F et al. 2025.

*n=10,790 with available data; n=365 with missing data.! eGFR, estimated glomerular filtration rate; HF, heart failure; HFH, heart failure hospitalization; HFrEF, heart failure with reduced ejection fraction; IC, insuficiencia cardiaca;
IC-FEr, insuficiencia cardiaca con fraccidn de eyeccion reducida; IQR, interquartile range; i.v., intravenous; LVEF, left ventricular ejection fraction; NT-proBNP, N-terminal pro-B-type natriuretic peptide; NYHA, New York Heart Association; SD, standard deviation.

References: 1. Presented at ESC 2025,. Zannad F et al. Lancet Sept 2025; 2. Armstrong PW et al. N Engl J Med 2020;382:1883-1893; 3. Presented at ESC 2025 , Butler J et al. Lancet Sept 2025;
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vsplacebo*!

Primary composite endpoint of time to first HFH or CV death!

@Vericiguat

0.40
Apooled analysis of = Vericiguat
VICTOR—VICTORIA 0.35 Placebo
Y
S 0.30-
]
S 0.25-
2
v
£ 0.204
2 HR=0.91 (95% Cl 0.85-0.98); p=0.009 =
§ 99 Median follow-up: 15.6 months
€ 0.10- Time to benefit: ~4 months
- ARR (1 year)=2.7 events/100 PY
Annual NNT=37
0.00 T T T T T T 1
0 4 8 12 16 20 24 28

. . Months since randomization
Number of patients at risk
Vericiguat 5,579 5,026 4,418 3,735 2,743 1,929 1,197 584
Placebo 5,576 4,982 4,326 3,640 2,651 1,873 1,147 552

Extracted from Zannad F et al. 2025.

* P-values were calculated using the stratified log-rank test and are descriptive rather than formal tests for statistical inference.t

ARR, absolute risk reduction; Cl, confidence interval; CV, cardiovascular; HF, heart failure; HFH, heart failure hospitalization; HFrEF, heart failure with reduced ejection fraction; HR, hazard ratio; NNT, number needed to treat; PY, patient-years. References: 1. Presented at ESC 2025,
publication accepted. Zannad F et al. Lancet Sept 2025.
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] i @ Vericiguat .
Time to first HFH? Time to CV death?
|
Apooled analysis of
0.4 5 VICTOR—VICTORIA 0.4 5
= \/ericiguat = \lericiguat
== Placebo == Placebo
(V]
d
S 03 A 03 -
(V]
g (V]
ol
B 5
% 0.2 - § 0.2 -
2 S
k] e
= i
E 01 - 201 -
o . = HR=0.89 (95% CI 0.80-0.98); p=0.02 Medi{——
HR=0.92 (95% Cl 0.84-1.00); p=0.04 Tim&,—— = fouow_ug: o s b
to benefit: ~4 months g Time to benefit: ~8 months
OO I I I I I I =) 00 I I I I I I
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 5,579 5,024 4,416 3,734 2,742 1,929 1,197 584 Vericiguat 5,579 5,376 4,896 4,220 3,162 2,295 1,455 721
Placebo 5,576 4,981 4,325 3,639 2,650 1,871 1,145 552 Placebo 5,576 5,373 4,861 4,167 3,095 2,224 1,411 671

Extracted from Zannad F et al. 2025.1
* P-values were calculated using the stratified log-rank test and are descriptive rather than formal tests for statistical inference.

Cl, confidence interval; CV, cardiovascular; HF, heart failure; HFH, heart failure hospitalization; HFrEF, heart failure with reduced ejection fraction; HR, hazard ratio; IC, insuficiencia cardiaca; IC-FEr, insuficiencia cardiaca con fraccion de eyeccién reducida.

References: 1. Presented at ESC 2025, Zannad F et al. Lancet Sept 2025;
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An incremental survival benefit was observed for
vericiguat vsplacebo in well-treated patients across
the disease continuum*!?

. . Time to all-cause mortality*
@ Vericiguat
0.40

A pooled analysis of — \ericiguat

VICTOR—VICTORIA 0354 Placebo

0.30 -

0.25 1

0.20

0.15

0.10 +

Cumulative incidence rate

0.10
HR=0.90 (95% Cl 0.82-0.99); p=0.025 =

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

Months since randomization

Number of patients at risk

Vericiguat 5,579 5,376 4,896 4,220 3,162 2,295 1,455 721
Placebo 5,576 5,573 4,861 4,167 3,095 2,224 1,411 671

Extracted from Zannad F et al. 2025.

Vericiguat is not approved in Spain for patients with HFrEF without a recent worsening HF event; please refer to local Prescribing Information for full indication and usage in your market.?

Vericiguat no esta autorizado en Espaiia para pacientes con IC-FEr sin un episodio reciente de descompensacion de la IC; consulte la informacion de prescripcion local para obtener informacion completa sobre la indicacion y el uso en su mercado.?

Cl, confidence interval; HF, heart failure; HFYEF, heart failure with reduced ejection fraction; HR, hazard ratio; IC, insuficiencia cardiaca; IC-FEr, insuficiencia cardiaca con fraccion de eyeccion reducida.

References: 1. Presented at ESC 2025, publication accepted. Zannad F et al. Lancet Sept 2025; 2. Bayer AG. Vericiguat Summary of Product Characteristics. 2021. https://www.ema.europa.eu/en/documents/product-information/verquvo-epar-product-information_en.pdf
[accessed Aug 2025].
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- ==
I g Advanced HF risk
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,’ | I
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VICTOR and VICTORIA have generated evidence for vericiguat across the spectrum of risk in HFrEF12:6

Extracted from Greene SJ et al. 2020 and Greene SJ et al. 2023.57
References: 1. Presented at ESC 2025, publication accepted. Butler J et al. Lancet Sept 2025; 2. Armstrong PW et al. N Engl J Med 2020;382:1883-1893; 3. Saldarriaga Cl et al. Eur J Heart Fail 2025; https://doi.org/10.1002/ejhf.3598; 4. Voors AA et al. Nat Med 2022;28:568-574; 5.
Cytokinetics. 2025. https://clinicaltrials.gov/study/NCT06736574 [accessed Aug 2025]; 6. Greene SJ et al. JAm Coll Cardiol 2023;81:413-424; 7. Greene SJ et al. Circ Heart Fail 2020;13:€007132.



Network meta-analysis of

pharmacological treatment

in HFrEF
89 randomized controlled trials

SGLT2i*/
Othert

Treatment (N=103,754)

CV mortality (HR [95% CI])*

Benefit of quintuple therapy*

Relative risk reduction in
CV mortality vs placebo

0%

ARNi + BB + MRA + SGLT2i + Vericiguat

Extracted from Van Essen BJ et al. 2025.
*Van Essen BJ et al. J Am Coll Cardiol 2025; ttps://doi.org/10.10.16/j.jacc.2025.08.054;

ARNI + BB + MRA + SGLT2i + vericiguat* ——— | 0.30 (0.22-0.39)
ARNI + BB + MRA + vericiguat — i 0.34 (0.27-0.44)
ARNI +BB + MRA + SGLT2i —— : 0.34 (0.22-0.44)
ARNI + BB + MRA + omecamtiv I—’—i i 0.37 (0.28-0.48)
ARNI + BB + MRA —p— i 0.39 (0.32-0.49)
ACEI + BB + MRA + vericiguat o : 0.42 (0.33-0.52)
ACEI + BB + MRA + SGLT2i — E 0.42 (0.33-0.52)
ACEI+BB + MRA + IVA —p— : 0.4 (0.35-0.55)
ACEI+BB + MRA + omecamtiv —p— i 0.45 (0.35-0.57)
ARNI +BB + SGLT2i —p— i 0.47 (0.38-0.58)
ACEI + BB + MRA —p— ; 0.48 (0.40-0.58)
ARB + BB + MRA O i 0.50 (0.41-0.61)
ARNI + BB o E 0.53 (0.45-0.63)
ACEI + BB + Dig + H-ISDN = & i 0.58 (0.37-0.90)
ACEI+ARB + BB + Dig Qo i 0.58 (0.47-0.70)
ACEI + MRA + Dig —p— : 0.62 (0.52-0.75)
ACEI+BB O i 0.65 (0.57-0.74)
ACEI+ BB + Dig = 0.66 (0.56-0.77)
ARB + BB i 0.68 (0.59-0.78)
ACEI +ARB + Dig —p— 0.74 (0.62-0.88)
BB X S 0.78 (0.71-0.86)
ACEI @ i 0.84 (0.77-0.91)
ACEI + Dig 2 g 0.85 (0.75-0.96)
ARB ! 0.88 (0.79-0.97)
Dig + H-ISDN = & 0.88 (0.58-1.34)
ARB + Dig '—0—? 0.89 (0.77-1.01)
Dig | | | g | 1.01(0.93-1.10)
0,15 0,30 0,60 1,20

Hazard ratio (95% Cl)
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Key takeaways
The new pillar in HFrEF...

» Vericiguat has a unique mode of action complementing other GDMT by targeting an unaddressed pathway in HFrEF*1-4

* VICTORIA established the role of vericiguat in patients following a recent worsening HF event demonstrating a significant
reduction in first HFH or CV death vs placebo*

* InVICTOR, a trial designed and powered for CV death, vericiguat showed a consistent and clinically meaningful reduction in CV
death and all-cause mortality vs placebo®

In a prespecified pooled analysis, vericiguat...

@ * Reduced the risk of first HFH or CV death vs placebo in patients across the risk spectrum of HFrEF’

* Demonstrated an incremental CV- and all-cause mortality benefit vs placebo in the largest Phase 3 HFrEF
trial program to date’1°

* Vericiguat was generally well tolerated, with a safety profile comparable with placebo>’

*Vericiguat is a soluble guanylate cyclase stimulator; foundational therapies in chronic HFrEF include angiotensin receptor-neprilysin inhibitor, beta blockers, mineralocorticoid receptor antagonists and sodium-glucose cotransporter 2 inhibitors.>!* # HR =0.90 (95% Cl 0.82-0.98).>
Cl, confidence interval; CV, cardiovascular; GDMT, guideline-directed medical therapy; HF, heart failure; HFrEF, heart failure with reduced ejection fraction; HR, hazard ratio; IC, insuficiencia cardiaca; ICFEr, insuficiencia cardiaca con fraccion de eyeccion reducida.

References: 1. Dies RM et al. Cureus 2023;15:e49782; 2. Reddy YNV et al. Eur J Heart Fail 2025;27:209-218; 3. Hulot JS et al. Expert Opin Pharmacother 2021; 22:1847-1855; 4. Butler J et al. Eur J Heart Fail 2022;24:2029-2036; 5. Armstrong PW et al. N Engl J Med 2020;382:1883-1893;

6. Presented at ESC 2025. Butler J et al. Lancet Sept 2025; 7. Presented at ESC 2025, Zannad F et al. Lancet Sept 2025; 8. Saldarriaga Cl et al. Eur J Heart Fail 2025; https://doi.org/10.1002/ejhf.3598;

9. Voors AA et al. Nat Med 2022;28:568-574; 10. Cytokinetics. 2025. https://clinicaltrials.gov/study/NCT06736574 [accessed Aug 2025]; 11. McDonagh TA et al. Eur Heart J 2021;21:3599-3726;



Impact of Vericiguat on exercise capacity, quality of life, circulating
biomarkers and short-term cardiovascular mortality in elderly heart

failure patients after acute decompensation.

Inclusion criteria

Age > 70 years
Patients with HFrEF within 2 days after acute pulmonary edema
Optimal medical therapy before admission (GDMT)

Exclusion criteria

Uncorrected primary valvular heart diseases

Active myocarditis

Obstructive hypertrophic or restrictive cardiomyopathy

Administration of veriguat within 30 days before ward admission
History of hypersensitivity or intolerance to sGC

History of angioedema

Estimated glomerular filtration rate <20 mL/min/1.73 m?

Serum potassium > 5.2 mEq/L

Systolic blood pressure < 100 mmHg after 2 days from ward admission
Exercise-limiting angina

Lung disease

Claudication

Severe primary pulmonary, renal, or hepatic disease

Acute coronary syndrome within 30 days before ward admission
Transient ischemic attack/stroke within 30 days before ward admission
Major cardiovascular surgery within 30 days before ward admission
Percutaneous coronary intervention within 30 days before ward admission
Carotid angioplasty within 30 days before ward admission

HFrEF, heart failure with reduced ejection fraction; sCG, stimulators of soluble
guanylate cyclase.
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1141 Patients underwent screening
From January 1, 2024 to December 31, 2024

{

514 Patients
No ICD-9; codes 390-429.9

627 Patients
ICD-9; codes 390-429.9

v

484 Patients were excluded
12 Died

15 Had an advers event

80 Declined to partecipate
377 Did not meet eligibility
criteria

v

143 Patients enrolled
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Admission for

ADHF (HFrEF) Tritation Dose
Patient
2 Weeks Treatment 2 Weeks Treatment
Stab";zgd Day ME—) Veriguat 5 mg OAD Veriguat OAD
l l Patients were followed from the end of
the study until June 30, 2025.

Six-minute walk test Six-minute walk test
MLHF-Q MLHF-Q —
NYHA class Eff' NYHA class
LVEF iIcacC LVEF . .
NT-proBNP y NT-proBNP Median follow-up duration was 9
hsPCR hsPCR months (IR: 2-17 months).
Lymphocyte count Lymphocyte count
eGFR eGFR
Creatinine Safety Creatinine
Potassium Potassium

Symptomatic hypotension
Syncope

Domenico Acanfora, Chiara Acanfora, Paolo Calabro, Gennaro Galasso, Giuseppe Rengo, Raffaele Antonelli Incalzi, Massimo Uguccioni, Vincenzo Provitera,

Giuseppe Caporaso, Gerardo Casucci.
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Domenico Acanfora, Chiara Acanfora, Paolo Calabro, Gennaro Galasso, Giuseppe Rengo, Raffaele Antonelli Incalzi, Massimo Uguccioni, Vincenzo Provitera,

Giuseppe Caporaso, Gerardo Casucci.



Impact of Vericiguat on exercise capacity, quality of life, circulating
biomarkers and short-term cardiovascular mortality in elderly heart
failure patients after acute decompensation.
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Baseline

NYHA Class Il

e 607 P<0.0001

NYHA Class IV

-
52.4%

4-Weeks Treatment with Vericiguat

0000000000 0 . .
0000000000 - NYHA Class Il Baseline 4-Weeks
0000000000 44.8% Vericiguat

Left Ventricular Ejection Fraction
(%)

: After a median follow-up period of 9 months (IQR 2-17 months),
4 22 (15.4%) patients died from cardiovascular death.
®
®
®

nHache=ll As expected, age was identified as an independent predictor of all-cause
mortality, with a 14% increase in risk for each additional year of age
[Hazard Ratio 1.14 (95% CI1 1.03-1.27), P < 0.05].
No patients experienced any clinically relevant side-effects.

. | 00000000
i, | ceoccce000

x?=139.8; P<0.0001
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“Ora non e il momento di
pensare a quello che non
_—— hai.

Ernest Hemingway
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