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JRAAS 2006;7:64-73

The hazard ratios for important risk factors for development of heart failure, their 
prevalence and the derived population-attributable risk



Iorio, Sinagra  et al. 
Eur J Heart Fail 2018

2314 pts 
941 HFrEF 
1373 HFpEF



JRAAS 2006;7:64-73



HFpEF 

Kittleson MM et al., 2023 ACC Expert Consensus Decision Pathway on Management of Heart Failure With Preserved Ejection Fraction. J 
Am Coll Cardiol. 2023 May 9;81(18):1835-1878. 





Unadjusted Kaplan Meier Curves for All Cause Mortality  
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Unadjusted Kaplan Meier curves for Death or Heart Failure
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Sequenze Cine SSFP





Circ J 2016; 80: 555 – 564



65 aa, Ipertensione (3 farmaci), LDL 135 mg/dl; HbA1C 6.2%; BMI 28; eGFR 58 ml/min/1.73; fumatore 





Prevention of atrial fibrillation in patients with symptomatic chronic heart failure 
by candesartan in the Candesartan in Heart failure (CHARM program)

 Ducharme et al Am Heart J 2006;152:86- 92

392 pts (6.15%) developed AF during FU

N = 215 N = 177

Adjst OR 0.802 (95% CI 0.650- 0.990, P = .039)

The effect of candesartan on the incidence of AF
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Metanalisi di studi randomizzati e controllati sulla  
Regressione dell’Ipertrofia VS nell’ipertensione arteriosa

Schmieder RE et al. Am J Med 2003; 115:41-6

AII-antagonists

- 13%

80 Trials  
4113 patients



Iwashima Y et al. Diabetes Research and Clinical Practice 
2006;74:8-14

Effetti di Candesartan vs. Amlodipina su regressione dell’ipertrofia cardiaca, pz ipertesi con diabete di 
tipo 2 (n = 40)

LVMI: indice massa ventricolo sinistro.

IVSTd: spessore setto interventricolare in diastole.

PWTd: spessore parete posteriore ventricolo sinistro in diastole.



Results of meta-analyses of the randomised trials of antihypertensive drug therapy, 
demonstrating the reduction in cardiovascular events

JRAAS 2006;7:64-73



Pekrovic. NEJM 2015 373;22

Outcomes Data from SPRINT and the ACCORD Trial and Combined Data from Both Trials



Curva dose-effetto nella ipertensione arteriosa: 
profilo di efficacia di 4 antagonisti recettoriali dell’angiotensina II (ARBs)

Elmfeldt D et al. Blood Pressure 2002;11:293-301



Efficacia antipertensiva di candesartan in pazienti anziani 
ipertesi  (n = 350)

 McInnes GT et al. Journal of Human Hypertension 1997, Suppl. 2; S75-S80

Candesartan produce una riduzione significativa di  SBP e DBP (-13,6 mmHg/-7,5 mmHg rispettivamente)



CHARM TRIAL

CHARM Added 
▪  Patients with LVEF <40% 

and treated with an ACE-
inhibitor 

CHARM Alternative  
▪  Patients with LVEF <40% 

and ACE-inhibitor 
intolerant 

Endpoints (follow-up minimum 2 years): 
 Primary  – Component trials: cardiovascular mortality or CHF hospitalization 
 Primary – Overall trial results: All-cause mortality

7,601 patients with heart failure 
3 Individual component randomized trials with the ARB candesartan (4 or 8 mg/day, 

titrated to target dose of 32 mg) or placebo 

CHARM “Preserved”  
▪  Patients with LVEF >40% 

with or without ACE-
inhibitor



Yusuf et al Lancet 2003; 362: 777–81

N° Hospital admission for HF





Aldosterone pg/mL (median)

CandHeart Results
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Differences between baseline and end of study: p*=0.009 
* Mann Whitney

Aleksova A, Sinagra G et al  
Cardiovasc Drugs Ther, 2012



LVIDd/BSA mm/m2 (median)

Aleksova A, Sinagra G et al  
Cardiovasc Drugs Ther, 2012
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Ejection fraction % (median)
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Aleksova A, Sinagra G et al  
Cardiovasc Drugs Ther, 2012



JACC vol 72, no 6, 2018:591-601

p < 0.001 



JACC Heart Failure vol 7, 2019: 306-17

Predictors of EF increase



THM- Ipertensione Arteriosa e HF 

• Ipertensione arteriosa conferisce HR 3 for HF;  
• Riduzione  RR  HF in terapia fra il 30-60%; 
• Rimodellamento VSin concentrico predittore  eventi fatali e HF; 
• Inibizione RAAS costituisce prima scelta nella prev HF; 
• Fra gli ATIIRa Candesartan coniuga potenza d’inibizione recettoriale, controllo PA ed 

effetti su massa e spessori Vsin 
• BB, SGLT2, GLP1A, CaAtg, diuretici; 
• Target <130/80 mmHg;  se HFrEF <120/70 mmHg; 
• Presidio sul danno d’organo….e sull’aderenza! 


