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49 jähriger Patient mit DCMP

• Akute Dyspnoe über die letzten 
7 Tage

• Orthopnoe, Nykturie 2x
• Beinödeme
• Keine Angina pectoris
• Gewichtszunahme ca. 7 Kg in 

letzten 2 Monaten

49 jähriger Patient mit DCMP

• Z.n. Myokarditis vor 10 Jahren
• Z.n. Pneumonie vor 7 Jahren
• Z.n. Hospitalisation bei 

Herzinsuffizienz vor 2 Jahren
• Raucher
• Regelmässiger C2-Konsum
• Keine familiären Herzleiden
• Normaler Blutdruck bisher
• Kein Diabetes

49 jähriger Patient mit DCMP

• Bisherige Medikation:
• Concor 2.5mg 1-0-0
• Zestril 5mg 1-0-0
• Torasemid 5mg 1-0-0

49 jähriger Patient mit DCMP

• Feuchte RG’s beidseits, 
Unterschenkelödeme

• BD 137/83, Puls 91/min, 
regelmässig

• 2/6 Decreschendo Systolicum
apical

• HJR positiv
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49 jähriger Patient mit DCMP

• NT-pro-BNP 7983 ng/l
• Hs Troponin T 22ng/l, nach 1 

Stunde 24 ng/l
• eGFR CKD-EPI 55 ml/min/1.73m2
• K+ 4.4 mmol/l
• O2 Sättigung 90% bei Raumluft

49 jähriger Patient mit DCMP

49 jähriger Patient mit DCMP 49 jähriger Patient mit DCMP

• 40mg Lasix i.v.
• 2 Liter O2 nasal
• Verbesserung der Symptomatik
• Stationär
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49 jähriger Patient mit DCMP

LVEF 20 %

49 jähriger Patient mit DCMP

• Keine Koronarangiographie 
(schon bei letzter Hospitalisation
erfolgt)

• Rekompensation (-7kg)
• Medikamentöser Ausbau
• Demissio

49 jähriger Patient mit DCMP

Austrittsmedikation:

Concor 5mg 1-0-0
Zestril 10mg 1-0-0
Aldactone 100mg 1-0-0
Torasemid 10mg 1-0-0

49 jähriger Patient mit DCMP

Patient soll Körpergewicht täglich 
kontrollieren
Hausarzt:
Verlaufskontrolle Elektrolyte und 
Kreatinin (Austritts eGFR
68ml/min/1.73m2)
Ausbau der Herzinsuffizienztherapie
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Eur Heart J, ehab368, https://doi.org/10.1093/eurheartj/ehab368

The content of this slide may be subject to copyright: please see the slide notes for details.

Eur Heart J, ehab368, https://doi.org/10.1093/eurheartj/ehab368

The content of this slide may be subject to copyright: please see the slide notes for details.
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Eur Heart J, ehab368, https://doi.org/10.1093/eurheartj/ehab368

The content of this slide may be subject to copyright: please see the slide notes for details.
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The use of Vericiguat is not approved in Switzerland – these slides are meant 
to provide scientific information about the investigational sGC stimulator 
Vericiguat in patients with HFrEF
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More Than Half of Patients with Chronic HF may Require 
Rehospitalisation Within a Month of a Worsening HF Event

HF, heart failure
Butler J et al. J Am Coll Cardiol. 2019;73:935–944 30

Patients with hospitalisations and number of hospitalisations per patient through 
2 years post index worsening HF event

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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Hospitalisations per patient

1.0

Patients with hospitalisations

DAPA-HF: Patients in the Dapagliflozin Group Are Still at 
Risk of CV Death or HF hospitalisation

*Defined as hospitalisation or an urgent visit resulting in intravenous therapy for HF
ARR, absolute risk reduction; CI, confidence interval; CV, cardiovascular; HF, heart failure; HR, hazard ratio
McMurray JJV et al. N Engl J Med. 2019;381:1995–2008

DAPA-HF: Kaplan–Meier curves for components of primary outcome

Primary composite outcome: 16.3% of patients in the dapagliflozin group experienced 
CV death or worsening HF* over a median follow-up of 18.2 months
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No. at risk
Placebo
Dapagliflozin

2371
2373

2264
2306

2168
2223

2082
2153

1924
2007

1483
1563

1101
1147

596
613

212
210

20

31

HR=0.82 (95% CI 0.69–0.98);
ARR=1.4% per year
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Dapagliflozin

HF hospitalisation

HR=0.70 (95% CI 0.59–0.83);
ARR=2.9% per year
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Dapagliflozin

Currently Available HF Treatments Target Several Pathways 
Dysregulated in HF1–8

*RAAS inhibitor component of ARNi; †Neprilysin inhibitor component of ARNi
ACEi, angiotensin-converting enzyme inhibitor; ARB, angiotensin receptor blocker; ARNi, angiotensin receptor-neprilysin inhibitor; cGMP, cyclic guanosine monophosphate; HF, 
heart failure; LV, left ventricular; MRA, mineralocorticoid receptor antagonist; NO, nitric oxide; RAAS, renin-angiotensin-aldosterone system; sGC, soluble guanylate cyclase; 
SGLT2i, sodium-glucose co-transporter 2 inhibitor; SNS, sympathetic nervous system
1. Gheorghiade M et al. Heart Fail Rev. 2013;18:123–134 ;2. Ponikowski P et al. Eur Heart J. 2016;37:2129–2200; 3. Breitenstein S et al. Handb Exp Pharmacol. 2017;243:225–247;
4. Klabunde RE. Pathophysiology of Heart Failure. In: Cardiovascular Physiology Concepts. Available at: https://cvphysiology.com/Heart%20Failure/HF003. Accessed July 2020; 5. 
Lymperopoulos A., et al. Circ Res. 2013;113:739–753; 6. Zhang DY, Anderson AS. Cardiol Clin. 2014;32:33–45 7. Shah A et al. P T. 2017;42:464–472; 8. DeFronzo RA et al. Nat 

32

Increased oxidative stress leads to:
 ↓ NO bioavailability
 ↓ sGC sensitivity and stimulation
 ↓ cGMP

Impaired 
NO–sGC–cGMP signalling

 ↑ LV hypertrophy
 ↑ Fibrosis
 ↑ Cardiac dysfunction

Hypertrophy and 
ventricular remodelling

Increased 
vasoconstriction

 ↑ Peripheral vascular resistance

 Altered haemodynamics
 Chronic cardiac stress
 Sympathetic drive
 Baroreceptor dysfunction
 Afferent sympathetic excitation

Decreased cardiac output

Increased activation 
of the SNS in HF

 ↑ Release of catecholamines 
including epinephrine/
norepinephrine

SGLT2is /
beta blockers

 ↑ Renin secretion
 ↑ Angiotensin II
 ↓ Renal blood flow
 ↑ Aldosterone

 ↑ Na+ resorption
 ↑ Water retention

Increased activation 
of the RAAS in HF

ACEi/ARB/
ARNi*

MRAs and 
diuretics

ACEi/ARB/ARNi*

ACEi/ARB/ARNi†/SGLT2i
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Extracellular

cGMPsGC
Intracellular

cGMP, cyclic guanosine monophosphate; NO, nitric oxide; sGC, soluble guanylate cyclase
1. Gheorghiade M et al. Heart Fail Rev. 2013;18:123–134; 2. Fulton DJR et al. Antioxidants (Basel). 2017;6:E54; 3. Breitenstein S et al. Handb Exp Pharmacol. 2017;243:225–247

↓ Progressive myocardial stiffening
↓ Myocardial thickening 
↓ Ventricular remodelling
↓ Fibrosis

↓ Vasoconstriction
↓ Vascular stiffness

Heart Vasculature

Increased
sGC activity

Increased 
cGMP 

production

Low NO availability

Vericiguat

Nitric oxide

Vericiguat Increases sGC Activity to Improve 
Myocardial and Vascular Function1–3

Decreased NO
Decreased sGC

activity

Oxidative stress Endothelial dysfunction

33

N=5050

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

Eligibility criteria

 HFrEF (LVEF <45%)

 NYHA Class II–IV

 BNP: ≥300 pg/mL SR; ≥500 pg/mL + AF

 NT-proBNP: ≥1000 pg/mL SR; ≥1600 pg/mL + AF

 eGFR: ≥15 mL/min/1.73 m2

(15% cap: 15–30 mL/min/1.73 m2)

 HF hospitalisation within 6 months or 
IV diuretic treatment for HF within 3 months

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

5 mg OD 10 mg OD*2.5 mg OD

Secondary endpoints:
 Time to CV death
 Time to first and subsequent HF hospitalisation
 Time to all-cause mortality
 Time to composite all-cause mortality or HF hospitalisation

Week 0 Week 2 Week 4 Week 16 Q16W

1:1

Exploratory endpoints included changes in KCCQ and EQ-5D from baseline and the relationships among treatment effect, baseline 
biomarkers and genetic variation

*If the 10 mg OD target is not reached, up-titration should be considered at subsequent study visits.
AF, atrial fibrillation; BNP, B-type natriuretic peptide; CV, cardiovascular; eGFR, estimated glomerular filtration rate; EQ-5D, EuroQol 5-dimension; IV, intravenous; 
KCCQ, Kansas City Cardiomyopathy Questionnaire; HF, heart failure; HFrEF, heart failure with reduced ejection fraction; LVEF, left ventricular ejection fraction; NT-
proBNP, N-terminal pro-B-type natriuretic peptide; NYHA, New York Heart Association; OD, once daily; SR, sinus rhythm
1. Armstrong PW et al. JACC Heart Fail. 2018;6:96–104; 2. Armstrong PW et al. N Engl J Med. 2020;382:1883–1893

34

HF Medications in VICTORIA

Armstrong PW et al. N Engl J Med. 2020;382:1883–1893
35

Characteristic Vericiguat (N=2521) Placebo (N=2519)

Standard-of-care treatment, n (%)

Beta blocker 2349 (93.2%) 2342 (93.0%)

ACEi/ARB 1847 (73.3%) 1853 (73.6%)

MRA 1747 (69.3%) 1798 (71.4%)

ARNi (sacubitril/valsartan) 360 (14.3%) 371 (14.7%)

Triple therapy 1480 (58.7%) 1529 (60.7%)

Standard-of-care device treatment, n (%)

Implantable cardioverter defibrillator 696 (27.6%) 703 (27.9%)

Biventricular pacemaker 370 (14.7%) 369 (14.6%)

Index Events in VICTORIA

HF, heart failure; HFrEF, heart failure with reduced ejection fraction; IV, intravenous; SD, standard deviation
Armstrong PW et al. N Engl J Med. 2020;382:1883–1893 36

Characteristic Vericiguat (N=2526) Placebo (N=2524)

Index event, n (%)

Hospitalisation for HF in previous 3 months 1673 (66.2) 1705 (67.6)

Hospitalisation for HF in previous 3–6 months 454 (18.0) 417 (16.5)

IV diuretic for HF (without hospitalisation) in previous 
3 months 399 (15.8) 402 (15.9)

Mean time from initial HFrEF diagnosis to randomisation, 
years ±SD 4.7±5.5 4.8±5.4

33 34

35 36
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Note: this is not intended as a direct comparison of the different studies.
*The primary endpoint for DAPA-HF was CV death or hospitalisation or urgent visit resulting in IV therapy for HF. Primary endpoints for PARADIGM-HF and VICTORIA were CV death 
or first HFH
CV, cardiovascular; HF, heart failure; HFH, heart failure hospitalisation; IV, intravenous; NT-proBNP, N-terminal pro-B-type natriuretic peptide; NYHA, New York Heart Association; PY, 
patient-years
1. McMurray JJV et al. Eur J Heart Fail. 2019;21:1402–1411; 2. McMurray JJV et al. N Engl J Med. 2019;381:1995–2008; 3. McMurray JJV et al. Eur J Heart Fail. 2014; 16:817–825; 
4. Solomon SD et al. JACC Heart Fail. 2016;4:816–822; 5. McMurray JJV et al. Eur Heart J. 2015;36:434–439; 6. Armstrong PW et al. N Engl J Med. 2020;382:1883–1893; 7. Pieske 
B et al. Eur J Heart Fail. 2019;21:1596–1604

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-HF1,2 PARADIGM-HF3–5 VICTORIA6,7

Median NT-proBNP (pg/mL) 1437 1608 2816

HFH within 6 months (%) 16.4 31 84

NYHA Class III/IV at baseline (%) 32 25 41

Primary outcome 
(Events in comparator arms per 100-PY) 15.6* 13.2 37.8

HFH 9.8 7.7 29.1

CV death 7.9 7.5 13.9

37

Vericiguat Significantly Reduced the Annualised Absolute Risk of 
the Primary Composite Outcome by 4.2%

ARR, absolute risk reduction; CI, confidence interval; CV, cardiovascular; HF, heart failure; HR, hazard ratio; NNT, number needed to treat
Armstrong PW et al. N Engl J Med. 2020;382:1883–1893 38

Time to CV death or first HF hospitalisation
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 Median follow-up period: 10.8 months

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

p=0.02
HR=0.90 (95% CI: 0.82–0.98) 
ARR=4.2% per year
Annual NNT=24
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0

No at risk:
Vericiguat
Placebo

Vericiguat
Placebo

Cumulative Incidence Rates of Primary Endpoint Components

*Annual ARR: 13.9-12.9=1%; †Annual ARR: 29.1-25.9=3.2%
ARR, absolute risk reduction; CI, confidence interval; HFH, heart failure hospitalisation; HR, hazard ratio; RRR, relative risk reduction
1. Armstrong PW et al. N Engl J Med. 2020;382:1883–1893; 2. Armstrong PW et al. Oral Presentation at ACC 2020 39

HF hospitalisation drives primary endpoint; CV death is directionally consistent

p=0.269 
HR=0.93 (95% CI: 0.81–1.06) 
RRR=7%; ARR=1% per year*

Months since randomisation

Vericiguat
Placebo

Vericiguat
Placebo
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p=0.048 
HR=0.90 (95% CI: 0.81–1.00)
RRR=10%; ARR=3.2% per year†

HF hospitalisation1,2CV death1,2
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Conclusion Vericiguat and VICTORIA

Mechanism of action1,2

 Vericiguat enhances the cGMP pathway 
leading to improved cardiovascular 
function in HF

Patient population2

 VICTORIA included patients with symptomatic chronic 
HF (LVEF <45%) who had a previous worsening HF 
event despite currently available HF therapies

Efficacy2,3

 Vericiguat significantly reduced the annualised 
absolute risk of the VICTORIA composite outcome of 
time to HFH or CV death by 4.2%

 The effect of vericiguat on the primary outcome was 
consistent across most prespecified subgroups

 Vericiguat reduced the primary endpoint and its 
components across a range of NT-proBNP levels up 
to 8000 pg/mL

Safety2,4

 Overall AE profile of vericiguat comparable to placebo

 Electrolytes or renal function similar between groups

 Symptomatic hypotension and syncope tended to be 
more common with vericiguat

 Despite decreases in SBP occurring early in the 
titration phase, no further clinically relevant reductions 
in BP were subsequently observed

AE, adverse event; cGMP, cyclic guanosine monophosphate; CV, cardiovascular; cGMP, cyclic guanosine monophosphate; HF, heart failure; HFH, heart failure 
hospitalisation; NT-proBNP, N-terminal pro-B-type natriuretic peptide; SBP, systolic blood pressure
1. Gheorghiade M et al. Heart Fail Rev. 2013;18:123; 2. Armstrong PW et al. N Engl J Med. 2020;382:1883–1893; 3. Ezekowitz JA et al. Oral Presentation at HFA 
Discoveries 2020; 4. Armstrong PW et al. Oral Presentation at ACC 2020
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49 jähriger Patient mit DCMP

Austrittsmedikation:

Concor 5mg 1-0-0
Zestril 10mg 1-0-0
Aldactone 100mg 1-0-0
Torasemid 10mg 1-0-0

49 jähriger Patient mit DCMP

Austrittsmedikation sollte sein:

Concor 5mg 1-0-0
Entresto 50mg 1-0-1
Aldactone 100mg 1-0-0
Forxiga 10mg 1-0-0
Torasemid 5mg nach 
Körpergewicht

49 jähriger Patient mit DCMP

Austrittsempfehlung sollte sein:

Ambulante Kardiale Rehabilitation
Klare Zielgewichtsdefinition

49 50
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49 jähriger Patient mit DCMP

Hausarztvisite nach 1-2 Wochen

Blutdruck 
wenn normotensiv: 
Ausbau ARNI

Puls (wenn >60/min)
Ausbau Betablocker

Elektrolyte
Wenn K+ > 5.5 -> Partiromer

49 jähriger Patient mit DCMP

Kreatinin Clearance
ein initialer Abfall unter 
SGLT-2 Inhibitor ist normal !

49 jähriger Patient mit DCMP

Hausarztvisite nach 1-2 Wochen

Blutbild / Eisenstatus (wenn im 
Spital vergessen gegangen…)

Eisensubstitution
Check GI-Infektionen

Check Impfstatus 
(Pneumokokken/Influenza/Covid)

49 jähriger Patient mit DCMP

Hausarztvisite nach 1 Monat

Ausdosieren 
Herzinsuffizienzmedikation zur 
maximalen Dosis

53 54
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49 jähriger Patient mit DCMP

Kardiologische Kontrolle nach 2-3 
Monaten

EKG (LSB)
Verlaufs-TTE (LVEF, 
Klappeninsuffizienzen, PA-Druck)

-> Indikation ICD/CRT

49 jähriger Patient mit DCMP

Falls Rezidiv Dekompensation:

Vericiguat (Verquvo) 10mg 1-0-0

49 jähriger Patient mit DCMP

Kosten dieser Patient / Jahr

Medikamente 1750 CHF
Verquvo: zusätzlich 1022 CHF

Plus HA – Visiten, Kardiologie-Visiten, 
Labor ca. 1500 CHF

CRT: 10’000 CHF  ICD/CRT 25’000 CHF

57 58
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