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Case - HFrEF

• 45 year old male

• 6/12 history of fatigue

• 2/12 worsening dyspnoea
culminating in admission to 
Milnerton MedicClinic with heart
failure

• No chest pain

• No syncope or palpitations

• No other systemic complaints

• Father died of some form of heart
disease at a fairly young age

• No recent viral illness

• Non-smoker, occasional alcohol
use only

• No history of HPT or DM

















Management

• Does he need additional investigations?

• What therapy is required?

• Would he be a candidate for some form of device?

• What is his prognosis?





European Heart Journal 2016; 37: 2129–2200



European Heart Journal 2021; 42: 3599 - 3726













Open Heart 2021; 8: e001585



Canadian Journal of Cardiology 2021; 37: 632 - 643
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SGLT2 inhibitors



Eur Heart J 2016; 37: 1526 - 34

Time to first hospitalisation for 
heart failure of CV death



N Engl J Med 2019; 380: 347 - 57



N Engl J Med 2019; 381: 1995 - 2008

Age 66 yrs
Female 23%
NYHA II/III
Ischaemic aetiology ~55%
ICD 25%
CRT 6 – 8%

Characteristics of the Patients at Baseline



DAPA-HF Trial Cardiovascular Outcomes

N Engl J Med 2019; 381: 1995 - 2008



N Engl J Med 2020; 383:1413-1424



Cardiovascular Death or HF Hospitalisation

N Engl J Med 2020; 383:1413-1424



European Journal of Heart Failure 2021; 23: 27–30



ARNI

•Angiotensin Receptor – Neprilysin Inhibitor



Neprilysin Inhibition potentiates Actions of Vasoactive Peptides 
beneficial in Heart Failure



At risk

Enalapril: 4212 3883 3579 2922 2123 1488 853 236

LCZ696: 4187 3922 3663 3018 2257 1544 896 249
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Enalapril

(n=4212)
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(n=4187)

914 20% RRR in co-primary 

endpoint with LCZ696+
(ARR = 4.7%)

NNT = 1/ARR x 100 = 21

N Engl J Med 2014; 371:993 - 1004

PARADIGM-HF: Primary outcome 
Cardiovascular death or heart failure hospitalization



Death from CV causes
20% risk reduction

(ARR = 3.2%)
NNT = 1/ARR x 100 = 31

HF hospitalization
21% risk reduction

(ARR = 2.8%)
NNT = 1/ARR x 100 = 36
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537

P = 0.00008 P = 0.00008

N Engl J Med 2014; 371:993 - 1004

PARADIGM-HF: Components of primary endpoint



Entresto® quality of life improvement vs. enalapril
Change vs. baseline for each KCCQ domain at 8 months

-2,0 -1,5 -1,0 -0,5 0,0 0,5 1,0 1,5 2,0

Symptom Frequency

Self Efficacy

Quality of Life

Social Limitation

Symptom Stability

Physical Limitation

Symptom Burden

Total Symptom Score

Sacubitril/valsartan superiorEnalapril superior

KCCQ Score P value

0.05

0.005

0.001

0.02

0.003

<0.001

0.05

<0.001

*In surviving patients
KCCQ=Kansas City Cardiomyopathy Questionnaire
Lewis et al. Circ Heart Fail 2017;10:e003430

The benefit of Sac/Val is significantly superior vs. enalapril on 
Quality of Life, in all KCCQ domains*



Switching 1000 patients from ACE-I/ARB to sacubtril/valsartan 
avoided:

47 primary endpoints

31 CV deaths

28 patients hospitalised for HF

37 patients hospitalised for any reason

111 admissions for any reason

over a treatment period of 27 months.



Event, n (%)
LCZ696

(n=4,187)
Enalapril
(n=4,212)

p-value

Hypotension

Symptomatic 588 (14.0) 388 (9.2) <0.001

Symptomatic with SBP <90 mmHg 112 (2.7) 59 (1.4) <0.001

Elevated serum creatinine

≥221 umol/L 139 (3.3) 188 (4.5) 0.007

≥265 umol/L 63 (1.5) 83 (2.0) 0.10

Elevated serum potassium

>5.5 mmol/L 674 (16.1) 727 (17.3) 0.15

>6.0 mmol/L 181 (4.3) 236 (5.6) 0.007

Cough 474 (11.3) 601 (14.3) <0.001

Angioedema (adjudicated by a blinded expert committee)

No treatment or use of antihistamines only 10 (0.2) 5 (0.1) 0.19

Catecholamines or glucocorticoids without hospitalization 6 (0.1) 4 (0.1) 0.52

Hospitalized without airway compromise 3 (0.1) 1 (<0.1) 0.31

Airway compromise 0 0 ---

AE: adverse events; SBP: systolic blood pressure Angioedema:
0,45%       Vs.          0,24%

N Engl J Med 2014; 371:993 - 1004

Prospectively defined safety events during 



Some practical issues….

• The drug should be titrated upwards carefully as performed in the trial

• The drug was only evaluated in patients who had stable CCF (chronic)

• The drug was only evaluated in patients who did tolerate enalapril 10 mg 
2x/day (in the run-in period) – Is it safe in other scenarios?

• ARNI - depending on lab assay may possibly result in elevated BNP 
measurements at follow-up due as they prevent the breakdown of BNP

• Watch out for hypotension

• Due to the risk of angioedema with neprilysin inhibition allow for a 48 hour 
period between patients stopping ACE-I and starting ARNI



Iron





The Fantastic Four of Heart Failure Therapy:
A tailored approach

Eur J of Hear Failure, 2016; 18: 786 - 95



The Fantastic Four of Heart Failure Therapy:
A tailored approach

Eur J of Hear Failure, 2016; 18: 786 - 95



The Fantastic Four of Heart Failure Therapy:
A tailored approach

Lancet 2020; 396: 1895–904



The Fantastic Four of Heart Failure Therapy:
A tailored approach

Lancet 2020; 396: 1895–904



The Fantastic Four of Heart Failure Therapy:
A tailored approach

Lancet 2020; 396: 1895–904

Iron deficiency = Ferritin <100 ug/L 
or 

Ferritin 100-299 ug/L & TSAT <20%

Iron dosing



Ivabradine
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• 6,800 PATIENTS, MEAN AGE 63 YRS

• MOST ON DIURETICS ACE-I

• MAJORITY NYHA CLASS II, III

• ISCHAEMIA PRIMARY CAUSE IN 70%

• LOW DOSE / MONITOR LEVELS

(N ENGL J MED 1997; 336: 525-33)

Digoxin



Hydralazine/Nitrates

Int J Cardiol 2015; 196: 61 - 69



Int J Cardiol 2015; 196: 61 - 69



Influenza Vaccination



Figure 4 Effect of influenza vaccination on the risk of 

hospitalizations due to cardiovascular disease, by type of ...



New Therapies



N Engl J Med 2021; 384: 105-16



N Engl J Med 2021; 384: 105-16
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Thank you for attending!
Please complete the online confirmation of attendance emailed 

to you post meeting to receive a CPD certificate.



HF ACADEMY COURSE OVERVIEW

This free CPD accredited educational program was developed by cardiologists who are members of the Heart Failure Society of South
Africa and is aimed at those who are interested in improving services for people with heart failure, including not only doctors, but also
nurses and pharmacists. The course comprises 5 modules that provide a basic review of heart failure care and each module is individually
CPD accredited for 5 CPD points with the HPCSA. Following the completion of all 5 modules, a Certificate of Competency in basic heart
failure management will be awarded by HeFSSA.

COURSE LEARNING OBJECTIVES
✓ Raise the awareness of heart failure among health care professionals
✓ Improve the prevention, diagnosis, treatment and long – term management of heart failure
✓ Ensure equity of care for all patients with heart failure
✓ Support and empower patients with heart failure and their families or other caregivers to engage proactively in

long – term care

Prof Nash Ranjith
City Hospital
University of KwaZulu Natal

Dr Martin Mpe
Mediclinic Heart Hospital

Prof Nqoba Tsabedze
University of the Witwatersrand

Dr Tony Lachman
Victoria Hospital

Prof Mpiko Ntsekhe
University of Cape Town

COURSE DIRECTORS

Click on the link below
www.hefssa.org


