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Introductie

De behandeling van hartfalen



Hoe is de behandeling van hartfalen begonnen?

• Digoxine (nog geen bewijs)
• Furosemide (geen bewijs)
• Spironolactone (nog geen bewijs)
• Nitraat
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+ ACE-inhibitor??

Eerste studies in patiënten met ernstig hartfalen

• Digoxine (nog geen bewijs)
• Furosemide (geen bewijs)
• Spironolactone (nog geen bewijs)
• Nitraat
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44%

26%

Enalapril vs placebo

NNT: 5 gedurende 6mnd
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McMurray EUH 2015
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• NEJM 1997

Digoxin?

Inclusion between 1991-1993

N=3403 vs. 3397 patients

All patients were in SR

LVEF < 45%

87% used ≥ 0.25mg digoxin (high dose)



Dutch DECISION STUDY – low dose Dig
Effect low dose digoxin in heart failure

UMCG

Inclusion + 
Randomization

Digoxin N = 500

Placebo N = 500

Up-titration phase

Goal 0.5-0.9 ng/mL

Month 1

ECG

Holter

Lab sampling

Month 3

Telephone 

contact

Month 6

ECG

Lab

Month 9

Telephone 

contact

Month 12

ECG

Lab

Month 36

ECG

Lab

DECISION 
study design

HF patients
(SR/AF) 

▪ Design Randomized, placebo-controlled, double 
 blind multicenter, national study

▪ Treatment: Low-dose digoxin (0.1 and 0.2 mg) 
  Serum conc: 0.5-0.9 ng/ml versus placebo

▪ Follow-up: Median: 3 years

▪ Prim. EP: Cardiovascular mortality and repeated heart 
 failure hospitalizations + urgent HF visits
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http://www.umcg.nl/


DAPA

EMPEROR-R
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ARNI + BB + 
SGLT2i + MRA

vs.
ACEi +BB



• EJHF 2021

Optitratie van HF medicatie?

Trial Drug Endpoint HR



One size fits all? 



ATTR – amyloïdose



Nederlandse data - prevalentie
HFATTRwt- (n=98) HFATTRwt+ (n=5) p-value

Age at diagnosis, years + SD 72.7 + 7.8 73.9 + 12.6 .720
Men 49.0% 80.0% .060
Hypertension 79.2% 28.6% .003
Diabetes Mellitus type II 39.6% 42.9% .860
Myocardial Infarction 21.9% 14.3% .640
Rhythm .830

Sinus rhythm 62.5% 71.4%
Atrial fibrillation 34.4% 28.6%
Atrial flutter 3.1% 0.0%

Clinical
Systolic blood pressure 

(mmHg) 139.0 (125.0, 154.0) 139.0 (129.0, 160.0) .610
Diastolic blood pressure 

(mmHg) 73.0 (62.0, 82.0) 66.0 (62.0, 77.0) .480
IVSD (mm) 10.0 (9.0, 12.0) 12.5 (11.0, 13.0) .032
LVMi 95.0 (77.0, 121.0) 118.0 (108.0, 144.0) .053
LVEF (%) 55.0 (50.0, 58.0) 55.0 (55.0, 55.0) .980

Laboratory
NTproBNP (ng/L) 1490.0 (687.0, 2490.5) 1275.0 (962.0, 1594.0) .900
eGFR (ml/min * 1.73 m2) 48.5 (37.0, 72.0) 52.0 (43.0, 58.0) .930
Creatinine (μmol) 106.0 (85.0, 143.0) 116.0 (104.0, 137.0) .460
ALAT (IU/L) 19.5 (14.0, 25.0) 22.0 (15.0, 29.0) .380

ATTR-CM

Prospective screening study

LVEF > 40%

Elevated NTproBNP

NYHA II-III + diuretics

Tubben, … Van der Meer, EJHF 2024



Oligomers Amyloid fibrils

Deposition of 
amyloid fibrils in the 

myocardium

Misfolded 
monomers

Folded 
monomers

Folded TTR 
tetramers

Liver 
transplant,
patisiran*, 
inotersen*,
vutrisiran*

tafamidis, 
diflunisal*,

AG-10*

NNC6019-0001*, 
NI006*

Behandelopties voor ATTR-CM

Inhibit 
production of 
TTR (RNAi)

TTR tetramer 
stabilisers

Amyloid breakdown
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