
HF treatment: perspectives 
• Better ethiological definition and evaluation of  

precipitating factors and comorbidities 

• Better use of drugs and their association/dosages 

• Better selection of patients for devices 

• Structured long term follow up program with help 
of telemonitoring 

• LVAD as DT 

• …Personalized medicine, gene therapy and 
regenerative medicine   
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TS DCM Registry - CHANGING MORTALITY in DCM 

1988-1992; n=144 
1983-1987; n=65 
1978-1982; n=26 

Follow-up (mesi) 
96 72 48 24 0 
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p = 0.0032 

Di Lenarda et al, Br.Heart J 1994;72 (suppl): S46-
S51 

1998-2007 (367 pts) 

1988-1997 (376 pts) 

1978-1987 (376 pts) 

HEART MUSCLE DISEASE REGISTRY OF TRIESTE 
853 DCM PATIENTS (1978-2007) 

Follow-up: 127±81 months 

Merlo, Di Lenarda, Sinagra et al 
Eur J Heart Fail 2013, accepted  



Pharmacological Treatment of 
Heart Failure 

Simplistic Assumptions: 
– All HF is the same 
– HF remains the same for each patient 

throughout natural history 
– Drugs metabolised on a similar fashion by all 
– Clinical Trial Dose is appropriate for each 

patient 



EURObservational Research Programme 
Heart Failure PILOT 

Baseline characteristics 

Acute HF 
(n. 1892) 

Chronic HF 
(n. 3226) P value 

Age (years), mean±SD 
                     median [IQR] 

69±13 
71 [61-79] 

66±13 
68 [58-76] <.0001 

Age ≥70 years, % 54.2 46.5 <.0001 

Females, % 37.4 29.7 <.0001 

Ischemic etiology, % 
documented by coronary angiography, % 

50.7 
64.3 

40.5 
84.9 

<.0001 

BMI (kg/m2), mean±SD 28.2±5.6 27.7±5.0 0.005 

SBP (mmHg), mean±SD 133±29 125±20 <.0001 

HR (bpm), mean±SD 88±24 72±14 <.0001 

EF (%), mean±SD 38±14 38±13 0.86 



EURObservational Research Programme 
Heart Failure PILOT 

Clinical history 
Acute HF 
(n. 1892) 

Chronic HF 
(n. 3226) P value 

Treated hypertension, % 61.8 58.3 0.015 
Diabetes mellitus, % 35.1 29.0 <.0001 
History of Atrial Fibrillation, % 43.7 38.6 0.0003 
Previous stroke/TIA, % 9.8 10.5 0.42 
PAD, % 9.9 11.2 0.16 
Renal dysfunction, % 26.0 18.5 <.0001 
COPD, % 15.2 15.1 0.96 
PM, % 8.3 7.6 0.38 
ICD, % 6.0 13.3 <.0001 
CRT, % 0.4 1.0 0.02 
CRT-D, % 2.9 8.8 <.0001 
Previous HF hospitalization, % 56.7 58.6 0.19 



EURObservational Research Programme 
Heart Failure PILOT 

Laboratory examinations 
(at entry/visit) 

Acute HF 
(n. 1892) 

Chronic HF 
(n. 3226) P value 

Hemoglobin <12g/dL, % 31.6 18.9 <.0001 

Creatinine >1.5mg/dL, % 23.0 18.3 0.0001 

eGFR <60 ml/min/1.73m2, % 49.3 40.6 <.0001 

eGFR <30 ml/min/1.73m2, % 9.9 5.1 <.0001 

Glycemia >126mg/dL,  % 34.7 24.2 <.0001 

Sodium <136mEq/L, % 21.9 12.4 <.0001 



SCC: l’importanza della 
personalizzazione della terapia 

 
• 35 aa, maschio, NYHA II-III , CMPD,    BBsin; 
    FEVsin 30 % 

 
• 77 aa, maschio, NYHA II-III, post-IMA, BBsin; 

FEVsin 30% 



SCC: l’importanza della 
personalizzazione della terapia 

• 35 aa, maschio, NYHA II-III , CMPD, BBsin (QRS 
160 msec),  RS;  BMI 23;  FEVsin 30 %;  Hb 13.5 
g/dl;  GFR 87 ml/min 

• 77 aa, maschio, NYHA II-III, post-IMA, BBsin 
(QRS 120 msec); FA; FEVsin 30%; Hb 10 g/dl; 
DM; GFR 45 ml/min; estesa cicatrice 
posteriore; ospedalizzazioni recidivanti per 
SCC e necessità supporto inotropo 







Endpoint PRIMARIO: 
Mortalità totale ed               
                Ospedalizzazioni cause Cardiovascolari 

Nebivololo 
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P= 0,039 

Flather MD. EHJ 2005;26:215-25 
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Numero di eventi: Nebivololo 332 (31.1%)    Placebo   375 (35.3%) 



2289 Class IV CHF pts, LVEF <0.25 (not on inotropes × 4 days), ave age 63, LVEF 0.20 
Carvedilol 3.125 bid, q 2 wks titration, 75% to target, withdrawal 16% placebo, 13% carvedilol 
 

0 2 4 6 8 10 12 
Follow-up (months) 

70 

75 

80 

85 

90 

95 

100 
Survival Proportion 

HR 0.65 (0.52–0.81) 
P=.0001 

n=1133 
n=1156 

Carvedilol 
Placebo 

Packer M et al. NEJM. 2001;334:1651–1658. 

Effect of Carvedilol in Severe Heart Failure 
COPERNICUS 



J Am Coll Cardiol 2003; 41: 1438-44 







IMPACT RECO III 

1407 patients 

HF OUTCOME* 

3480 patients 

ESC PILOT HF** 

2450 patients 

HR ≥70 bpm HR >75 bpm HR >80 bpm 

54.6 

31 

22.5 

53.4 

29.7 

17.2 

55.6 

33.7 

20.7 

HF registries: more than 50% of 
patients have HR ≥70 bpm 

*Courtesy of Prof Tavazzi 
**Courtesy of Prof Maggioni 
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Aliskiren Trial to Minimize OutcomeS in Patients 
with HEart failuRE 



Vitali-Serdoz L et al. Am J Cardiol 2011;108:75-80.� 



J Am Coll Cardiol 2010;56; 754-62 



Eur Heart J 2008; 29: 1644–1652. 



Zecchin et al Am J Cardiol 2012;109:729-  

Study population and effect of medical treatment optimization on “SCD-HeFT criteria” 



Zecchin et al Am J Cardiol 2012;109:729-  

Long-term survival Long-term survival free from SD/MVA 

A1:   baseline “SCD-HeFT criteria” both at first and second evaluation 
A2: baseline “SCD-HeFT criteria” at first but not at second evaluation 
B1: patients developing “SCD-HeFT criteria” only at second evaluation 
B2: patients without “SCD-HeFT criteria” at first or second evaluation 

A1 vs A2, p <0.001;  
A1 vs B1, p=0.18 
A2 vs B2, p=0.10 

A1 vs A2, p=0.014 
A1 vs B1, p=0.8 
A2 vs B2, p=0.6. 
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NEJM 355;12 2006 



cMRI 

Scar size was unchanged in controls at 6 months (difference of 0.3% [SD 5,4]; p= 
0,894 within group) 

Scar size decreased in patients treated with CDCs (absolute difference –7,7% 
[4,8]; p<0,0001 within group, p=0,001 between groups) Lancet 2012;  

379: 895–904 



• 1 month after infusion: mean of 30,3% (SE 1.9)  35.9% (2,7) (p=0,014)  
• 4 months after infusion: 30.3% 38,5% (2,8) (p=0,001). 
• 1 year of follow up (8 patients): from 39,2% (3,6) at 4 months to 42,5% 
(4,1) at 1 year (p=0,159) 
• The absolute increase in LVEF from baseline was 8,2 EF units (2,0) at 4 
months in 14 patients and 12,3 EF units (2,1) at 12 months in eight patients  
• No change in 7 control patients (4 months of follow-up) 

LVEF (3D echocardiography) 



The mean infarct weight: 32,6 g [SE 6,3] before infusion of CSCs, and decreased by 
7,8 g (1,7; 24%) at 4 months after treatment and 9,8 g (3,5; 30%) 

cMRI 



Eulalio, Zacchigna, Dal Ferro….Sinagra and Giacca; NATURE 2012, 492; 377  



Cardiol Clin 2011 (nov.); 29: 559 





HF treatment: perspectives 
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precipitating factors and comorbidities 

• Better use of drugs and their association/dosages 
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