
Feras Bader, MD, MS, FACC

Associate Professor of Medicine

Director, Advanced Heart Failure and Transplant

Cleveland Clinic Abu Dhabi

Co-Chairman, The International Heart Failure Working Group of  the 

American College of Cardiology (Middle East) 

A NEW CLASS OF HEART 

FAILURE THERAPY-

LESSONS LEARNED 



Heart Failure Therapy in 1950’s

• Digitalis

• Diuretics (NH4Cl, Organic Mercurials)

• Strict bed rest, sedation, O2

• Low calorie, low Na diet (200-400 mg/day)

Harrison TR. HPIM 1sted., 1950 (Courtesy: Eugene Braunwald)
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Why is the NYHA class limited?

• It is subjective! The more information you obtain, the more precise it will be.

• It is momentary! Patients have variable NYHA classes depending on their state of compensation. 
Labeling someone as a specific NYHA means that most of the time is lived in it.

• It is collective! Patients under one class can have many profiles of physical exam, laboratory, 
imaging, and hemodynamic findings. 



Therefore, it is critical that more parameters are used 

to verify, confirm, or perhaps revise our NYHA 

designation.



In Cleveland Clinic Abu Dhabi, For the First 400 

Patients:

• NYHA I: 10%

• NYHA II: 57.5%

• NYHA III:   30%

• NYHA IV: 2.5%



In Cleveland Clinic Ohio, for almost 10,000 patients:

• NYHA I: 10%

• NYHA II: 

• NYHA III:

• NYHA IV:  15%

75%



What should “UnStable” mean in HF?

• Death!

• HF Hospitalizations.

• ED visits?

• Frequent outpatient visits?

• Frequent outpatient adjustments? (not titrations).

• How bad the physician feels about the patient 
(abundance of poor prognostic factors). 

• Or, how poorly the patient feels (quality of life).
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How do we evaluate  “stability”? 

How do we predict “instability”?
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Hospitalizations

5 Miller L, Guglin M. Patient selection for ventricular assist devices: A moving target. J Am Coll Cardiol. 

2013;61:1209-21.



So hospitalizations are bad, but it is certainly not the 

end of the story, especially in an era where everyone 

wants to reduce the burden of hospitalizations.



• This is an analysis of 115,245 Medicare patients comparing those 
admitted with HF before the HRRP (2006-2010) and after the penalty 
phase (2012-2014); at 416 US hospitals enrolled in the “Get with the 
Guidelines HF Registry.

• It examined the association between the HRRP and outcomes 
(readmissions and mortality) at 30 days and 1 year. 



• The 30-day risk-adjusted readmission rate declined from 20.0% before the HRRP 

implementation to 18.4%in the HRRP penalties phase (p<0.001)

• The 30-day risk-adjusted mortality rate increased from 7.2%before the HRRP 

implementation to 8.6%in the HRRP penalties phase (p<0.001)

• The 1-year risk-adjusted readmission rate declined from 57.2%to 56.3% (p<0.001)

• The 1-year risk-adjusted mortality rate increased from 31.3%to 36.3% (p<0.001)



A Few Lessons from PARADIGM-HF 
• When stratified by previous hospitalizations (< 3months, 3-6 months, 6-12 months, 

>12 months, never); more recently hospitalized patients had a higher risk.

• In the most “stable” patients “without prior HF hospitalization”, 20% experienced a 

primary endpoint of CV death or heart failure (HF) hospitalization, and 17% died 

during the trial. About 30% of those were SCD. 

• In the least “stable” patients “hospitalization within 3 months”, 29% experienced a 

primary end point, and 19% died during the trial. 

• Efficacy of sacubitril-valsartan didn’t differ according to history of hospitalization. 

JACC HF 2016; 4(10): 816-22 
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• Intensification of outpatient HF therapy was included in an expanded composite 

outcome with ED visits, HF hospitalizations, and CV deaths.

• There was a total of 4.3% with OP intensification of therapy and no subsequent event, 

1% with ED visits and no subsequent event, and 13.2% with HF hospitalization and no 

preceding event (out of a total of 8399)
Okumura N, et al. Circulation 2016;133:2254-2262



• Compared to patients with no events, the risk of death was similar among all manifestations of 
worsening (OP intensification, ED visits, HF hospitalizations)

• The expanded composite added 14% more events and shortened time to accrual of of events.

• The benefit of sacubitril/valsartan over enalapril was similar to the primary outcome for the 
expanded composite (HR 0.79; 95% CI, 0.73–0.86)









Benefits of Sacubitril-Valsartan vs. Enalapril

According to Baseline BP 

• Those with a SBP ≤100 mmHg had worse outcomes, although there was no clear 
objective evidence of worse disease (EF, eGFR, NPs,..etc).

• Despite worse outcomes with low BP, rates were lower using sacubitril-valsartan 
compared to enalapril. The benefit was seen across all BP subgroups. 

• The “absolute” benefit was greater in patients with lower (compared to higher) baseline 
BP.  



Summary
• Heart failure is associated with significant mortality, morbidity,  and poor quality of life.

• Stability in HF is relative. There is no absolutely “stable” HF patient. 

• It is critical that objective parameters are used to follow patients. These parameters 

have to be diverse and comprehensive.

• Hospitalizations are very important. However, by the time they occur during the course 

of therapy, it is already a very “unstable” course!

• Seemingly “sick” HF patients can still benefit from appropriate medical therapy. 



Thank you


