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Herzinsuffizienz ist ein grosses weltweites Gesundheitsproblem?23

Kardio-Update 2022

HART & herzlich am See - Symposium

~64 Patienten weltweit sind von einer Herzinsuffizienz betroffen und die
Millionen Pré wird vor ichtlich mit der Bevélkerung zunehmen'?2

130  Trends bei der weltweiten HI-Pravalenz
und damit zusammenhéngenden YLD®

Falle (x1000)

Es wird erwartet, dass die
HI-Prévalenz

bis 2030 um weitere ~15%

zunehmen wird?
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Adapliert nach Lippi G et al

HI-Patienten haben ein sehr hohes Mortalitats- und
Hospitalisierungsrisiko™-3

3

Fast ein Drittel der Patienten

mit HFrEF hat ein hohes Risiko
fiir Hospitalisierung oder CV-bedingten Tod,
darunter auch solche, die stabil erscheinen?

Jede HHI lasst
das Mortalitatsrisiko weiter ansteigen®®

Medianes
Uberleben

9 von1 0
PATIENTEN
titieiiee

selbst mit dem aktuellen
Behandlungsstandard'2

~32% der

Patienten Y o

W Patienten mit HHI / CV-Tod
Patienten ohne Ereignis

Auf Grundlage der NYHA-Klassifikation iiber einen Zeitraum
1 von 4 Jahren, aus der CHARM-Studie von 20042

Wie verlduft eine Herzinsuffizienz?

Komparation

Kempensationsstatus®

St [ o
YA Klasse NYHAI NYHA I NYHA I NYHA IV
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Prognose der Herzinsuffizienz im Vergleich
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Abklarung der Herzinsuffizienz

Ursachen der Herzinsuffizienz

Einteilung der Herzinsuffizienz

Table3 of hear duced ejecti

fraction

Type of HF HFrEF HFmrEF
Symptoms £ Signs®  Symptoms + Signs®
LVEF £40% LVEF 41-49%"

fraction, mildly reduced ejection fraction and preserved ejection

HFpEF
Symptoms 4 Signs*
LVEF 250%
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The New England
Journal of Medicine

©Copyright, 1991, by the Massachuseuss Medical Socicty

Volume 325 AUGUST I, 1991 Number 5

EFFECT OF ENALAPRIL ON SURVIVAL IN PATIENTS WITH REDUCED LEFT
VENTRICULAR EJECTION FRACTIONS AND CONGESTIVE HEART FAILURE

Tue SOLVD Invesnicators*

Anfange der Herzinsuffizienz-Therapie

Percent Mortality

P = 0.0036
0

0 6 12 18 24 30 36 42 48
Months

Placebo 1284 1159 1085 1005 938 B19 669 487 209
Enalapril 1285 1195 1127 1069 1010 891 697 526 333

Figure 1. Mortality Curves in the Placebo and Enalapril
Groups.
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Bei Anwendung aktueller HI-Therapien bleibt ein Restrisiko fiir Tod oder HHI,

—— Sacubisl/Valsartan (n=4187)

* ACE-Hemmer

* ARB
B-Blocker
Schleifendiuretikum

Mineralocorticoid-Antagonist

Kumulative Wahrscheinlichkeit

Restrisiko

Sacubiril/Valsartan

180 360 540 720 900 1080 1260
Zelt seit Randomisierung (Tage)

e opesn sty o ity (56, Oeapes it e pecs
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was den Bedarf fur neue HI-Wirkstoffe unterstreicht'2 ‘
PARADIGM-HF
Aktuell gebrauchliche Zusammengesetzter Endpunkt aus CV- Tod oder erster HHI2>
) 07 Hazard Ratio: 0.60 — Enalaprl (n=4212)
gegen Herzinsuffizienz! (95%K: 0.73; 0.87);

Table B Evidence-based doses of dhvease-moditying drugs
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Symptome der Herzinsuffizienz

Table 8 Sympcoms and sigas erpicalof heart afure.
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Management of HFrEF
|

Therapie-Algorithmus der Herzinsuffizienz |
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Vericiguat (Verquvo®): Background and
VICTORIA Study Data

MA-M_VER-CH-0029_01.2022

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

100 —@— Hospitalisations per patient
90 I Patients with hospitalisations

Mean number of

Patients with hospitalisations (%)
hospitalisations per patient

30 days 3 months 12 months 24 months
(n=1851) (n=1761) (n=1538) (n=582)

56% of patients were re-hospitalised withi days of the worsening HF event and the

number of HF-related hospitalisations increased over time

1, hoart faro
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High Persisting Risk in HFrEF Remains Despite the Use of
HF Medications'-® Lower than target doses are frequent

oy -~ gistry data with 68 172 new users
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N-g256 © mR RS,
== e BT B ErEei . Resus
PPARADIGM-HF (2014)"2 o s S|
o HE EwpEROR Reucas (207 RRR=—1%

o

" DAPAHF (2019) 086 w00
“‘ " A 5 Mm-:: follow-up: paa e In patients new on treatment,
ol A RRR-8% 218 months = ] 10-30% reached
o Median folowup 20 . recommended dose of SoC
Median folow dan folow iy
27 morits 182 montrs mo

= e
£ e ontinuation was common
f i o 2 b
;41 5% e
28 £ 4
Hhe E oo
E g o a0%
2 w0
Digtats Digaks iy
oo o e - g
e e “° o B
o e
) SGLTE e
habradne Iebradine e 1 2 3 4 6 e 7 8 B 10 11 12
i ime since irestment intiation (months)

1. Savarese G. etal. European Journal of Heart Fallure (2021) doi-10. 100216 2271
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Lower than target doses are associated with higher risk for mortality Vericiguat has a complementary Mode of Action
and/or HF related hospitalization'# with no overlap with other drugs'-8

Lower than target doses are associated with higher risk for
mortality and/or HF related hospitalization' - as well in
patients with recent worsening HF 2

PARADIGM-H

1.10% of patients not tolerating full d rted out in run-in-period®
2..40% of patients: dose reduction ->impact on efficacy 3

Cardlovascular Death or Heart Failure Hospialization

SGLT2 ?m

tivated pathways
M Activated pathy
| Impaired pathways

Yoars rom Randormizaton

Y e BT —— NO-sGC-cGMP 5;&#&;?”'

it
events by dose reduction st Partcipants with a dose reduc- © inhibiton
Patients not reaching recommended dose because of symptoms, side effects o b g ik ofthe ey avest compared wih thoes
and non-cardiac organ dysfunciion had the highes! morialy rate who remained on fllsudy medication doses. S s by heh SGLTZs medto i uncear b ockarisis wtich ncdo irproving haordynaics. conrolg
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1. Ouvrker W or . Euopaan Heart Joural (2017)35, 1883-1890; 2. Bsioa V. of a. Euopoan Joural of oar Falkr (2021) 23, 170-1181. 3.y 40V ot 1 Mam L ot a. Braunuolds Hoart Disease: Te Jor Medicine, 101 e E& 2015:2.Yancy CW etal. J Am Coll Cordil 2017:70-776-803
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Vericiguat Increases sGC Activity to Improve

H H 1-3 . .
o MyocardialiandiVasculagiEacicny Selected recent outcome trials in HFrEF

-

‘GALACTICHF® ‘SOLOIST-WHF®

Sacubitrilvalsartan Dapagiflozin t Empagifiozin Omecamtiv mecarbil otag
(N=8442) (N=4742) (N=5050) (N=3730) (N=8256) (N=1222)
LVEF <35% LVEF s40% LVEF <a5% LVEF s40% LVEF <35% HE and T2
Primary  FistHFHorCV death  Worsening HF (unplanned  First HFH or CV death First HFH or CV death First HF evert Total no. of CV deaths.
outcome hospitaisation/urgent visit (rosptalisation/urgent visit and hospialisations/
tesuting in!V therapy for for HF leading to treatment  ugent visitsfor HF (first
HF) or CV death tensification beyond a  and subsequent everts)

2
Intracellular #

Increased Increased

SGC activity cGMP W ARN
production M sou
SGC stimulator

Vasculature B Cardiac myosin activator

essi rdial stiffening W soLT12i
| Myocardial thickening | Vasoconstriction
| Ventricular remodelling ar stifiness
| Fibros 3724, sgctorcn recptoresryn o, CHI, Corrate foadcira ot o Hunan s

OV o e et s HEX et s st G, et o
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1. e LVEF, o o e o 72 s 20
ey 0 oral N Eng o 2943114601004 2 Ve ok ey it BTG 16852008 5 Amevons Py ot 2305515831650 4 Par ot . WEng
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o 157 B oo Do 00 0 Gelooi P o o St Fl 2020231008 1905 16 it e sinec o e o s rse e 20201
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No direct head to head comparisons
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Differences between PARADIGM-HF, DAPA-HF, Differences between PARADIGM-HF, DAPA-HF,
EMPEROR-Reduced, GALACTIC-HF and VICTORIA (1) EMPEROR-Reduced, GALACTIC-HF and VICTORIA (2)

Inclusion/exclusion criteria Baseline characteristics
PARADIGH HF EMPERORRoducod | GALACT VCTORA ARADIGH HF DAPAHE prr—
(N=8399)" (N=4744)’ (N=3730)" (N=8256)* It (N=8399)'+ (N=4744)5¢ (N=3730)"
sacubitril/valsartan dapaglifios empaglifiozin oomecamtiv mecarbil Ve sacubitril/valsartan Dapaglifiozin empaglifiozin
2600 pe/m or 2600 pe/mlor 2600 10 22500 or 2400 pgimi of T Median NT-proBNP. pgimi 1608 1437 1907
» oo oo 2120010 or 55000 AF, 21200 il 1 AF or
SR s Ao oy 21600 pg/mi if AF NYHA class il or IV 25% 32% 25% 7% a1%
©GFR cutoff 230 mimin/1.73 m? 230 mimin/1 73 m? 220 mimin/1 73 m? 220 mimin'1.73 m? 215 mimin/1 73 m? HFH <6 months ago. 3% 16% NR* NR 84%
LVEF cut-off 535% 540% 40% 535% <a5% ©GFR, mimin'1.73 m? 68 (mean) 66 (mean) 62 (mean) 59 (median’) 62 (mean)
patints orhad iter et <60 mimin1L73 e ax 8% 2% sa
MEEDENIEREDTED | (RN CmEise Median folow up (months) 27 182 16 218 108
R Noteired Notrequired Notroqured o boon hospllsed for IV dietcus or e
BT SR within 3 months Primary endpoint event rate 13.2 events/ 15.6 events/ 21.0 events/ 26.3 events/ 37.8 events/
screening (outpatients) (control arm) 100pY 100pY 100 PY 100 PY. 100
U S SO
. . . e e S b ok o e o b S s i o r g
“Pasents with AF or aris fter were. ww.n e uwmw e 2900 pgr, a;mmmmmmmwn [ e S v roporied in 512 e (1%). 1 e GALACTICHF shucy. madian oGFR (1GR)
nr et spction fraction; eGFR, estraded glomerdar flrafon rale; HF, heart failire; HFH, hear faikire hospitaisation; 1V, intravenous; LVEF, eft e repored for g0 "j“’”‘" ecarlandclaceo e 6GeR <60 i 73 ¢ v,
S e e o Sy e e 5 s e ey S0V o e ok 204 6817825, S 0ot S ot Pl 20164970852 ’L"&tﬁ‘.hﬁj‘wwm 55100k 4 Bt St . Gt 202 sore s
Lx'ﬁ?!iii»ﬁf;‘;’i&”?ifl‘ﬁ,ﬁ‘;ﬁ”wﬁ}“ﬁ} 2 Mekerey A4 ot ol M Eng J e 2019301:1998-2006; 3 Poker Mo . N Eng J od 2020385 1413-1424; 4. Toarkk IR ot al. N g /o 200; ok kbt 3t 1 Eur s o Pl 2019211403 141, 5. Wy 00 o HEng kS0 8T 10052008 7. Pt 1o s N En s e SO0 SHTETS 426 . Ttk et s o 2,

OISR o 2T25757 5 At PN o 1 N Ers J ot 016213051950

lo direct head to head comparisons

No direct head to head comparisons.
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VICTORIA in context: Annualised event rate
(events per 100 patient-years at risk)

EMPEROR-Reduced’ ‘GALACTIC-HF? VICTORIA'
=
coeeatten mew S

Median follow-up. 27 months 18 months 16 months.

22 months 11 months
Hazard ratios (95% CI) for key outcomes

Primary endpoint 0.80 (0.73-0.87) 0.74 (0.65-0.85) 0.75 (0.65-0.86) 0.92 (0.86-0.99) 0.90 (0.82-0.98)
CV death 0.80 (0.71-0.89) 0.82 (0.69-0.98) 092 (0.75-1.12) 1,01 (0.92-1.11) 0.93 (0.81-1.06)
First HFH 0.79 (0.71-0.89) 0.70 (0.59-0.83) 069 (059-0.81) 0.95 (0.87-1.03) 0.90 (0.81-1.00)
Annualised event rate (events per 100 patient-years at risk)

Primary endpoint 132 105 156 16 210 158 263 242 ars 336
Absolute rate reduction 27 40 52 21 42

CV death 75 60 79 65 81 76 108 109 139 129
Absolute rate reduction 15 14 06 01 1.0

First HFH 7.7 62 98 69 155 107 19.1 18.0 291 259
Absolute rate reduction 16 29 48 14 32

1, conftencainanal,CV

ovascula: H, heart flurs; HEH, e ks nospi
2020: o 101002101 2009:2. MeMuray SV ot 3.
97

et . 2015,36:434-429;2. Teernk JR et . N Engl W

No direct head to head comparisons
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VICTORIA Study Design

The VICTORIA study w: el

as a t ind,
Tvestgaling the ok o venaipua s Wik Sy oRomane chront T (EE Tatowing & warooning HE ovatcr

e OD

NT-proBNP: 21000 pg/mL SR; 21600 pg/mL + AF
GFR: 215 mL/min/1.73 m?

(15“., cap: 15-30 mL/min/1.73 m?)

HF hospitalisation within 6 months or

IV diuretic treatment for HF within 3 months.

lled, double-blint

Placebo OD with sham up-itration at Weeks 2 and 4

Week0 Week2 — Weekd ~Week16  — QI6W
4

phase Il trial

Primary endpoint: Time to first occurrence of the
composite of CV death and HF hospitalisation

Secondary endpoints:

+ Timeto CV death

+ Timeto first and subsequent HF hospitalisation

+ Timeto all-cause mortalit

+ Time to composite all-cause mortality or HF hospitalisation

Exploratory endpoi
biomarkers and geneic variation

“Ifhe 10 mg O arget s ot reached, up-taton shoud be c
type et et V. cariovascu, aGFR. o

sttt squi sy
mag\mm\.umn rsto; £G5D, EwroQol Sdmension IV, mravenus: KOCQ,
HEEF. hoa 54 acton; LVEF, lft ventcsar oro

s included changes in KCCQ and EQ-5D from baseline and the relationships among treatment effect, baseline

s iy

L Ao PV oLl JACC Hoar Foil 20185901062 Armstiong W ol o N Engl Med 2020362 18631693

Kansas Ciy Cardomyopatry Qusstomare:
BN, Nelorms po-B.ype nalzele popldo; NYHA, ew York Hear Associalon; 0D, orco dal
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VICTORIA Was Designed to Study Patients with
Symptomatic Chronic HF Following a Worsening HF Event'2

VICTORIA Baseline Characteristics

Characteristic

iguat (N=2526) Placebo (N=2524)

Mean age, years +SD 67.5:12.2 67.2812.2

Male sex, n (%) 1921 (76.0) 1921 (76.1)
- . . Race, n (%)*

‘Symptomatic chronic HF’ &  ‘Worsening HF event’ White 1621(64.2) 1618 (64.1)

= NYHAclass II-IV = Recent HF hospitalisation Black 123 (4.9) 126 (5.0)

= LVEF <45% = Recent IV diuretic use Asian 571 (22.6) 561 (22.2)

= On available HF therapies = Elevated natriuretic peptides Other 211 (8.4) 219(8.7)

Mean ejection fraction at screening, % +SD 29.0:8.3 28.8:8.3

Ejection fraction <40%, n (%) 2158 (85.8) 2158 (85.6)

NYHA class IIl/IV, nitotal N (%)t 1045 (41.4) 1024 (40.6)

. s

Patients may have been randomised as an nt but must have met ci Om?' Crmfm'c_’"s' nfialN(Z) . o
SBP KT, 0 Tes 1o 71 Adrial fibrillation 1098 (43.5%) 1170 (46.4%)
Diabetes mellitus. 1226 (48.6%) 1143 (45.3%)
CAD 1511 (59.8%) 1433 (56.8%)

1, et s, .o, VRt soconfockon, YV, o Yr ot Asoston 8P syl s “Race vas y asens 0 soch g inth vrcigstgroup, and 2523paterts n e piscebo grop
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HF Medications in VICTORIA

Characteristic

Vericiguat (N=2521)

Placebo (N=2519)

Standard-of-care treatment, n (%)

Beta blocker 2349 (93.2%) 2342 (93.0%) Hospitalisation for HF in previous 3 months 1673 (66.2) 1705 (67.6)
ACEVARB 1847 (73.3%) 1853 (73.6%) Hospitalisation for HF in previous 3-6 months 454 (18.0) 417 (16.5)
MRA 1747 (69.3%) 1798 (71.4%) IV diuretic for HF (without hospitalisation) in previous 399 (15.8) 402(159)
ARNi (sacubitril/valsartan) 360 (14.3%) 371 (14.7%) 3 months N -
| Triple therapy 1480 (58.7%) 1529 (60.7%) Mean time from initial HFrEF diagnosis to randomisation, 47155 48154
Standard-of-care device treatment, n (%) YeatslESD)
Implantable cardioverter defibrillator 696 (27.6%) 703 (27.9%)
iventri 370 (14.7%) 369 (14.6%)
Amskong P ot 1 Engl e 20203821883-1895 15t s . ettt e s i, oo 50 dein

Index Events in VICTORIA

Characteristic Vericiguat (N=2526)

Placebo (N=2524)

Index event, n (%)

29
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The VICTORIA Trial Targeted a Distinct Patient Population in
Contrast to Other Contemporary HF Trials

VICTORIA patients have the largest medical need due to persistently elevated
event rates, resulting in a much higher baseline-risk patient population

DAPA-HF12 PARADIGM-HF3-5 VICTORIA®?
Median NT-proBNP (pg/mL) 1437 1608 2816
HFH within 6 months (%) 16.4 31 84
NYHA Class II/IV at baseline (%) 32 25 41
(':Er{/:i:i ;uzt:f;n";ralor arms per 100-PY) 156" 132 378
HFH 9.8 77 291
CV death 79 75 13.9

Not: ths s notintendod

risonof the diferont studie.
aihorhospialisaton

o hosptalsaton. IV, i
7.2, Mekharay 1V o

1V erapy for . Primary and
s NT.prOBINP, ot pc-B-ype nlrurtc pepide; NYHA, New York Heart Assocafon:PY. pabertyears
015 053, My J9V o al. Eur J Hoar 165176254 Soloman SD et al. JACC Haart
s 12010211506 1604

“Toe
V. cardovascut

i 8 ool

2 1853.7 Pske b o

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

Time to CV death or first HF hospitalisation

— Vericiguat
— Placebo

Median follow-up period: 10.8 months

HR=0.90 (95% CI: 0.82-0.98)

Cumulative incidence rate

Event rate per 100 patient-years was
33.6% for vericiguat vs 37.8% for

015 placebo
0.10
0.05
0.00+
4 8 12 16 20 24 28 32
No at risk: Months since randomisation
Vorcigut 2526 @ s s s wus s 1
Placebo 3524 e A R 1] °

onfdence n
2020.362-1865-

31
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Cumulative Incidence Rates of Primary Endpoint

Components
HF hospitalisation drives primary endpoint
0.55 0.55 PR
CV death'2 HF hospitalisation'2
0.501 — Vericiguat o 0.501 — Vericiguat P
£ 045] ~ Placebo & 045] — Placebo
@ 0.40 8 040
2 £
£ 035 g 035
2 030 2 030
< 025 s 025
2 020 £ 020
g s
3 015 5=0.269 2 015 48
E 010 HR=0.93 (95% CI: 0.81-1.06) 3 010 R=0.90 (95% Cl: 0.81-1.00)
© 005 RRR=7%; ARR=1% per year* 0.05 RRR=10%; ARR=3.2% per yeart
0.004 ) 0.004
0 4 8 12 16 20 24 28 32 Y 4 8 12 16 20 24 28
Noat sk Months since randomisation Months since randomisation
Vo 252 26 1968 M 1070 78 47 15 1 \Veww 226 88 160 1 ms s Me s
Plcebo 2524 2370 1951 143 1045 768 471 157 O pacao 224 202 15 1096 771 S8 328 10

=32%
(i conftenca mianl. HFH, heat s hosphassaton; HR, hazar rao; RRR, relatve sk reccton
S Ao PV ol N Engl ed 202053521883 18632 Armsiorg W ol Ora P cc.
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Special Benefit of Vericiguat in stabilized Patients with NT-proBNP
Levels Up to <5314 pg/ml at Baseline'

NT-proBNP at baseline

Number of events Hazard
ratio 95% CI

NT-proBNP at baseline by
quartiles (pg/ml)

Q1 (£1556) —o— 128/161 0.78 0.62-0.99

Q2 (>1556-2816) —o— 165/201 0.73 0.60-0.90

Q3 (>2816-5314) —o— 213/257 0.82 0.69-0.99

Q4 (>5314) - 355/302 1.16 0.99-135

T

0.5 1 1.5
Vericiguat «— Favours— Placebo

e of 2703-4137 pg/ml

brain natiuroti popide; Q. qu
83-1893. 2. Bettencour P et a

7 2004;110:2168-2174;3.Stenen S et al. i

Jon. 2018,137:1671-16683
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Special Benefit of Vericiguat in stabilized Patients with NT-proBNP
Levels Up to 8000 pg/ml’

.

Relationship between NT-proBNP level at
randomisation and vericiguat efficacy, with respect to
CV death and HFH'

Patients with NT-proBNP <8000 pg/mi: positive treatment
effect of vericiguat extended to both HFH and CV death:

Efficacy for patients with NT-proBNP < 8000 pg/ml

- * (= 86% of the VICTORIA population):
.. . v beatn + oV Deatn W Hosptlsaton
_ i Hosptalisation
o *3 54%ARR  0.8%ARR  4.6% ARR
" wi Efficacy for patients with NT-proBNP < 4000 pg/ml
/ H (= 61% of the VICTORIA population):
- : 6.8% ARR  1.3%ARR  5.5% ARR

0 4000 8000 12000 16000 20,000 26000 28,000 32,00
NT-proBNP at randomisation (pgim)

al trials report median NT-proBNP levels at discharge of 2703-4137 pg/mi>#

ndgoint for NT-proBNP at randomisation
MAGGIC, Meta-Analysis Global Group i

IAGGIC risk score
ailre; NT-proBNP, N-torminal pro-train

2020
2007:9.776-7

on. 2018:137:1671-1683

931-939: 2. Bottencourt P et al Girulaton. 2004;110:2168-2174;3. Stenen'S et al. it
55

Overall AE Incidence and SAE Profile was Similar to Placebo

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

Event, % Vericiguat Placebo + Incidence of organ class AEs
g (N=2519) (N=2515) was similar between vericiguat
21 SAEs 328 348 and placebo
Blood and lymphatic system disorders 21 12 « Smallimbalances in renal, GI,
Cardiac disorders 81 107 blood disorders and hypotensive
Cardiac failure 3.2 4.4 SAEs
Clgso S &) 3 More anaemia developed with
Infections and infestations 107 107 vericiguat (7.6%) than with
Pneumonia 4.0 45 placebo (5.7%)
Injury, poisoning and procedural complications 26 34 -
Metabolism and nuttition disorders 29 35 ¢ Electrolyte balance was simitar
Nervous system disorders 33 33 between vericiguat and placebo
Renal and urinary disorders 56 53
Acute kidney injury 25 20
Respiratory, thoracic and mediastinal disorders 35 36
Vascular disorders 32 34

“Incidenc 22% 1 ane or mors eatment groups
AE, adierso ovent: G, gastoinastoat SAE,serous advrse event
Aumisuong P et sl N EnglJ Mod. 2020 353 1383 1693
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Systolic Blood Pressure Declined Slightly in Both Groups Over The

Adverse Events of Clinical Interest First 16 Weeks, Then Returned to Baseline
Symptomatic hypotension and syncope Mean change in SBP from baseline over time
Vericiguat Placebo " . — Baseline SBP (mmHg) N Mean (SD)
N=25919 N=2515 Difference in % vs placebo g Vericiguat 2519 121.24(1567) . Vericiguat
E Placebo 2515 121.46 (15.76) lacebo
N (%) N (%) Estimate (95% CI)* p-value e S o
B .
Symptomatic hypotension 229(9.1) 198 (7.9) 1.2(-0.3t0 2.8) 0.121 é T T T T T ‘ T ‘
Syncope 101 (4.0) 87 (3.5) 06 (<0510 1.6) 0303 £ T l l l l
H
2
+ Symptomatic hypotension and syncope were numerically more common in the patients receiving 5 Week 2 Week 4 Week 16 Week 32

vericiguat than in those receiving placebo Number of subjects with SBP assessments
Vericiguat 2516 2388 2147 1769
Placebo 2513 2388 2173 1774

“Based onhe Mistinen & Numinen mthod
Girconfdonco nlonal
Amsirong PW ot . N Engl Med.2020,382-1853- 1603

58P, systoc lood prassure; SO, standard Gevaton
Amstong PW oLk N Engl Med. 020,302 18691693
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ESC Recommendation 2021 for Pre-discharge and Early
Vericiguat is a simple therapy’ Post-discharge FU of Patients Hospitalized for Acute HF":2
Recommendations Class Level
Adherence: 93.8% of patients
It > i icati Itis recommended that patients hospitalized for HF be carefully evaluated to exclude persistent signs of
on the vericiguat arm achieved Once daily medication congestion before discharge and to optimize oral treatment 0 ©
adherence of >80% to the trial
drug? It is recommended that evidence based oral medical treatment be administered before discharge | c]
S An early follow-up visit is recommended at 1-2 weeks after discharge to assess signs of congestion, drugs’ 1 &
v Titration: 90.3% of patients o tolerance and start and/or uptitrate evidence-based therapy
were receiving the 10 mg target @ No Monitoring needed
dose? Feric carboxymaltose should be considered for iron deficiency, defined as serum ferritin <100 ng/mi or serum - B
ferritin 100-299 ng/m with TSAT <20%, to improve symptoms and reduce hospitalizations
— No clinically relevant Renal impairment: No dose
—) interactions with with HF drugs or .“” adjustment required in patients with
those used to treat comorbidities®* eGFR 215 mL/min/1.73 m2 (without
dialysis)
yor M. et o Poster P1706. Pressnied at e Europsen Society of Cardology Heart Failire Congress, 25-26 May 2019, 4. Bosticher HF, failure; TSAT, transferi
- o e - o 1. Me ESC-HF. 2021, Oral. 2. M Y0i:10.1093/eurheartjlehab36s.
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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.

,/_\
( {:}) New concepts
N

@ ESC HF Guidelines 2021

Recommendation

Anew simplified treatment algorithm for HFrEF, now including
ARNi as first-line with ACEi and excluding ARBs from first-line

HFrEF therapies

The addition of a treatment algorithm for HFEF according to
phenotypes (e.q. effects on B, renal function and K+ levels;
drug-drug interactions; adverse events, comorbidities,..)

ACEi (ARNI), Beta-blocker, MRA and

are
patients with HFrEF to reduce the risk of HF
and death

When and why to use Vericiguat?

When? [why?

+ And progressing symptoms . Evidence: Significant reduction of the risk of HF hospitali-
(beside already receiving SoC) » sation or CV death: ARR = 5.4 % (NNT= 19); RRR= 15%
and significant Reduction of components of the 1°EP"

~

poor prognosis and remaining risk despite SoC

@«

_titrati More promising concept of low dose combination of
ty and up-titration » different MoA before up-titration: Vericiguat has a

with NT-proBNP<8000 pg/ml.

HFrEF Patients after Decompensation

issues
Vericiguat may be considered in patients in NYHAclass | Iib: Vericiguat may be suitable for a wide range of patients due to with SoC complementary MoA with o overlap with other drugs
I sholare g sorsering HE despie toament | its favorable safety profile: 4. Excellent safety profile: AE over all on Placebo level; ”
reduce the risk of CV mortality or HF hospitalization the 4 most frequent side effects with SoC not a problem
with vericiguat (HR, potassium, BP, creatinine)
. erciguat Incusion i e guidelinesbefore EU approva 5. Good adherence /OD dosing with 90.3% of patients on w
+ Worsening HF referred to for the first ime and vericiguat target dose > Efficacy ! (full uptitration = full efficacy
specifically recommended for this patient group Patients at risk Patients with Patients at risk 9 y ! (full upt y)
« use of all foundational therapies not required prior to vericiguat of hypotension renal impairment of hyperkalemia 6. No interaction with most of the common drugs for HF and
initiation idi Evidence in Patients with low eGFR, BP
McDonakd M Cardiol 2021;37:531-546. 2. Rosano GMC et al. EHJ HF 2021:23:872-81 w Reasons for early combination with Vericiguat Ezekowitz JA etal. J Am Coll Cardiol. 2020:8:931-939
Q’ ] DELIVER . .
Dapaglfiezin Evaluation to Improve the LIVEs of Patients With PReserved Ejection Fraction Heart Failure!23 Heart Fa"ure HIStOl’y
6263 Patients
JSoymdmeh o T WER % 540486 se3:89 Loop diurtic 2003767) 2408 169)
oo H Dapaglifiozin 10 mg LVEF group, n (%) AcE! 1144 (36.5) 151 36.7)
envolment and tyal Sgnslsympioms of HF =4 4ot 1067 (34.1) 1049 (33.5) ARB 133 36.2) 139 (36.4)
Ervolmont wih ot least ®
ntomitont need for duretic reaiment 2 50.50% 1133 (36.2) 1123 (36.9) Sacubltril-valsartan 165 (5.3) 136 4.3)
+ Elevated NT-proBNP lovels g Placebo
R s e 260% 931(297) 960 (30.7) Beta-blocker 2592 (828) 2585 (825)
* Ambtory orhosptalzad o1V HF terapy ars. NYHA functional class, n (%) MRA 1340 (42.8) 1327 (42.4)
I T T T T T T T " 2314 (73.9) 2399 (76.6)
Visit 1 (enroliment). Visit 2 Visit 3 Visit 4 Visit 5 Visit 6 Visit 7 Visit 8
Day-21 Day 1 Day30 Day120 Day240 Day 360 Day 480 Day 600 © CE) )
w 10(03) 803)
Primary Endpoint Secondary Endpoints Median NT-proBNP (IGR), pg/mL
« Time to first occurrence of any component of the + Total number of HF events (first and recurrent) and CV deaths in the full patient Patients not in AF/AFL 729 (472, 1299) 704 (467, 1265)
composite of CV death or worsening HF events population and in patients with LVEF <60% Patients in AF/AFL 1408 (956, 2256) 1387 (965.5, 2180.5)
(hHF or urgent HF visit) + Change from baseline in KCCQ-TSS at 8 months KecaTsss 70423 70+22
+ Full patient population + Time to occurrence of CV death
+ Patients with LVEF <60% + Time to occurrence of death from any cause Prior
o N0 | I 0 |
e s s e Avaabe for 2903 patiets i he dapagifiozn group and 2892 palents i the placebo group
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Primary Composite of CV Death, hHF or Urgent HF Visit'

30 7 HR:0.82 (95% CI: 0.73-0.92)
25 o
g Placebo
g 2 4 DAPA 10 mg
5
2
2 45 1 8 %
RRR
10 4 —_—
3.1% ARR
s p=0.0008°
f NNT=32:
o4

T T T T T T T T T T
0 90 180 270 360 450 540 630 720 810 900 990 1080
Number at Risk Days since Randomization
DAPA 10 mg 313
Placebo 3132 3

2716 2401 2147 1982 1603 1181 801 389
080 1923 1554 1140 772 383

Components of the Primary Endpoint’

DAPA 10 mg Placebo
) n=3131 n=3132 HR (95% CI) HR (95% CI)
CV death or worsening HF? 512(16.4) 610 (19.5) —— 082(0.73-0.92)
CV death® 231(7.4) 261(8.3) — 0.88 (0.74-1.05)
Worsening HF® 368 (11.8) 455 (14.5) —— 0.79 (0.69-0.91)
hHF 329(10.5) 418 (13.3) —— 0.77 (0.67-0.89)
Urgent HF visit 60(1.9) 78(2.5) —_—— 0.76 (0.55-1.07)

050 100 125 200

Dapagifiozin Botter  Placebo Better

falzation fo heart falkure; HR = hazard ratio

p-value
0.00082
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GALACTIC-Studie

Zusammenfassung

# Zahl der Herzinsuffizienz-Patienten wird steigen
¢ Die Echokardiographie besitzt zentrale Bedeutung in der Diagnose
# Therapie erfolgt Uber multiple Pathways

¢ Verciguat stellt einen neuen Wirkmechanismus dar
* Gute Vertraglichkeit mit Einmal-Gabe
o Keinen Einfluss auf den Blutdruck
« Einsetzbar bei geringer Nierenfunktion
* Verbesserung der Prognose der Patienten
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