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Aspetti epidemiologici 

























Mortalità:  relativamente bassa (7%) con trend in  
  riduzione. 
Incidenza:  in aumento con l’età dei pazienti e   
  complessivamente 
Trend di ricovero:  
  in relativo aumento. 

Miglioramento della sopravvivenza 

“Cronicizzazione” della patologia 

I progressi terapeutici farmacologici e non hanno 
comportato negli ultimi decenni: 



“Cronicizzazione” della patologia: 

Terapie:  
 - sostenibili (economicamente-socialmente) 
 - proporzionate (“cost-effective” non in senso 
    economico). 
Organizzazione: 
 - rapporti ospedale territorio 
 - riospedalizzazioni (è un problema clinico?) 
 - gestione della terminalità (hospice?) 
Gestione: 
 - patologia d’organo o sindromica? 

 



Spunti di fisiopatologia 









Figure 3. Parallel Mechanisms Underlying the 
Accumulation of Misfolded Proteins  
The accumulation of misfolded proteins (either soluble oligomers or 
protein aggregates) in the pathogenesis of neurodegenerative diseases 
such as Huntington’s disease, Parkinson’s disease, and Alzheimer’s 
disease parallels new findings in heart failure that misfolded proteins 
accumulate and form aggregates, or preamyloid inclusions. The 
proteasome appears to be able to degrade misfolded proteins early in 
the process of misfolding; such proteins are soluble oligomers 
(also known as preamyloid oligomers). Alternative  protein-
degradation pathways through lysosomes that involve a process called 
“autophagy” mainly remove aggregates. 

Recent studies in the CryABR120G mouse  model, resulting 
from a misfolded-prone CryAB mutation, illustrate the 
importance of removing misfolded proteins in the 
pathogenesis of heart disease. In these studies, increasing 
expression of the 11S subunit of  the proteasome by 
transgenic overexpression of the cardiac proteasome 28 
subunit α reduces CryAB-positive protein aggregates.44 
Enhancing proteasome activity  may be a method for 
reducing proteotoxicity in 
vivo, in addition to targeting the formation of toxic soluble 
oligomers. 











La scoperta degli intimi meccanismi delle patologie: 
 
Elemento fondamentale per la strategia terapeutica… 
Elemento fondamentale del metodo scientifico… 
Elemento basilare per affrontare con consapevolezza la 
patologia… 
   
 
Fondamento per attuare la strategia di Cura…senza 
dimenticare la Care. 
Fondamento per considerare la patologia senza un 
atteggiamento riduzionistico… 
 



Affrontare il problema 

Spunti dall’epidemiologia 
(Heart centered) 



Fattori considerati per il corretto profilo cardiovascolare 
1 Current smoking 
2 BMI* 
3 PA (Physical Activity) 
4 Healthy diet pattern 
5 Total cholesterol 
6 Blood pressure 
7 Fasting plasma glucose 







Affrontare il problema 

Spunti dall’epidemiologia 
(comorbidity perspective) 







Associazione multivariata fra i livelli di emoglobina,  mortalità e riospedalizzazione 

 
  

 
  

 
  

   

 
Mortalità  

“per ogni causa” 

 

Riospedalizzazione  
per scompenso cardiaco 

 Emoglobina (g/dl) 

 
  

 
  

 
  

 
  

 
  

   ≥17 
 

1.42(1.24-1.63) 
 

1.14(1.03) 
 

  14.0-14.9 
 

0.92(0.88-0.97) 
 

0.98(0.94-1.01) 
 

  13.0-13.9 
 

Int di riferimento 
 

Int di riferimento 
 

  12.0-12.9 
 

1.16(1.11-1.21) 
 

1.12(1.09-1.16) 
 

  11.0-11.9 
 

1.50(1.44-1.57) 
 

1.33(1.28-1.38) 
 

  10-10.9 
 

1.89(1.80-1.98) 
 

1.64(1.58-1.71) 
 

  9.0-9.9 
 

2.31(2.18-2.45) 
 

1.89(1.80-1.99) 
 

  <9.0 
 

3.48(3.25-3.73) 
 

1.99(1.86-2.13) 
 



Associazione multivariata fra la funzione renale e mortalità e 
riospedalizzazione 

 Filtrato glomerulare 
(ml.min-1.1.73m-2) 
 

Mortalità  
“per ogni causa” 

 

Riospedalizzazione  
per scompenso cardiaco 

 

  
 

  
 

  
 

≥60 
 

Int di riferimento 
 

Int di riferimento 
 

45-59 
 

1.01(0.97-1.05) 
 

1.11(1.08-1.14) 
 

30-44 
 

1.39(1.34-1.44) 
 

1.44(1.40-1.49) 
 

15-29 
 

2.28(2.19-2.39) 
 

1.97(1.90-2.05) 
 

<15 
 

3.26(3.05-3.49) 
 

1.89(1.79-2.01) 
 



In CHF patients, the prevalence of major depression – i.e., the full clinical picture 

of major depression – develops in 14– 26%. However, single depressive 

symptoms can be detected in 24–85% of CHF patients. The prevalence of 

depression in CHF patients also seems to increase with age,  but is clearly 

aggravated by the presence of CHF compared to patients with other forms of or 

without any organic heart disease. First and foremost, patients with CHF and 

depressive disorder have a 2–3 times higher mortality.  Readmission rates are 

also 3 times higher, and over a third of  CHF patient's depression does not remit 

within one year after discharge. Comorbid depression and CHF raise medical 

costs by 25–40% as well as hospitalisation rates, impairment of theNYHA status 

and daily activities. 

J Cardiol (2007), doi:10.1016/j.ijcard.2007.05.020 







L’epidemiologia: 
  Ci aiuta a capire l’entità dei problemi ma, soprattutto a  
  vedere le relazioni che legano le dinamiche delle    
  patologie.  Tali osservazioni ci aiutano a mirare le    
  strategie  terapeutiche e gli strumenti approriati. 
 
  Esempi? 
 - Miglioramento degli stili di vita nella popolazione 
   anziana con scompenso 
 - Maggiore focalizzazione sulla comorbosità 
 - Evitamento di test inappropriati….siamo tutti unici 
    ma  condividiamo molti meccanismi     
    fisiopatologici. 
 
 



Affrontare il problema 

Staging and treatment  





Avere un atteggiamento legato alla “targeted-therapy”: 
 
-  Ci obbliga ad una maggiore attenzione al singolo     
   paziente  
-  Ci obbliga ad un atteggiamento più competente e       
   attento alla valutazione di parametri che dobbiamo    
   considerare 
-  Ci permette di utilizzare gli strumenti, tecnologici e  
   non, in modo maggiormente appropriato e sostenibile 



Affrontare il problema 

Instruments.. “On the go”  





We did, however, observe a significant interaction with 
age, the allcause mortality benefit being seen in patients 
,75 years but not in those aged ≥75 years. One 
explanation for the lack of mortality benefit in the older 
cohort could be that increases in the dose of some drugs 
were less overall than in ,75 year old patients. It is 
conceivable,  based on results from the PROTECT study, 
that elderly patients will exhibit benefit with more 
gradual, careful up-titration of medications according to 
BNP/NT-proBNP levels than younger patients. 

Gruppo totale <75 

>75 



6.3. Biomarkers: Recommendations 

 
A. Ambulatory/Outpatient 
 
Class I 
1. In ambulatory patients with dyspnea, measurement of BNP 
or N-terminal pro-B-type natriuretic peptide (NT-proBNP) is 
useful to support clinical decision making regarding the 
diagnosis of HF, especially in the setting of clinical  
uncertainty. (Level of Evidence: A) 
2. Measurement of BNP or NT-proBNP is useful for 
establishing prognosis or disease severity in chronic HF.(Level 
of Evidence: A) 
 
Class IIa 
1. BNP- or NT-proBNP–guided HF therapy can be 
useful to achieve optimal dosing of GDMT in select 
clinically euvolemic patients followed in a wellstructured HF 
disease management  program. 
(Level of Evidence: B) 
Class IIb 
1. The usefulness of serial measurement of BNP or 
NT-proBNP to reduce hospitalization or mortality in 
patients with HF is not well established.  
(Level of Evidence: B) 
2. Measurement of other clinically available tests 
such as biomarkers of myocardial injury or fibrosis 
may be considered for additive risk stratification 
in patients with chronic HF. (Level of Evidence: B) 

B. Hospitalized/Acute 
 
Class I 
1. Measurement of BNP or NT-proBNP is useful to support 
clinical judgment for the diagnosis of acutely 
decompensated HF, especially in the setting of uncertainty 
for the diagnosis. (Level of Evidence: A) 
2. Measurement of BNP or NT-proBNP and/or cardiac 
troponin is useful for establishing prognosis or disease 
severity in acutely decompensated HF  (Level of Evidence: A) 
 
Class IIb 
1. The usefulness of BNP- or NT-proBNP–guided therapy for 
acutely decompensated HF is not well established. (Level of 
Evidence: C) 
2. Measurement of other clinically available tests such 
as biomarkers of myocardial injury or fibrosis may be 
considered for additive risk stratification in patients 
with acutely decompensated HF. (Level of Evidence: A) 



Non invasive imaging 



Class IIa 
Sodium restriction is reasonable for  patients with symptomatic HF to reduce congestive symptoms. 

(Level of Evidence: C)  
 
Class IIa 
Continuous positive airway pressure can be beneficial to increase LVEF and improve functional status 

in patients with HF and sleep apnea.393–396 (Level of Evidence: B) 
 
Class I 
Exercise training (or regular physical activity) is recommended as safe and effective for 
patients with HF who are able to participate to improve functional status.  
(Level of Evidence: A) 
 
Class IIa 
Cardiac rehabilitation can be useful in clinically stable patients with HF to improve 
functional capacity, exercise duration, HRQOL, and mortality.404,406–411 
(Level of Evidence: B) 

Nonpharmacologic interventions 



Affrontare il problema 

Treatment in time 









Affrontare il problema 

Prognosis…heart perspective 











Affrontare il problema 

Prognosis…geriatric perspective 









Senza dimenticare… 
     …se possibile 







Affrontare il problema 

Ipotesi prossime 



















Ipotesi prossime… 
 
               …ricordando la prudenza 






