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1. Rate vs rhythm control in atrial fibrillation (AF) \©

2. Exercise prescription Qq’




Recommenglaag‘&if.‘ions ESC 2008

@ESC

European Society

Atrial fibrillation
Ventricular dysrhythmias
Bradycardia

Consider:
CRT-P or CRT-D

Consider: digoxin,
hydralazine/nitrate, LVAD,
transplantation
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Recommendations ESC 2016
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Therapeutic algorlthmoﬁr a patient with symptomatic heart .
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failure with reduced gjection fraction
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Optimisation |@r}5ufflsante de traitement d’IC
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A 100% - c‘;\}oQ
90% 0 [l ] ' [l
_sox I I & Phenotyping Heart Failure Patients for lron Deficiency and Intravenous Iron Use
g 70%
o @
§ Ez;, 4 c%\%Isoonhnued Start do Low dose Intermediate dose @ Target dose
- freatment o (<50% of TD) (50-99% of TD) (2100% of TD)
£ s0%] o Dlestng D Testingn &%sting o DPreence  FON
:g:, 0@‘2‘ i 95% " Risks of HHF or death (events/100 patent-years) Anemlv \6 Anemia-
0% . ACEl HHF orACD* HHF  ACD* ) - o ’ "
acevars  amw  ACEUARS/  Beta go\ ooy n=8426 l ACEI 400 189 240 [ 9 ptod
» Without Contraindication ai ot Trea 1374 Agm:)l e 1 °m 15% ARB 433 244 211 g
i N O [ i i o W, Betabocker 459 24 28 ¢ i
With Contraindication 37 37 62 0\2\« 8 38 ARB ‘- MRA 53 6 27 9 31 0 SWedeH F
B Oé 12303 = ‘ ARNI 869 468 213 o
Annipﬁeﬂsh{or;yeﬂ:'}g E"ly"l"e gi i Receptor-Ne p"l ﬁ & Treatment intiation immediately after HHF. *Sweden and UK only. Heart e REQ'SIW 6\3 "
Receptor Blocker (ARB) inhibitor (ARNI) 9 ACEI/ARBIARNI 2 N 6\5
g E _‘ 24%  The high risks do not relate to the effectiveness & §° :
3eta blocker & . of the drugs, but the point in the HF disease 21,496 patients with QL’ I n
n=10476 ° y | journey at which the drug has been initiated.  HF across the EKO
T | e—- 127, spectrum enrghed in . ; -
& B 40% ; ) !
Beta- Blod( Mi locorticoid Recept: MRA o conCIus'on % \3 uE.
“r mmn::oon'f: i ': 8% 3‘ - » X
s (Mm ( ) n=17.421 New initiation of GDMT was followed 6‘0\ , i
60% by consistent patterns of low up-titration @
21% and early discontinuation in the three A0 ‘
ARNI countries involved. ec}z‘ '.E -
n=29,546 During GDMT utilisation, pa%@%are at high % &
o p——— 30% risk, demonstrating the ues need to move
PG, TR mE ' ' away from a prolongedisequential approach.
Greene, S.J. et al. J Am Coll Cardiol. 2018:72(4):351-66. Time since trestment inkiation (monihe) o%@ . - ‘
: o 21438 s 157 pallns 1968 alirs
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Mala%lgement of HFrEF

To reouce mortality - for all patients
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Adapter le traitemient selon profil de patient
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Optim {\\leatlon rapide
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Conventional &équencmg Rapid Sequencing
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SGLT2 inhibitor

Uptitration to target doses at each step
Typically requires 6 months or more

Step 1

Step 2

Beta-blocker +W
{‘\}
f

Angiotensin receptor

neprilysin inhibitor

dineralocorticoid receptor
antagonist

All 3 steps achieved within 4 weeks
Uptitration to target doses thereafter




Primary cndpoint: CV Death or nAF or an urgent Ar
Visit12

30 | DAPA Placed  HR (95% Cl) p-value
W 16.3% 21&% 0.74 (0.65-0.85) <0.001

] 2. > Placebo
X éQ,%The event curves separated early and
§ {Q?eo continued to diverge over time DAPA 10
< &5\@ Day 28 mg
S S° HR 0.51 (0.28-0.94)
2 W8 p=0.03
2 M
H
Co
KO
Primary endpoint QJQ\'Q’%
was statistically &
significant as 0 I &6{@
early as Day 28 3
0 &1)\)]1
Months from Randomization eoo
Number at Risk o

DAPA 10 mg 2373 2305 2221 2147 2002 1560 1146 @812 210
Placebo 2371 2258 2163 2075 1917 1478 1096000 593 210
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Components of the Prirpaé&ery Endpoint!
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Worsening HF Event? & CV Death

20 20

10.0% 13.7% 0.70 (0.59- {@68.00003 Placeb 9.6% 11.5% 0.82 (0.69- 0.029

o 0.98) o
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DAPA 10
mg

DAPA 10 mg

30%
2 RRR

18%
. RRR

Cumulative Incidence (%)
=
]

Cumulative Incidence (%)
=
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ARR 3.7% ARR 1.9%
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U | | | | | 0~ g | | | | | |
0 3 6 9 12 15 18 21 24 0 3 %6‘8 9 12 15 18 21 24

. Months from Randomization . &0\) Months from Randomization
Number at Risk Number at Risk S
DAPA 10 mg 2373 2305 2221 2147 2002 1560 1146 612 210 DAPA 10 mg 2373 @539 2293 2248 2127 1664 1242 671 232
Placebo 2371 2258 2163 2075 1917 1478 1096 593 210 Placebo 2371 N 330 2279 2230 2091 1636 1219 664 234

&
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aWorsening HF includes hHF or urgent HF visit. @
ar; DAPA = dapagliflozin; HF = h
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Primary endpoint: First-agjudicated CV
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death or
hospitalisation for‘heart failure
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5§ | Empagliflozin & HR 0.75

£D o &£ (95% Cl10.65, 0.86)

&g &0&"’ p<0.001
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1 I 1 I 1 1 1 I 1 1 &0\\%
0 90 180 270 360 450 540 630 720 88 Empagliflozin:
Days after randomisation S 361 patients with event
Patients at risk > Rate: 15.8/100 patient-years
Placebo 1867 1715 1612 1345 1108 854 611 410 gcﬁ 109 Placebo:
Empagliflozin =~ 1843 1763 1677 1424 1172 909 645 423 <®231 101 462 patients with event
,@“ Rate: 21.0/100 patient-years
4

Cox regression model including covariates age, baseline e GFR, geographic region, baseline diabetes
CV, cardiovascular; eGFR, estimated glomerular filiration rate; LVEF, left ventricular ejection fraction;
Packer et al. NEJM 2020. DOI: 10.1056/NEJM0a2022190.

Us, sex, LVEF and treatment
, absolute risk reduction; RRR, relative risk reduction. NNT: Number needed to treat



Key secondary: Ad Judggated total
hospitalisations for Heart failure (first and
recurrent)
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0.60 Q«°°
© &
Q& 0.50- o @
oca L
1 < acebo :
> *_0.40 &6\@ 3C%
— - \)%
> 2030, @"’Q
O 8
Q0 S S
£ Q'%Qg_ \° HR 0.70
2 Empagliflozin @Q (95% Cl1 0.58, 0.85)
<
& 010+ r 5<0.001
o’ 2 &
<
o =2 &
> 0.00 = &
1 1 1 1 1 1 1 1 ‘\\‘?I
0 90 180 270 360 450 540 630 7200& 810 Emagliflozin: 388 events
. . o
Days after randomisation cﬁ‘f\ Placebo: 553 events
Patients at risk >
Placebo 1867 1820 1762 1526 1285 1017 732 4978 275 135
Empaglifiozin 1863 1826 1768 1532 1283 1008 732 g@% 272 118

for CV death as terminal event
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RESULTATS — CRITERE PRIMAIRE &%
HOSPITALISATIONS TOTALES POUR IC ET DE@@S

&
6\)
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o AFFIRM-HF
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= &
< A o E\aﬁénements
=] & :
= L < Rate ratio (95% CI) : 0.79 (0.62-1.01) ; p = 0.059 @’
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CONCLUSIONS — AFFIRM-AHF &%

&
* Chez les patients avec une carence en fer, stgb“llses apres un épisode de décompensation d’IC, avec une FEVG < 50%, le

traitement par FCM (versus placebo), presdht avant la sortie de I’hopital, entraine a 52S :

\
\Q’

+/ Une réduction de risque de §urvenue du critere composite d’hospitalisations pour IC et déces CV de 21% (%\@?
0,059) a la limite de la S|gn|ﬁtat|wte et sans effet apparent sur les décés CV (Critére primaire)

\o
+ Le résultat du critere gfimaire est essentiellement impacté par la réduction des hospitalisations pour |Q§ﬁfflsance
cardiaque de 26% (po 9,0013) <~\°
+/ Une réduction @e 20% du risque de survenue de la premiére hospitalisation pour insuffisance c%{eﬂlaque ou
décés CV (p = O;O’%O) <
S
&9 «06
* 80% des patlerﬁ n’ont eu recours qu’a 1 ou 2 administrations de FCM durant I'étude @@Q
'(z& ,\o"
. analyse.,/'o% sensibilité pré-spécifiée Covid avant le gel des données révele une différence e@?afaveur du FCM sur les criteres
prlmalrafs et secondaires %@
N
&O
9
* Tolérance : comparable entre FCM et placebo Q:\°°
9
D

La supplémentation par le FCM chez des patients en CM, avec une FEVG < 50%,
stabilisés apres un épisode d’IC aigue, réduit le risque de ré-hospitalisations pour IC




ESC 2021 guidelines: other drugs T 25—

mtents with LVEF <35% n SRand a resting

recommended or to be copsidered in [ITIIIT
selected patients with H«FgrEF v < pvmrn VA

ARNI), ad an MRA, to reduce the sk of HF
& hesptalzation and CV deth.' ™
&O&Q’ Ivabradine should be consdered in Smptomatic '
4 patients with LVEF <35%, i SRand a resting @8\@
& heart rate > 70 hpem_ m-:-::'l:urnb#:t-:-t-:l-:ngéo
& o have contrandtations o 2 bet. I:iu-:ll:-ag?t-:- ™ c

N4 raiuceﬂﬂerd:anFFmp‘hmm@%'ﬂ’
X death. Patients should also ra:emgf\.ﬁ.'l:ﬁ | (or

.ﬁﬂ'-lbamlml"ﬁﬁ..."t \\OQ
So'luble mmmm
q:\@ Hydratazne and sosorbide dinftrte may be con.
> sdered 1 paents with syrmotorrat c HEE who
carnot tolerate any of an ACE-L an ARE, or
ARMI (or they are contraindicated) to reduce
e rak of 7 wﬁhﬁ--da-nu-m
D g &'dl".lh.‘.."l‘le:‘ld sosorbide dinitrate should be

ﬁrmﬁmmrhm@utdnmtn II
Dtgciinmay be conaidered in patienss with m&mdnsd‘{%ﬁﬁedh&:ﬁ:@?ﬂ
syrrpromatic HFrEF in simus rhythm despite LvE <35% orwithan LVEF <45% combined
treatrment with an ACE-] {or ARMI). 2 beta with 2 ditated beft ventricle in NYHA das il -1V
blocker and an MRA, to reduce the itk of hospi- I despite treatrment withan ACE] (or ARNI, 2

©

et m&dmmmmmuhmhd
Wrn:f&ﬂ'tp-:rHthqu:iﬂh:ﬂ —

r-rrHA-:hssl—w-éﬂu have had worsening HF
et 'h"-:i'h'rr;ﬁ'wrhm ACE [or ARIMNI, 2

tafization (both all-cuse and HF be ta-blocker and an MRA to reduce the sk of

outeaRjloREBaBRNzL HF hospitaization and death
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sGC Stimulation Targets an Untap@péd Pathway That May Lead fo the

lators o

Development and Progression on,«T-I F1-8 nitrosyl-heme complex

Activators of sGC bind to the unoccupied heme-
binding complex (shown right) or displace the
prosthetic heme of sGC and protect sGC from

» proteasomal degradatlcm
Extracellular *ar v va, @ — Nitric oxide
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Intracellular sGC cGMP
'
A o Increased Increased Increased
ava!iablhty T NO sensitivity T sGC activity T c¢GMP production

Heart Vasculature Renal system

Ve | Progressive myocardial stiffening
| Myocardial thickening _ | Arterial constriction | Na+ and fluid retention
| Ventricular remodeling | | Vascular stiffness 1 Renal blood flow
| Fibrosis
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Vericiguat significantly reduced the risk of tt;e primary composite end point of HFH or CV
death?! &

Treatment Comparison

HR
(o3
(95% CIf?

HFH¢ or CV death & 897 (355) 336 972 (38.5) @ 0.90 (0.82, 0.98) 0.02
R\ Q@
HFH¢ &c@ 691 (27.4) 747  (29.6) ,b&e\\
Q
CV deathe oL 206  (8.2) 225  (8.9) &
Time to Cy)%eath or First HF Hospitalization &
0.55 &Ob‘\“‘
0.504 Vericiguat OQQ
£ 0451 Placebe HR 0 90 (95% Cl g§82- il
€ 0.40 ‘ o
% 0.35- 0. 98) %Qy\@% §
S 0.301 P—O 02 %{0 Median treatment duration for E'
f 0.251 o primary endpoint and FU : o
£ oo ARR: 4.2% per year 0.8 o i
E 0.154 Annual MT 24T tCalculations: §I
3 0.10 ARR= 37.8-33.6=4.2 <
0.051 6 Annual NNT = 100/4.2 = 24 =
0.00 ' ) T 4 T T T T For e};%(onts with multiple events, only the first event contributing to the composite endpoint is counted in the
0 4 8 12 16 20 24 28 32 36 tg@j@. aTotaI pa'tients with an event per "IOO patient-years at risk. tfHazard rati.o. (vgriciguat over p!acebo)

Months Since Randomization L4 ~onfidan



20

DIFFERENCES BETWEEN PARADIGM- HE DAPA HF, EMPEROR-REDUCED, GALACTIC-
HF AND VICTORIA (2)

Baseline
characteristics*

PARADIGM HF

(N=8399)1-4
sacubitril/valsartan

Median NT-proBNP, pg/ml 51@8%8
Mean LVEF, % (% < 30%) $%95462
NYHA class Ill or IV & 25
HFH <6 months ago \2\/\0‘)% 31%
eGFR, ml/min/1.73 mi C)e 68 (mean)
eGFR <60 mI/mmI;lﬁ'3 m?2 37%
Median follog{l.lp (months) 27
Control aﬂ‘n
Primary endpoint events/ 100 13.2
PY
First HFH events/ 100 PY b
7.7

CV death events/ 100 PY

gatoatient n-numbers than shown due to da

d placebo arms. SeGFR <60 ml/min/1.73

DAPA-HF
(N=4744)55
Dapagliflozin

1437
31.1+6.8
32%
16%
66 (mean)
41%

18.2

15.6

EMPEROR-Reduced
(N=3730)7
empagliflozin

1907
27.5+6.0 (73%)
25%

NR#

62 (mean)
48%

16

O
<° 21.8

GALACTIC-HF
(N=8256)¢
omecamtiv mecarbil |

2001
26.6 £+ 6.3
47%

NRQ

59 (me@‘an*)

«°52%
\0&

’/)
—

26.3

10.8

4 I .

19.1

VICTORIA
(N=5050)°
vericiguat

2816

269 + 8.3 (86%<40%)
L
Y
&

84%

37.8

13.9

231

I 53%3

am =

VER-FR-0040-1




Conclusions

« Vericiguat engages a A by enhancing the cyclic GMP pathway directly

« Vericiguat achieved cllnlcallyomeanlngful absolute primary event reduction of 4.2 / 100 patlent yrs. in
the presence of gwdellne Qased care

« Vericiguat is the first @hd only therapy to be recommended by the ESC for patlergé

,\0 (&Q
- Vericiguat has aﬁ \\oo‘&
* No excessye reduction in blood pressure even in patients who are pregﬁposed to BP decreases
(e.q. oLdér patients, those with lower baseline SBP and those recelvmg}eéoncurrent ARNI)2

* No |m<ﬁact on renal function? Q\&

. Venc@uat IS @ once-daily medicine, easy to titrate, generally safe énd well tolerated, without the

need for monitoring renal function or electrolytes, &Of

* The beneficial effect of vericiguat vs placebo is conmsteef even in high-risk groups such as
those with AF, with low baseline SBP, with poor renal f&ﬁ‘lctlon or with hyperK+ 24

_n.sqdered on top
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o . PRIMARY ENDPOINT:
TARGETED DELIVERY OF MPCs TO“’fHE MYOCARDIUM V=
Mean Cumulative Rate of Recurrent Nonzﬁtal
1.LVELECTROMECHANICAL 2. TMNSMOCARDIAL 3. COMPLETED Dechpensqted Heart Failure Events Perewb Patients
MAPPING SYSTEM @Q’ECTION PROCEDURE N2
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S S
oy N
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o 2
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2 = &o Hatard Ratio: 1.2 95% Ck: (0.4,0.7)
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Screening for, and gﬁéatment of, aetiologies, and

Recommendations

cardlovascularaﬁd non-cardiovascular comor-
bidities is g&ommended in patients with HFpEF

(see rgPevant sections of this document).
s

Q
Diuretics are recommended in congested

patients with HFpEF in order to alleviate symp-

toms and signs."”’

@ ESC 2021
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Empagliflozin demonstrated a clipically meaningful 21% RRR in the
composite primary endpoint 9@@&V death or HHF

&
5 257 Q@“"
St <
:
L .
GC) 201 & & NNT*=3
.-9 'ee@é 7 ‘I
9 & Placebo
o 157 &
2 < @
o Oéo\z\ ®
:E’ 101 .8 Empagliflozin 6\,6’*ﬂ R: 0.79
5 A95% CI:0.69, 0.90)
o (4
= s p<0.001
§©ﬂ, 5- é&,
TE @99’
a0 &
: ' : ' ' ' ' ' ' ' ' ' Empagliflozin:
\5%
O 3 ¢6¢ 9 12 15 18 21 24 27 30 33 %é\o 415 (13.8%) patients with
Months since randomization cﬁo event
Patients at L Rate: 6.9/100 patient-years
risk 2991 2888 2786 2706 2627 2424 2066 1821 1534 1278 961 81 400 Placebo:

Placebo 2997 2928 2843 2780 2708 2491 2134 1858 1578 1332 1_0960 709 402
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EMPEROR-PRESERVED: FE VG >50%
(%)
<8
(}\'
> Events/100
Events O
. L patient-years
Shpom Placebo Empagliﬂozir\s@“ Empagliflozi
) v °
(152003) (ns2.002> Placebo - HR (95% Cl)  Pwvaluo HR (95% CI) ©
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