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e Most relevant news

» Diagnostic tools for HF

» Invasive therapy in chronic systolic HF

> Treatment of acute HF
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« Diagnostic tools for HF - |

» MR-proANP (mid-regional Pro-A-Type natriuretic peptide)
» In the acute setting (acute HF or worsening of symptoms) was
shown to be non-inferior to BNP and NT-proBNP

» Exclusion cut-off point of 120 pmol/L vs 300 pg/ml (NT-proBNP) or
100 pg/ml (BNP) Maisel A et al.,J Am Coll Cardiol. 2010

» TT Echo is still recommended as the first-line imaging investigation in
pts with suspected HF ... but a new impetus was given to other echo
methods and to other different imaging modalities ...
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i : : _ Value in diagnosis of
Diagnostic tools for HF - Il HF-PEjF2

» Diastolic stress testing — emerging procedure ...
» Identification of HF with PEJF in pts with HF, symptoms during
physical activity, normal EjF and inclonclusive diastolic function
parameters at rest (Nagueh SF et al, Eu J Echocardiogr 2009)

» The relative value and place of CMR, CT angiography and nuclear
techigues were commented and discussed. The value of CMR in

particular was recognized ...
» High quality images
» Assessement of congenital heart disease, cardiomyopathies,
inflamatory and infiltrative conditions

» Growing role in the evaluation of ischaemia and viability
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Diuretics to relieve symptoms/signs of congestion®
+

ACE inhibitor (or ARB if not tolerated)®

« Pharmacological
treatment of chronic
systolic HF - |

ADD a beta-blocker®

» lvabradine - a drug that o oot
inhibits the If (f is for “funny) and ‘
reduces cardiac pacemaker —
activity, slowing the heart rate, ?

< Sinus rhythm and HR 270 beats/min?__—>

)8

and allowing more time for
blood to flow into the
myocardium.

> Is now recommended in HF
pts with reduced EjF (< 35%)
treated with ACE-I (or ARB)

Y

plus a beta-blocker (BB) plus | '
a MR antagonist, if the pt
remains symptomatic (class

Il to IV NYHA) and is in SR ©
with a HR = 70 bpm. BB oo i 7




Other treatments with less-certain benefits in patients with symptomatic (NYHA class I1-1V) systolic heart failure

Recommendations Class® Level® Ref€

ARB

Recommended to reduce the risk of HF hospitalization and the risk of premature death in patients with an EF <40%

and unable to tolerate an ACE inhibitor because of cough (patients should also receive a beta-blocker and an MRA). e

Recommended to reduce the risk of HF hospitalization in patients with an EF <40% and persisting symptoms (NYHA
class II-1V) despite treatment with an ACE inhibitor and a beta-blocker who are unable to tolerate an MRA¢

110, 111

Ivabradine

Should be considered to reduce the risk of HF hospitalization in patients in sinus rhythm with an EF <35%, a heart rate
remaining 270 b.p.m., and persisting symptoms (NYHA class II-IV) despite treatment with an evidence-based dose of
beta-blocker (or maximum tolerated dose below that), ACE inhibitor (or ARB), and an MRA (or ARB):

May be considered to reduce the risk of HF hospitalization in patients in sinus rhythm with an EF <35% and a heart
rate 270 b.p.m. who are unable to tolerate a beta-blocker. Patients should also receive an ACE inhibitor (or ARB)
and an MRA (or ARB) ¢

Digoxin

May be considered to reduce the risk of HF hospitalization in patients in sinus rhythm with an EF <45% who are
unable to tolerate a beta-blocker (ivabradine is an alternative in patients with a heart rate 270 b.p.m.). Patients should
also receive an ACE inhibitor (or ARB) and an MRA (or ARB).

S —

May be considered to reduce the risk of HF hospitalization in patients with an EF <45% and persisting symptoms
(NYHA class II-1V) despite treatment with a beta-blocker,ACE inhibitor (or ARB),and an MRA (or ARB).

H-ISDN

May be considered as an alternative to an ACE inhibitor or ARB, if neither is tolerated, to reduce the risk of HF
hospitalization and risk of premature death in patients with an EF <45% and dilated LV (or EF <35%). Patients should 114,115
also receive a beta-blocker and an MRA.

May be considered to reduce the risk of HF hospitalization and risk of premature death in patients in patients with an
EF <45% and dilated LV (or EF <35%) and persisting symptoms (NYHA class [I-IV) despite treatment with a
beta-blocker, ACE inhibitor (or ARB), and an MRA (or ARB).

An n-3 PUFA' preparation may be considered to reduce the risk of death and the risk of
cardiovascular hospitalization in patients treated with an ACE inhibitor (or ARB),
beta-blocker, and an MRA (or ARB).




-’.f‘ Primary composite outcome

Cardiovascular death or HF hospitalization

Events (%)

40 =
—— vabradine standard therapy + placebo n=937 (29%)
- Placebo 180/
304 HR = 0.82 (0.75-0.90) N 0
20 =

standard therapy + Ivabradine n=793 (24%)

10 -

RR = 0.82 [95% IC 0.75-0.90] p<0.0001
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Swedberg K, et al. Lancet. 2010;online August 29.
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HF hospitalizations

cumulative frequency (%)

S0 standard therapy + placebo

HR =0.74 (0.66-0.83)

P < 0.0001 672 pts — 21%

-26%
20 = (RRR)
standard therapy + Ivabradine
10 - 516 pts — 16%
0 | | | | |
0 6 12 18 24 30
Meses

Swedberg K, et al. Lancet. 2010;online August 29.
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HF mortality
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’\8 = Placebo P=0.014
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Swedberg K, et al. Lancet. 2010;online August 29.



NHS
National Institute for
Health and Clinical Excellence

NICE thumbs up for Servier's heart drug Procoralan
UK NEWS | AUGUST 07, 2012

Servier's ivabradine has won the backing of cost regulators for the National Health
Service in England and Wales as an option for patients with chronic heart failure
(CHF). The National Institute for Health and Clinical Excellence has published draft
guidelines this morning (Tuesday) recommending the use of Procoralan
(ivabradine) as an option for people with CHF

Cost effective for NHS
Clinical trials of ivabradine have demonstrated the drug's ability to reduce mortality

and improving quality of life in patients with some types of chronic heart failure.
This, coupled with its relatively low cost of £40.17 per 56-tablet pack, led the NICE's
Appraisal Committee to agree that the incremental cost for the drug is likely to be
around £8,500 per QALY (quality adjusted life year), and that it is therefore likely to
represent value for money as an option to treat CHF.

Note: a cost < £20,000 per QALY, is considered by NICE as cost-effective



http://www.nice.org.uk/
http://www.nice.org.uk/
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 Pharmacological treatment of chronic systolic HF - |

> lvabradine ...

Only 26% of pts were , however, on
full-dose BB and so Ivabradine
should not be added before BB

dosing is optimized
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 Pharmacological treatment of chronic systolic HF - Il

» Indications for mineralocorticoid receptor antagonists (MRAS)
are expended as new evidence with eplerenone sounds
relevant (EMPHASIS-HFY)

« The available evidence-datal favours the consideration that the benefits
of MRAs probably extend to all pts with systolic HF

« MRAs are recommended in all pts who remain with symptoms on therapy
with ACE-i (or ARB) plus BB (plus diuretic if needed)

1 Zannad et al. N Engl J Med 2011;364: 11-21; 2 Pitt B et al, N Engl J Med 1999;341: 709-717;
3 Pitt B et al. N Engl J Med 2003;348: 1309-1321



Eplerenone in Patients with Systolic Heart Failure
and Mild Symptoms
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« Pharmacological treatment of chronic systolic HF - lll

» The use of intravenous iron therapy in iron-deficient pts was a
discussion point for the Task Force

Only a single trial*, with small number of pts, short-term follow-up and “soft”
endpoints....... No class and level grading for this therapy in the guidelines

> HF with preserved EjF YIRS

No drugs has received a recommendation (no drug has been shown to
date, to improve outcome significantly in this population)

« *Anker SD et al. N Engl J Med 2009;361 (25): 2436-48
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* Invasive therapy in chronic systolic HF - |

> Cardiac resynchronization therapy (CRT) in chronic
systolic HF

» New indication for CRT in pts with mild symptoms
» More “certains” about the effect of CRT

» Pts with LBBB QRS morphology and in SR have the greatest
benefit from CRT

Gap in - |> Pts with a non-LBBB QRS morphology and pts in AF have less
evidencel | certain benefit



Cardiac-Resynchronization Therapy for the Prevention
of Heart-Failure Events

Arthur J. Moss, M.D., W. Jackson Hall, Ph.D., David S. Cannom, M.D., Helmut Klein, M.D., Mary W. Brown
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Cardiac-Resynchronization Therapy
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Recommendations for the use of CRT where the evidence s strong—patients in sinus rhythm with NYHA functional class
Il and ambulatory class IV heart failure and a persistently reduced ejection fraction, despite optimal pharmacological

therapy

Recommendations

LBBB QRS morphology

CRT-P/CRT-D is recommended in patients in snus rhythm with a QRS duration of 2120 ms, LBBB QRS morphology, (& 156,157

and an EF <35% who are expected to survive with good functional status for > year,to reduce the risk of HF

hospitalization and the risk of premature death.

Non-LBBB QRS morphology

CRTPICRT-D should be considered in patients in sinus rhythm with a QRS duration of 2150 ms,irrespective of QRS 156,157
morphology, and an EF <35%, who are expected to survive with good functional status for > year,to reduce the risk
of HF hospitalization and the risk of premature death.

CRT-D = cardiac resynchronization therapy defibrilator; CRT-P = cardiac resynchronization therapy pacemaker, EF = ejection fraction; HF = heart failure; LBBB = left bundle
branch block; NYHA = New York Heart Association.

“Class of recommendation.

"Level of evidence,

“References.



Recommendationsfor the use of CRT where the evidence s strong—patients in sinus rhythm with NYHA functional class
|l heart failure and a persistently reduced ejection fraction, despite optimal pharmacological therapy

Recommendations
LBBB QRS morphology
CRT, preferably CRT-D s recommended in patient..sinus thythm with a ORS duration of 2130 s, B33 ORS 154,155

morphology,and an EF <30% who are expected to survive for >| year with good functional statusto reduce the risk
of HF hospitalzation and the risk of premature death

Non-LBBB QRS morphology

CRT, preferably CRT-D should be considered in patients i sinus rhythm with a QRS duration of 2150 mirespecive o 154,155
of QRS morphology, and an EF <30% who are expected to survive for > year with good functional status, o reduce | =S

the risk of HF hospitalization and the risk of premature death

CRT-D = cardia resynchronization therapy defbrillator; EF = efection fraction; HF = heart aure; LBB = left bundle branch block; NYHA = New York Heart Association.

#Class of recommendation.
"Level of evidence.
References.
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* Invasive therapy in chronic systolic HF — |l

» Transcatheter aortic valve implantation (TAVI) emerge in the
guidelines as an alternative for severe aortic stenosis in patients

unsuitable for surgery

» PARTNER B Trial (TAVI vs MT in inoperable pts with symptomatic AS) — all
cause death < 44%; cardiac death < 37% (Leon MB et al, NEJM 2010)

» PARTNER A Trial (TAVI vs SAVR in high risk pts with symptomatic AS) — = all

cause death rates and = AVA and mean Ao gradients after 2 years (Smith CR et al,
NEJM 2011)

» TAVI is superior to MT and non-inferior compared with SAVR

» TAVI alleviates symptoms and improves health-related ~='====ared with

standard MT
Low and high-risk pts: what

» Indication: high risk for surgery! are the limits?



EXPRESS FROM THE

8y

THE OFFICIAL Impact of the new
MD/\ﬁCONFERENCE PEER-REVIEWED HIGHLIGHTS recommendations on clinical

practice

TAVI: 10 Years after the

CONGRESS

2012

First Case

Bernard Prendergast (UK)
B. Lung (F)
M. Thomas (UK)

« TAVI should be considered for pts with indication for AVR who are high risk
for SAVR

« Risk assessment is a key issue! How to evaluate the risk?
» Risk scores in pts with AS have limitations
» A better definition of contraindications to SAVR is needed
» There is a need for better identification of pts who should not have any intervention

» Clinical judgment through a multidisciplinary approach is essential for optimal patient
selection

“Adoption of these new therapies should be based primarily on clinical outcome data
rather than on enthusiasm, finances and healthcare systems...”



ESC GUIDELINES

an Heart Journal

d0i:10.1093/eurheartj/ehs 104

ESC Guidelines for the diagnosis and treatment
of acute and chronic heart failure 2012

The Task Force for the Diagnosis and Treatment of Acute and
Chronic Heart Failure 2012 of the European Society of Cardiology.
Developed in collaboration with the Heart Failure Association (HFA)
of the ESC

Invasive therapy in chronic
systolic HF — I

>

New information on coronary
revascularization in systolic HF
may also change our practice.

STICH trial

>
>

YV V V

Y VYV

1212 pts (88% males), Fe] < 35%
2-vessel (31%) or 3-vessel (60%)
CAD

68% severe proximal LAD stenosis
Angina class O, I, Il — 95%
HF NYHA class |, Il, 1l = 97%

MT vs CABG + MT
Median Fup: 56 months
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Coronary-Artery Bypass Surgery in Patients
with Left Ventricular Dysfunction
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Figure 2. Kaplan—Meier Curves for the Probability of Death from Cardiovas-
cular Causes and of Death from Any Cause or Hospitalization for Cardiovas-
cular Causes.

CABG denotes coronary-artery bypass grafting.
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Recommendations Class? Level® Ref €

CABG is recommended

for patients with angina and
significant left main stenosis,
who are otherwise suitable
for surgery and expected to
survive >| year with good
functional status, to reduce the

> the |ndlcat|0n for risk of premature death.
CABG was extended CABG is recommended

for patients with angina and

tO “STICH_Iike” two- or three-vessel coronary

disease, including a left
patlentS anterior descending stenosis,
- who are otherwise suitable
for surgery and expected to
survive >1| year with good
functional status, to reduce
the risk of hospitalization for

cardiovascular causes and the

cardiovascular causes.

191

Alternative to CABG:

PCl may be considered as
an alternative to CABG
in the above categories of
patients unsuitable for

. surgery.

CABG and PCIl are NOT
recommended in patients
without angina AND without
viable myocardium.




* Invasive therapy in chronic systolic HF — IV

M?Cha_nicad Ci':CU|at0ry support with L\_/AP IS Recommendations for surgical implantation of LVADs
being increasingly used as a “destination jj patients with systolic heart failure

therapy” in pts with end-stage HF not

eligible for transplantation (as an alternative Recomimendstion
to it), to Improve symptoms and reduce the A
risk of HF hospitalization and of premature et s salaeiac
death. patientsd with end-stage HF ,
despite optimal pharmacological |
Table 25 Patients potentially eligible for implantation and device treatment and who
: : i are otherwise suitable for heart 254,255,
of a ventricular assist device transplantation, to improve 258

symptoms and reduce the
risk of HF hospitalization for
Patients with >2 months of severe symptoms despite optimal medical worsening HF and to reduce

and device therapy and more than one of the following. the risk of premature death
while awaiting transplantation.

* LVEF <25% and, if measured, peak VO, < 12 mL/kg/min B DVAER St s orliierad
in highly selected patientsd who
have end-stage HF despite
optimal pharmacological and
device therapy and who are
not suitable for heart

* Progressive end-organ dysfunction (worsening renal and/or transplantation, but are
hepatic function) due to reduced perfusion and not to inadequate SApecRg o3 vk =1 Yo

: ' with good functional status, to
ventricular filling pressure (PCWP 220 mm Hg and improve symptoms, and reduce

SBP <80-90 mmHg or Cl <2 Limin/m?) the risk of HF hospitalization
and of premature death.

+ 23 HF hospitalizations in previous 12 months without an obvious
precipitating cause

* Dependence on i.v. inotropic therapy

* Deteriorating right ventricular function
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* News in the treatment of acute HF

» Nesiritide was shown to improve symptoms when added to conventinal
treatment (mainly diuretic) and is mentioned as an option (if available)
when a intravenous dilator is needed.

» Levosimendan is only mentioned briefly as a potentially inotrope if it is
necessary to counteract the effect of a beta-blocker. Its efficacy and
safety remains uncertain.

* The use of nitrates to treat acute HF was downgraded from a
recommendation class I, level of evidence A (based on acute
haemodynamic effects) to a class lla, level of evidence B (reflecting the
higher emphasis placed on symptoms, hospitalization and mortality).
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The Task Force for the Diagnosis and Treatment of Acute and
Chronic Heart Failure 2012 of the European Society of Cardiology.
Developed in collaboration with the Heart Failure Association (HFA)
of the ESC

« The new ESC Guidelines presented important changes in
the management of HF which surely will have a significant
Impact on clinical practice.

* Nonetheless some practices may continue to be
economically unsuitable in some countries.
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