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Vericiguat (Verquvo®):
Treatment for heart failure patients with reduced ejection fraction after
decompensation
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Heart failure: 5 yr Outcomes & Epidemiology

There are 150.000 Heart
Failure Patients in
Switzerland*

Lieart Fl2020, 13401356

HF is the #1 reason for hospitalisation
in patients aged >65 years, with 24% of
patients re-hospitalised within 30 days of
discharge??

Approximately 50% of patients
diagnosed with HF will die within
5 years*

Herztransplantationen und Personen auf der
Herz-Warteliste, 2007-2019
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* Mohacsi, P, et al., £in Curriculum fur Herzinsufizienz istals Grundlage fur die Entwicklung erforderlicher nationaler Strukturen unumganglich
zlenz.Curriculums der Arbeitsgruppe Herzinsuffizienz der SGK. Cardiovascular Medicine, 2018. 21(01): p. 26-32

Prognose von Patienten mit ASCVD / Herzinsuffizienz / Krebs

Prognose bei Herzinsuffizienz ist vergleichbar mit
vielen Krebsarten?

Selbst die Untergruppen von HFrEF-Patienten mit
dem geringsten Risiko weisen hohere Ereignis-
raten auf als ASCVD-Patienten mit hohem oder
sehr hohem Risiko!
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Timeline heart failure
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Leicht Mittelschwer Schwer

More Than Half of Patients with Chronic HF may Require
Rehospitalisation Within a Month of a Worsening HF Event

Patients with hospitalisations and number of hospitalisations per patient through
2 years post index worsening HF event
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56% of patients were re-hospitalised within 30 days of the worsening HF event and the
number of HF-related hospitalisations increased over time
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Higher mortality with re-hospitalisations
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High Persisting Risk in HFrEF Remains Despite the Use of
HF Medications'-%

oc SOC + new therapy.
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Therapy frequently below target doses, worse prognosis!

10— 30% von den Patienten, die neu auf einer
Therapie eingestellt sind, erreichten die

CHAMP-HF-Register: niedrigere Dosen waren mit hherem Mortalitétsrisiko wahrend
der 24-monatigen Follow-up verbunden?

emplohlene Dosis der Standardtherapie; Abbruche
im Laute von 12 Vionaten waren haufg 24.5

= ACEI/ARB/ARNI

ncaeze

ARB
=230 5

Bota blocker
=10.476

Moy Rt

MRA S
17421

ARNI
29546

= Abgebrochene Behandiung
Miere Dosis
Niedrige Dosis

Anfangsdosis

andungsbeginn jinger as anders

ferte Patienten. Deshalh war 2u envarten, dass sie die Behandung besser vertragen und die Therapis und
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Patient profile

HFrEF-§ 1 Jahr spéter 3 Monate spéter

Monika
Alter: 59 Jahre

 Komorbididtaten

CKD

(eGFR: 15 mi/min/1,72 m?)
Vorhofflimmern

@ Aktuelle Situation
Vertréglichkeitsprobleme in
Verbindung mit Hypotonie

Erste D die
2u Hospitalisierung fiihrte

ZweitesD
die IV-Diuretika erforderte

Aktuelle Hi-Medikation Diagnose
LVEF 38%.

+ Betablocker NYHAKlassifikation I

« MRA NT-proBNP 1970 pg/ml
Na* 141 mmol/l

© ACEd K+ 4,1 mmoll
Blutdruck 110/75 mmHg

-+ SGLT21
Gewicht / BMI 75kg /27,5
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Diagnostics

ESC 2021 recommendations for the treatment of patients

with HFrEF?
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‘ LVEF <35% and QRS <130 ms

‘and where appropriate.

LVEF >35% or device therapy

not indicated or inappropriale

SR and LVEF =36%
and QRS 2130 ms

[
Non-ischemic.
(class lla)

CRT-
QRS 130-149 ms.
(class lla)

1 symptoms persst, consider hrapieswihcless I rcommendations ]
e

Consider ivabr Consider hydralazine and isosorbide
LVEF <35% in SR dinitrate for black patients with LVEF

heart rate 270 bpm desplle
treatment with a BB (f
tolerated),

<35% or with an LVEF <45% combined
with a dilated LV in NYHA class [V

BB and MRA
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Vericiguat Increases sGC Activity to Improve L. .
Myocardial andlVasculariEunclon e Vericiguat has a complementary Mode of Action
.

® with no overlap with other drugs’-8
.
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VICTORIA Study Design

The VICTORIA study was a Il trolled, double-
investigating the effect of venc.gum in patients e sympmmauc o et FoTowin & versoning HE cvant s

The NEW ENGLAND Eligibility criteria

JOURNAL of MEDICINE ':?:E:*?Eff‘?w b

phase Il trial

Placebo OD with sham up-titration at Weeks 2 and 4
ESTABLISHED 1N 1812 MAY 14, 2020 voL. 352 No. 20 Week0 Week2 Weekd ~Week16 Q16w
F ha pitalisation within 6 months or ”
tic treatment for HF within 3 months i
g 2 2 2 - Secondary endpoints:
Vericiguat in Patients with Heart Failure and Reduced e Time ta OV doatn
: : 2 * Time to first and sub: tHF he italisati
Ejection Fraction Primary endpoint: Time to first ocourrence of the D Timotoallcause maralty o
composite of CV death and HF hospitalisation = Time to composite all-cause mortality or HF hospitalisation
Paul W, Armstrong, M.D., Burkert Pieske, M.D., Kevin J. Anstrom, Ph.D., Justin Ezekowitz, M.8., 8.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.,

Plote Ponikowsk, M., Adriasn A, Voors, M.D., Ph.0.. Gang ia, Ph.D,, Steven E. MeNulty M5 Eéﬂ:?fé;”;ﬁé“;‘;ﬁ;’;‘:&’;ﬁ':;‘é’f changes in KCCQ and EQ-5D from baseline and the relationships among treatment effect, baseline
Mahesh J. Patel, M.D., Lothar Roessig, M.D., Joerg Koglin, M.D., Ph.D., and Christopher M. O'Connar, M.D.,
for the VICTORIA Study Group*
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VICTORIA Was Designed to Study Patients with
Symptomatic Chronic HF Following a Worsening HF Event':2

‘Symptomatic chronic HF’ ‘Worsening HF event’

= NYHAclass lI-IV & = Recent HF hospitalisation
* LVEF <45% = Recent IV diuretic use
= Onavailable HF therapies = Elevated natriuretic peptides

Main Exclusion Criteria

« Clinically unstable

Systolic blood pressure <100 mm H

Concurrent or anticipated use of long-acting nitrates of SGC
stimulator

PDES inhibitors,

Receiving IV inotropes, an implantable LV assist device or
awaiting heart transplantation

Correctable, complex, or clincally active cardiac comorbidity
Prior cardiac valve intervention <3 months or coronary.
revascularization <60 days

Unable to provide informed consent

Females of reproductive age not using an acceptable form of
contraception

VICTORIA Was Designed to Study Patients with
Symptomatic Chronic HF Following a Worsening HF Event'?2

67 % der Patienten wurden in den letzten 3 Monaten
nach der Randomisierung hospitalisiert!

Die VICTORIA-Studie schloss eine Population mit
hohem Risiko aber gut behandelter HI ein’

Zeit bis 2um Indexereignis Hi-Therapie (Gesamtpopulation)
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s Setablocker, ACE:Hemmar, ARG und umfassen,
nhibto MRA

cei v HFFEF: Horznsulfiznz mit recuzertor Ejokonsfraion; 1V
intavenca: SD. Siandarisbucnes,
. Amerond P et JACC Hear Fail.2018:6:96-106:2. Amnsong PW et l. N Engl.) Med. 2020,362:1883-1693
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The VICTORIA Trial Targeted a Distinct Patient Population in Contrast to
Other Contemporary HF Trials

VICTORIA-Patienten haben aufgrund anhaltend erhéhter Ereignisraten den maximalen
medizinischen Bedarf, was zu einer Patientenpopulation mit wesentlich hdherem Ausgangsrisiko
fihrt

DAPA-HF12 PARADIGM-HF3-5 VICTORIA®?
Medianes NT-proBNP (pg/ml) 1437 1608
HI- bedingte Hospitalisierung innerhalb von
6 Monaten (%) 16.4 31 &
NYHA-Klasse III/IV am Ausgangspunkt (%) 32 25 41
eGFR < 60 ml/min/1,73 m? 41% 37% 53 %

€GFR-Grenzwert
Priméres Ergebnis (Ereignisse in den

230 mi/min/1,73 m2 230 ml/min/1,73 m?

215 ml/min/1,73 m?

Vergleichsarmen pro 100 PJ) 158 13.2
Hi-bedingte Hospitalisierung 938 77
KV-Tod 79 75

“Dor pinive Encpurk fr DAPA.HF war der KV-Tod, i Hospiaisierung oder i drngender Artbesuch, de 2 oiner 1V Bahandung wegen Hi i, Primire Endpunkle in PARADIGHHH and VICTORIAwaren der
KV-Tod dor o arsta H bedingie Hospialsionna,

Vericiguat Significantly Reduced the Annualised Absolute Risk of the
Primary Composite Outcome

Time to CV death or first HF hospitalisation

055
0.501 —— Vericiguat
0.45] — Placebo

Median follow-up period: 10.8 months

HIR~0.90 (95% CI: 0.82-0.98) Event rate per 100 patient-years was

Cumulative incidence rate
o
N
bl

020 33.6% for vericiguat vs 37.8% for
015 placebo
0.10;
0.05:
0.007
4 8 12 16 20 24 28 32
No at risk: Months since randomisation
Vericiguat 2526 2009 1621 1154 826 577 8 125 1
Paceho o4 e i 0w s 2 o o0
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Cumulative Incidence Rates of Primary Endpoint Components

HF hospitalisation drives primary endpoint

oo =3

Aual ARR: 29,12
ARR 2 Conf

Amsiong P oL Ora Proce
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© 005 RRR=7%; ARR=1% per year* 0.05 RRR=10%; ARR=3.2% per year'
0.004 . 0.004
0 4 8 12 16 20 24 28 32 Y 4 8 12 16 20 24 28 32
I Months since randomisation Months since randomisation
Voo 252 2376 1968 M 1070 79 47 185 1 Vewaes 226 8 fe 1S s s e 15 1
Pocebo 2520 2370 1951 143 1045 768 471 157 O placebo 2052 1554 1086 5 @ 0 o

Primary composite and CV death endpoints for the combined
subgroup of the three lower baseline NT-proBNP quartiles (Q1 — Q3)

>20% RRR, 95% confidence intervals well below HR 1

Time to first HF hospitalization or CV death
NT-proBNP < 5314 (a1 -a3)
"

ue
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HR 0.76(0.69-0.88)
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Annual ARR 7.2%
s NNT 14 per year
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ARR, ol A . heart fallure; HFH,
1. Sanni et al £SC HoartFailure 2022 DOI: 10.1002/eh2. 14050.
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Overall AE Incidence and SAE Profile was Similar to Placebo

SAES within a system organ class (all patients as treated)*

# Incidence of organ class AEs
was similar between vericiguat

and placebo

] .

Small imbalances in renal, Gl,

. Vericiguat Placebo
Event, % (N=2.’?19) (N=2515)
=1 SAES 328 348
Blood and lymphatic system disorders 2.1 12
Cardiac disorders R} 07

Cardiac failure 32 44
Gl disorders 40 37
Infections and infestations 107 107

Preumonia 40 45
Injury. poisoning and procedural complications. 26 3.1
Metabolism and nutition disorders 29 35
Nervous system disorders 33 33
Renal and urinary disorders 56 53

Acute kidney injury 25 20
Respiratory, thoracic and mediastinal disorders 35 36
Vascular disorders 32 34

blood disorders and hypotensive
SAEs.

¢ More anaemia developed with
vericiguat (7.6%) than with
placebo (5.7%)

# Electrolyte balance was similar
between vericiguat and placebo

Incidonce 22% in oveor more rastment groups
AE,adverse ovet; I, gastoriastnal. SAE, serous aderse avent
At J Vg, 2020:367 18831803

Adverse Events of Clinical Interest

Symptomatic hypotension and syncope

Vericiguat Placebo o
N=2519 N=2515 Difference in % vs placebo
N (%) N (%) Estimate (95% CI)* p-value
Symptomatic hypotension 229 (9.1) 198 (7.9) 12(-0.3102.8) 0.121
Syncope 101 (4.0) 87 (3.5) 0.6 (0.5 to 1.6) 0.303

vericiguat than in those receiving placebo

onthe etinen & Numinen metro
i, conidenco v
Aaong PW etal N Engl Med. 2020.982-1883-1893

+ Symptomatic hypotension and syncope were numerically more common in the patients receiving
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Systolic Blood Pressure Declined Slightly in Both Groups Over The First
16 Weeks, Then Returned to Baseline

Mean change in SBP from baseline over time

_ Baseline SBP (mmHg) N Mean (SD)
2 Vericiguat 2519 121.24 (15.67) Vericiguat
E Placebo 2515 121.46(15.76) B Placebo
E 25
e 20
£ 15 T T
s 10 T
2 5
8 o T T
5

= l 1 1
i3
g 25

30
5 Week 2 Week 4 Week 16 Week 32

Number of subjects with SBP assessments
Vericiguat 2516 2388 2147 1769
Placebo 2513 2388 2173 1774

58P, systoc lood prassure; SO, standard Geviaton
At PW o1k N Engl Med. 2020302 18691693

The urgent need for HF therapies that are well-tolerated and safe in order to
ensure compliance’2

The 4 most commmon side effects in HF Therapies, that must be uptitrated:?

Bradycardia Hypotension Hyperkalemia Renal impairment
Verquvo - -(+)
ARNI - + + +
ACE-Inhibitors - + + +
Beta Blockers + + - -
MRA - - (+) + +

= does not occur or does not occur significantly more frequently than with placebo
+occurs more frequently than with placebo

il flot o ood prssur
L  Eal 2021 Se0200)1400.1511 2 Eecobar ol o) Expert O0in Pl acoiber 2002 A 31111
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Key updates in the management of chronic heart failure were presented
at the congress of the European Society of Cardiology in August 2021.

ESC HF Guidelines 2021

HFIEF

Vericiguat Inclusion in the guidelines before EU
ACEi (ARNI), Beta-blocker, MRA and aDPTOVB‘. o
iflozil iflozin are for patients Worsening HF referred to for the first time and
with HFFEF to reduce the risk of HF hospitalization and vericiguat specifically recommended
death for this patient group
Vericiguat may be considered in patients in NYHA class ll- use of all foundational therapies not required
IV who have had worsening HF despite treatment with an prior to vericiguat initiation
ACE:i (or ARNi), a beta-blocker and an MRAto reduce the
tisk of CV mortality or HF hospitalization

1. McDonald M et a. Can J Cardiol 2021;37:531-546. 2. Rosano GMC st al, EHJ HF 2021:23:872-81

Limitatio:

Verglitung von Verquvo® geméss SL:

2ur ! Patienten mit der NYHA Kiassen [1-[V, deren
(LVEF) var Verquvu' < 40% betraigt und die - trotz vorab optimal eingesteliter Bulsmmpla
die mindestens eine 2uvor stabil eingestefle Dosis eines ARN sowie sines

ines
Mineralokortisoidrezeptorantagonisten (MRA) und s SGLT2hmtors sayel. ine kirzlion ‘Ssetretans Dekompenadtion hatien die
eine | v.-Therapie erforcerte

Zudem kann Verquvo® bel erwlesener intoleranz oder gegenilber einer d

besiehende nach Ds erganzen

Vor Intiierung der t Verquvo® muss ene foetretener Dekampensation

werdon, Insbasondere bel Patenten r stark erhdhten NT-proBNP-Spiegein. Di der Volumen-
Giberladung mittels ik rap die Optimierung der Behandiung mit anderen Standardtherapeutika fur

Hezinsuffizienz ein,
Die Erstverordnung von Verquva® darf ausschliesslich durch einen Facharzt fur Kardiologie erfoigen
Patienten mit Dekompensation trotz Einsatz der Baslstheraplen (BB, MRA, SGLT2-i, ARNI)

+ Hl-Basistherapien konnen aufgrund von Vertragli ( nicht oder nur in
tiefer Dosierung eingesetzt werden
+ Hl-Basistherapien konnen aufgrund von indikati ( i C

nicht eingesetzt werden
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Management of Worsening HF with Reduced EF Summary

CENTRAL ILLUSTRATION Medical Therapy for Worsening Heart Failure With Reduced Ejection Fraction

Oral Medical Therapy IV therapy i "::";\' ;ﬁi?;:::;;'{i‘z:ﬁon

Start with 2.5 mg once daily

sop T
5 Q New Mode of Action
:::’Z:;::::: Among patients with iron complementary, with no overlap with other drugs
stmut: deficiency® Douple the dose after 2 weeks to
initiation of « Prioritize initiating low doses to maximize tolerability Improved outcomes for HFH and CV death 5mg once daily
die z ifying  + Prioritize prior to dose escalation of any one Significant annual reduction of the risk of HF s
therapies medication hospitalisation or CV death.

ARR = 4.2 % (NNT= 24); RRR= 10%
Double again after 2 weeks to reach
target maintenance dose of 10 mg
once daily

Strength of recommendation and
* ° Well tolerated and simple
AE over all on Placebo level. 90.3% of patients an
target dose (full uptitration = full efficacy)
No clinically relevant interactions with most drugs.

e patirt,as oeraied
Proven o mrove used for HF and comorbidities [E Tove men vt ood
+ Achieve maximally tolerated or target doses within 4-6 weeks otfer than mortality zféxgegiﬂwh;;ﬁ um\:‘le "n;"sw:p\:w;“"w;o;t?m‘s"‘m\fﬂygm ngoi
e e e ‘“’ No Monitoring needed administation.!

corddered No correlation between Vericiguat and eGFR,
Worsening renal function or Serum Potassium

1. Swiss STPC . swissmedicifo.ch
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Take home Thank You for your attention

4 Reduced cGMP activity resulting from ineffective stimulation of soluble guanylate cyclase L
(sGC) due to endothelial dysfunction plays a key role in the pathophysiology of heart failure .
and contributes to disease progression.
Vericiguat — a sGC stimulator increasing intracellular cGMP — is a new oral treatment for heart
failure and provides a novel approach to tackle the pathophysiology of heart failure.
Treatment with vericiguat is associated with a significant reduction in the combined endpoint
of cardiovascular mortality and heart failure hospitalisation, mainly driven by a reduction
in hospital admissions.
Patients with advanced HFrEF and a recent history of acute decompensation despite
optimal medical heart failure therapy are optimal candidates for starting treatment with
vericiguat.

*

*

*
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