HEART FAILURE

DRUG DEVELOPMENT AT THE CROSSROAD
Brescia (Italy), September 01-02, 2016
Highlights
Introduction

Prof. Nodari and Prof. Memo, the Chairmen of the
Symposium, opened the congress by highlighting
the scientific level of the meeting, they then
HEART FAILURE passed on to present the program of this meeting,

DRUG DEVELOPMENT AT THE CROSSROAD

BRESCIA, 1 - 2 SEPTEMBER 2016 by stressing the point that this is the first Master
course in Cardiology running in Brescia in
collaboration with the University of Chicago
represented by Prof. Gheorghiade. The speakers
concluded their talk by introducing the lecture on
Drug development in Heart Failure Disease and their colleague: Prof. Gheorghiade from
Chicago (USA).
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Drug Development for Worsening Heart

Failure: Unmet Need

IR ot Eallure at Crosstoad Prof. Gheorghiade from Chicago, (USA), in his lecture about
the drug development for worsening Heart Failure, pointed
out the increase of people suffering from HF and despite of
drugs used for HF treatment, the majority of these patients
are worsening. Most patients have normal blood pressure
levels, without any particular Chronic Heart Failure:
complication at discharge, but Unmet Need
despite of this we have a very : e

high post- discharge mortality
rate, between 15% and 30%. The speaker pointed out the fact that this
result is unacceptable, also taking into account that a lot of money
has been spent in drug development in the last past years. Prof.
Gheorghiade went onto present
published data from the main
scientific papers on the new
strategies to be implemented in
new drug development. In his
conclusion the speaker pointed at
the importance of starting
immediately and working into the
future, putting the heart at the
core of ”Heart Failure” and
working on myocytes and their
metabolism.

e Why do we have no new drugs for this condition despite a lot of time and
money that we have spent?

e What does putting the Heart at the core of Heart Failure mean?

e How is it possible to go on with myocardial recovery?

e Which are the main metabolic abnormalities in the myocardium tissue?

e How important is targeting Mitochondria in HF treatment strategy?

e Which are the main Mitochondrial Functions in the Health and Diseased
Myocardium?
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Clinical Profile and Prognostic Value of Blood Pressure.

SBP at admission - predictor Dr. Antohi from Bucharest, Romania, talked about this topic,
| formortaly underling the importance of monitoring the SBP changes in
hospitalized patients, in order to stratify patients in a mortality risk
ratio in post discharge time. The speaker presented

the hypotesis, rationale, objectives and methods SBP after hospitalization
given for this posthoc analysis of the ASTRONAUT
trial, more in particular of the patients enrolled in \ W
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the study placebo arm. The main expected result of this analysis is the linear
relationship between SBP and outcome/quartile variation of correlation with
outcome. In conclusion of this presentation Dr. Anthoi also presented the main
clinical implications linked with this hypotesis.

— Miveatiyesr — Died3-12 months — Died <3 months

e What are the SBP levels to be achieved in HF patients?

e What are the main clinical implications of the posthoc analysis of placebo arm
in ASTRONAUT trial?

e What are the methods of analysis performed in the posthoc ASTRONAUT trial
analysis?

e What are the expected results?
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Prognostic Value of Clinical Congestion

Dr. Coiro from Perugia, Italy (I) presented his hypothesis on the

correlation between pre-discharge assessment of congestion and
Algorithm for diagnosing heart failure: . . . . .
T dagposic et HF patients at risk of readmission. Starting from the data
Ciical hstory. g™ Samnaton publlshed in the ASTRONAUT Proposal: A Novel Pre-Discharge Assessment of
namurehcl peplides 1 | d h l' H | Cnngestinn to
(BNP, NT-proBNP) tria an the clinica I‘dentify Patier‘ns.Hnspitalized fo‘r Heart Failure at
ecmcamcgraphltc dharacteristics implications given by the Risk for Readmlsslon-tnrril;nalyms of ASTRONAUT
clinical practice, the speaker
2016 Guidalines, European Society of Cardiology talked abOUt the prOgnOStiC Aim: to assess the accuracy of a novel pre-discharge

assessment of congestion (i.e. a scoring system including

value of the residual clinical congestion in HF patients. In
order to better identify the role of congestion in predicting
the outcome of these patients, Dr. Coiro presented the
framework of a new posthoc analysis of the ASTRONAUT
trial data. The aim of this analysis is to assess the accuracy of a novel pre-discharge assessment
of congestion for predicting readmission for HF.

orthopnea, pedal edema, and NT-proBNP) for predicting
readmissions for HF.

e What are the main topics of the planned methodology?

e What is the correlation between congestion and natriuretic peptides?

e What would be the prognostic value of the Residual Clinical Congestion?
e What are the aims of this posthoc analysis?
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Prognostic Significance of Serum Sodium Trajectory among
Patients Hospitalized for Worsening Chronic Heart Failure
Enrolled in ASTRONAUT Trial

Specific Aim: Dr. Correale from Foggia (1) addressed this topic pointing out
the importance of treating patients with hyponatremia,
suffering from HF. The speaker presented the project of a
posthoc analysis of
hyponatriuremic  patients
enrolled in the (1) I’T'im'..u'_\' Predittm': r.fn'ur__-.;c in serum Na level from
baseline to I month post-randomization.

ASTRONAUT trial. With the

aim to determine the
prognostic significance and the clinical profile of post-
discharge serum sodium trajectory among patients
hospitalised for worsening chronic heart failure enrolled in
the ASTRONAUT trial, Dr. Correale described the study
methods and the expected results of this study.

Hypothesis section:

e What are the proposed methods of analysis in the posthoc study?
e What is the main Hypothesis of this posthoc study, presented by the speaker?
e What are the study endpoints?
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Prognostic Significance of Heart Rate.

Dr. Diingen from Berlin, Germany talked about this topic and
its impact on disease progression. The speaker started his
speech by pointing out how easy it is to take the pulse rate, but
at the same time how under evaluated this measure is. In his
speech Dr. Dingen presented a study project based on a
posthoc analysis of 948

ASTRONAUT HHF patients Objectives

Association of heart rate with outcomes

that are not in atrial fibrillation/flutter or are not  lrecwinmcmanmmnamomins
Arge Fhase
pacemaker dependent. The Heart Rate levels, analysed in gyt toniorconinaus e fote change (70mnnd
. . . . * To describe All-Cause Mortality by Baseline and 1-Month Follow-up Heart Rate
this group of patients, seems to be an easily accessible s "
. . . " orpiaand i oftr mislssb oo T Seoeer
therapy target which would improve the outcome in +Tocompars ptints with s ehyihm and it ilaton

patients hospitalized for HF, the speaker pointed this out
as the conclusion of his presentation.

e What are the main associations between heart rate and outcomes?

e What are the main correlations between HF and HR in hospitalized patients?

e In ASTRONAUT trial does heart rate on admission correlate with all-cause of
mortality?

¢ In the ASTRONAUT trial there was a correlation between HR at discharge and
mortality at 100 days?

e In the ASTRONAUT trial what is the main correlation between hospitalized
patients for HF and atrial fibrillation?
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Interventional treatment of Heart Failure.

Prof. Romeo from Rome (Italy) in his presentation talked about
heart failure and its interventional treatment. Starting from the
main topics linked with the prevalence of disease and its mortality
rate, the speaker stressed the
epidemic status of HF in the
world despite the
pharmacological tools developed
in last 20 years. In order to
better understand this phenomenon, Prof. Romeo went deep
into describing one of the main important diseases
responsible for the future development of HF: the mitral
regurgitation. A very underestimated disease, the speaker

pointed out and one of the main causes of HF as its natural
- 25% of march 2015, 1+ evolution. The main part of the lecture was spent in describing

patient treated

¢ ransapical approach the interventional techniques applied in the treatment of MR:
* Ischemic cardiomyopathy

+ No sdracorpored the Mitraclip technique. Finally, Prof. Romeo presented data

irculation
" 2meneofiolowe ood - taken from his clinical experience, the so called MitraClip
residual mitral regurgitation

ismmigovorenden. Therapy: Tor Vergata Experience. The speaker concluded his

significant clinical benefir,
characterized by

mroemencnympoms. |@cture presenting data about the first-in-man Trans-catheter
mitral valve implantation, performed by his team at Tor Vergata

quality of life
J Cardiovasc Med (Hagerstown). 2016 Feb;17(2):85-91. H oS p 1 t a l .

Transcatheter mitral valve repair technology under development

e What are the main demographic data of the Mitraclip therapy: Tor Vergata
Experience?

e What are the main results obtained with MitraClip technique in Tor Vergata
Hospital?

e What are the main data presented by the speaker about the implantation of a
mitral valve via the Transapical approach at the Tor Vergata Hospital in 2015?
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Round Table on ‘Drug Development for Heart Failure: Unmet

Needs.”

Chronic Heart Failure: A very interesting round table has been performed in
Unmet Need connection with people from around the world. Prof.
Gheorghiade started his intervention, pointing out the very big
problem, that is: worsening heart failure, despite the billions
of dollars spent in non-sense-clinical trials gaining no results in
terms of better outcome for patients with HFpEF. What is the
issue? The meeting started when Prof. Gheorghiade proposed
this question to his colleagues that took part in this round
table. One point highlighted by all the speakers was linked
with the necessity to grow awareness around this entity: the worsening chronic heart failure,
as a new disease which is very different from the classic heart failure syndrome. The One big
dream: have the right specific drug for a specific disease. The drugs delivered till now are
capable of relieving the symptoms, but the underlying disease goes forward without being
stopped. The key point is to study the causes which determine the progression of the disease
and deliver drugs capable on acting on these causes. One other big issue discussed in the
meeting, dealt with the necessity to select the right site to be included in the clinical studies.

e What is worsening Heart Failure, is it dealing with worsening of symptoms or
with worsening of the mechanism of disease?

e How do we increase public awareness of the disease, or more specifically
pointing to the public payers?

e How to define from a regulatory point of view, Chronic Heart Failure as a new
entity of disease?

e How to deliver new drugs acting at the metabolic myocytes level?

e How to characterize Heart Failure patients from a phenotyping and a
genotyping point of view?

e How to perform the site selection for clinical trial in chronic heart failure?
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Relation of Magnesium Serum Level and Outcome.

D r. Leone from Bari, Italy, spoke about the relationship between
Magnesium serum levels and the outcome in terms of HF
patient’s mortality. The speaker presented data taken from AHF
studies, in order to
demonstrate the relationship
between  high  magnesium

Sl < + Datawe collected so far in acute HF suggest that magnesium therapy

Background

Discussion

Serum level and mortality rate in this patients population does not improve cutcomes.

in H F patients' With the = If data from ASTRONAUT showed that magnesium is a marker for
intention to go deeper in this relationship, Dr. Leone o ot i o ot ot o e
presented a new pOSthOC analysis prOjeCt, by USing the adding ather drugs that are known to Imprave outcomes in this

group of patients.) and a claser follow-up

ASTRONAUT published data. The main endpoint is to
understand if magnesium serum levels could be a target for
therapy in HF patients or not.

e What is the relationship between magnesium serum levels and mortality rate in
HF patients enrolled in EVEREST trial?

e What is the correlation between magnesium serum levels and acute heart
failure?
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Changes in Renal Function During Hospitalization and Soon
After Discharge and Outcomes.

Dr. Monitillo from Bari, Italy, spoke about the relationship
e e between renal function and HF hospitalization. More in
particular the speaker
addressed the topic of the w
correlation between

magnesium serum levels and
the outcome of patients
hospitalized for Acute Heart
Failure. The data taken from
literature are controversial and in order to have a better . ......0 .. ... ...
understanding whether or not there is such a correlation, Dr. Cretrro izt
Monitillo presented a new posthoc analysis project, by using the ASTRONAUT published data.
The main endpoint is to describe characteristics and outcomes of HHF patients with reduced EF
in respect to early post-randomization SCr trajectory and the occurrence of WRF.

e What is the relationship between renal dysfunction and heart failure?

e How can renal function during hospitalization in patients admitted for
worsening heart failure change?

e What is the Aliskiren’ effect on postdischarge mortality in patients hospitalized
for heart failure?

e Is worsening heart failure an ominous prognostic sign in patients with Acute
Heart Failure?
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Clinical Profile and Prognostic Value of Anemia at Discharge.
Dr. Petroni from L’Aquila, Italy, presented data on the relationship

Prevalence Of Anemia in HF patients

e e e e o between anemia and the outcome of patients with heart failure.
e Patients with HF are also prone to develop an Iron Deficency, the
T speaker pointed out and the presence ,

i e o e of iron deficiency can put the HF o i Ciein e

kidney disease in both acute and chronic HF populations,
Anemic patients ware older, with mere comorbidities, prior revascularization

B e i et o oot e s patient at a higher risk of mortality.

Another point the speaker highlighted it
concerns  about the correlation )
between quality of life and presence of anemia in patients with HF.
Based on these data Dr. Petroni presented a new posthoc analysis
project, by using the ASTRONAUT published data. The main

endpoint is to investigate the correlations between quality of life and anemia in patients with
HF.

¥i-Da Tang Heart Fail Rev (2008) 13:387-392

e What are the expected results of the posthoc analysis project presented by the
speaker?

e What are the key point of the relationship between Iron deficiency and HF?

e What is the prevalence of anemia in HF patients?
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Prognostic Value of Fractional Excretion of Sodium in Patients

Hospitalized for Heart Failure.

Dr. Shahbaz from Blaine, USA, presented data on this topic,
taking into account the correlation between fractional sodium
excretion and HHF patients. The speaker pointed out that FeNa is
one of the markers of diuretic
therapy. This marker is useful in

patients with acute renal failure in [k

AIMS

Rationale

order to better detect the sodium |EEESS
. . lar; le study looking into FeNa i
renal hand hng and as d :j:tiengl‘ss;;adi;::ti:tﬁ:ra‘pé antg iisfunlgzgn

with renal function and congestion

consequence, predict a new state of renal insufficiency and guide | ————————"—r—-—
the therapy. The speaker presented a new posthoc analysis |

project, by using the ASTRONAUT published data. The main
endpoint is to assess the distribution of FeNa in AHF patients in order to detect one of the
mechanisms of worsening renal function.

e What are the main analysis plan selection criteria chosen by the speaker for his
posthoc analysis?

e What are the main aims of this project presented by the speaker?

e What is the rationale of this project?
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High Sensitive Cardiac Troponin Plasma Level and Outcome

= Dr. Triggiani from Brescia, Italy, spoke about this topic, pointing
Cardiac Troponin and Outzome ADHERE gy out at the mechanism linking this biomarker to the outcome of

patients with HF. The speaker also presented data about the
main causes leading to the

release of troponin in HF D
. . . Randomization and one-month troponin data
patlents, more In parthUlar Only 1,269 (78, 6%) patients had both baseline and 1-month values
B M in those patients [EreEEaRE
hospitalized for worsening HF. The lack of data about the ..
correlation between changes in hs-cTn during oo
hospitalization and the patients risk stratification united oo

Yes Yes 313

with the lack of studies exploring the prognostic

Among patients with bazeline elevated traponin and with tropanin data at

S ign ifica n Ce Of O n go i n g Ca rd i a C inj u ry d u ri n g e a rl y p O St- 1 month, 313/518 (60.4%) had persistently elevated troponin level.

discharge period, gave the opportunity to the speaker to
implement a posthoc project using the ASTRONAUT data,
SN Ll with the intention to explore the possible association
between in-hospital Troponin elevations and the outcome in
HHF patients. In the last part of his talk the speaker presented

the main data produced in this posthoc analysis, pointing out
IIIEEEE—S———————. the importance of measuring troponin | during the vulnerable

S e 20 " phase as a practical means of risk stratification.

RESULTS: Clinical outc ine and one-month

e What is the aim of the posthoc analysis project presented by Dr. Triggiani?

e What is the correlation between Troponin changes and patients risk
stratification?

e What is the origin of the circulating troponin T?

e What are the posthoc analysis methods presented by Dr. Triggiani?

e What are the main results of this posthoc analysis, presented by the speaker?
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The Role of Biomarkers in HF

Prof. Maisel from San Diego, USA in his presentation talked

role of BNP, PCT, Troponin
and ST2. Speaking about
any of these biomarkers, he
examined in depth their main aspects as indicators of
disease and predictors of outcome. The speaker also talked
about the problems related with the different
interpretations of these biomarkers, more in particular he
spoke about the relationship between BNP and NT-proBNP
and drug therapy, the role of PCT in patients with heart

Wettersan, Maisel AIM in press

Indecision

about biomarkers in HF as a guide for clinicians. The speaker
started his lecture, highlighting the dramatic epidemic state of
HF in all the world. Based on the data published from the main
clinical studies runned on HF patients, Prof. Maisel analysed the

Clarification of Diagnosis & BNP

BNP reduces cnnlcal
mdeclsmn by ?d%

I T\

Clinical Clinieal E aluation

failure and lung infection and its role as predictor of short term mortality, the role of Troponin
Cardiac Troponins B and its meaning in acute heart failure patients, the role of

Overview and Mechanism of Troponin Release

sST2 and its strong relationship with mortality. After this very
complete review on biomarkers and their role in diagnosis and

..... et prognosis of patients with HF, the speaker concluded his

Injury Necross

Cardiac Troponin

Release
opein

.
Oegradaticn
ud Progucts

e Where do biomarkers fit in?

lecture highlighting that biomarkers can be very useful in
patients’ diagnosis but need to be used by doctors that take
care in performing physical examinations of their patients.

e What are the objectives of biomarkers testing in heart failure?
e What are the standard diagnostic biomarkers for acute heart failure?

e What is the main use for PCT in HF patients?

To reply to these and other questions just click on the link below:
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Early Drug Development in Heart Failure.

Prof. Sabbah from Detroit, USA presented very interesting data
about the future perspectives for treatment strategies in Heart
Failure. The new drugs have to be hemodynamically neutral,
targeting at first the heart, i Adenmsine AL Rekeptor Ao
producing lasting functional and gy s
structural benefits and improving = i %‘ 7.
quality of life. More in particular
Prof. Sabbah spoke about
vepoloxamer and its effect on LV function, on capadenosan, a
partial adenosine A1- receptor
SR Calcium Handiing in FF Dogs agonist and its effect in animal 2
models studies, on elamipretide, its association with cardiolipin
and its effect on mitochondrial function. In conclusion, the
speaker pointed that the new drugs for heart failure have to be
hemodynamically silent, providing added value over SOC,
translatable end- points and capable to manage comorbidities.

Early Drug Development in Heart Failure

Mitochondrion

e What is the most suitable animal model for testing drug efficacy?

e What is the effect of velopoxamer on LV function in animal model?

e What are the main hemodynamic characteristics of Capadenosan tested in dogs
with heart failure?

e What is the mechanism of action of SR Calcium handling in HF dogs?

e What is the main effect of elamipretide in HFrEF dogs?

To reply to these and other questions just click on the link below:
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Program-in-Drug-Development-for-Heart-Failure/Materiale-Multimediale ... and, after having logged
in, enter in the multimedia area.



http://www.fondazione-menarini.it/Archivio-Eventi/2016/Master-Course-on-Global-Research-Training-Program-in-Drug-Development-for-Heart-Failure/Materiale-Multimediale
http://www.fondazione-menarini.it/Archivio-Eventi/2016/Master-Course-on-Global-Research-Training-Program-in-Drug-Development-for-Heart-Failure/Materiale-Multimediale

A New Proposed Method for Heart Failure Staging.

Prof. Fedele from Roma, Italy, presented a new method for staging
HF patients. Heart Failure is a syndrome than a disease, the speaker
8§ pointed out and as a syndrome
Jl involves more organs other than the
@l heart: lungs, liver, kidneys, brain and
@ @ blood. In this view a new
classification has been implemented,
the so called HLM classification,
where H stands for Heart, L for lungs and M for malfunction of
W,  Preliminazy conclusions other organs. The speaker spent the
main part of the presentation in presenting this new method of
staging, based on AIM study, an ongoing study performed by his
medical team. In the last part of his speech, Prof. Fedele presented
also some preliminary data of this study and the prognostic power
of the HLM classification applied to these data.

Heart failure: a clinical syndrome

e What are the staging levels for each organ?

e What are the preliminary results of the AIM study?

e What is the statistical dependence’s level of HIM variables?
e What the prognostic power for each HLM variable?
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Developing Therapies for Heart Failure with Preserved

Ejection Fraction
e comn preseved Prof. Senni from Bergamo, Italy, spoke about HF with preserved

(CV dosth/H hasp)

ejection fraction, starting from the indications given by the HFpEF
trials. The speaker reviewed the results of the main clinical trials on
HF, with particular attention to the

cardiovascular event rate, the
relevance of hospitalization and
NPs. Another major point of
discussion regarded the issues
leading to the misdiagnosis of disease, as the lack of applying o
the diagnostic criteria for HFpEF present in the guidelines, in the R

Eur Heart ) 2016

trials specifically designed for this pathology. The last part of his
lecture was spent in presenting the pathophysiologic phenotype
approach for HFpEF patients, more specific for these patients and
able to open a new way: the molecular target for therapy. In
conclusion the speaker pointed to the importance of this new
approach able to identify targeted therapies for heart failure
phenotypes, instead of the old “one-size-fits-all” approach.

HFpEF: Pathophysiclogy

Y7/

e What are the main causes of mortality in HFpEF based on the Olmsted County
study population?

e What are the main causes of HF misdiagnosis?

e Why the speaker recommended to enrol patients in the studies, during
hospitalization?

e What is the main characteristic of HFpEF from a pathophysiologic point of
view?

e Why is the phenotype characterization for HF patients with preserved ejection
fraction important?

To reply to these and other questions just click on the link below:
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Neurohormonal Inhibition for Heart Failure: End of an Era

Prof. Sato from Kanagawa, Japan, in his very interesting talk spoke
about: congestion from a clinical point of view, the Aldosterone level at
admission and the effect of the infusion of
carperitide - an atrial natriuretic peptide - in
these patients. The speaker pointed to the
effects of the angiotensin-neprilysin inhibition
compared to ACEIl effects, highlighting that -
we are at the down of a new era in HF therapy. Prof. Sato spent the
Summaryf main part of his presentation in presenting
A e data on mineralcorticoid receptor antagonists and more in particular on
“m::'”“m the effects of high dose spironolactone administration in these
(poserTiming) patients. In conclusion Prof. Sato highlighted the importance to protect

is important to protect heart

for the coming of 2 new era N1€Art by improving congestion via RAA inhibition.

Congestion

Triple diuretic therapy

For impraving congestion and aldosterone inhibition

LVDP+ a) reguiation
Abnormal LV function (systolic and/or
diastolic)

Hasmodynamic congestion

e Why is important to treat congestion from the speaker point of view?

e What are the main effects of carpetide?

e What are the main effects of high dose of spironolactone in patients with
ADHF?

e What is the triple diuretic therapy presented by the speaker?
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Mitochondria in Heart Failure: an essential target.

Prof. Nodari, Brescia, Italy, spoke about mitochondria as a new
"”'“TG‘“" @?‘f target for HF patients’ treatment. The speaker started her speech
Restoraton of carosfnon highlighting the limits of the traditional therapeutic approach of HF,

Left ventricular dysfunction

e more in particular in patients

Imavarsible

. Disease Continuum
affected by HF with preserved Mitochondrial Structure and Function

EF. The primary goal of the HF
.. therapy should be the AT
restoration of cardlac functlon via the restoration of the
myocardial function also in presence of clear signs and
symptoms of dysfunction. This new approach passes

. . . . o 1| s
through the restoration of the mitochondria functions. g Ee====—""= eu
0 " 4 Common Mitochondrial Diseases {HF, DHE) \ ‘\..
The T1 concept The Speaker presented . ln onma’ryc-sorders and chronic diseases, mitochondrial dysfunction leads to energy
®:...,n Mechanistic translational imbalance (demand > supply), ultimately resulting in tissue failure
P phase data from some rCTs on

i the effects of the new drugs targeting the mitochondrial
T aon yop e ks " dysfunction. In conclusion Prof. Nodari highlighted the need for a
mmwwmmm better characterization and more studies on these new
e e e o e i molecules with the aim to improve the management of patients

These studies should be conducted in dedicated centers that have the patient

popuation, tachncogy, nd experis o concut suen emieay cnarencin s QTf@Cted by HF with p reserved EF.

Am Heart J 2011,161:224-32

e What is the so called “T1 concept: mechanistic translational phase’’?

e What are the main characteristics of the partial adenosine A1-receptor agonist?
e What are the main characteristics of Elamipretide on myocytes metabolism?

e What are the main metabolic abnormalities in patients with HF?

e Why mitochondrial dysfunction can be a therapeutic target in failing HF?
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Ventricular Assist Devices

e R Prof. Frigerio from Milano, lItaly, spoke about this topic by
2001-2015: The Rising Of The Machine presenting data on the results of a new LVAD device in terms of
survival free from events. From 2001 to 2016, the 1 year survival

raised from 50% to 90% or more, the speaker pomted out. The
L I I I I outcome of patients affected by e g

refractory HF is worsen when

treated with medical therapy than

treated with LVAD, the speaker
highlighted. The main part of this presentation was spent in
describing the data published from the most important trials on
IVAD, performed in these years. Prof. Frigerio highlighted that,
despite the improving in saving life in emergency conditions, it is

necessary to get to new targets, in terms of better outcomes not

Interméacs

R - only on mortality, but also on complications rate and time to HT.
HeartMate ll: First Clinical Results The speaker pointed out that the device plays a major role in this
oo ot e process. In the last part of her presentation, Prof. Frigerio
« Transplant eligible and ineligible (27/23) . « 17}
A Hout P, NMHA MBI (3526 presented data on a new device, the so called “HeartMate I11”. In
PS8 rtemacs 2104 conclusion the speaker highlighted the necessity to improve Pt.
7 Survival: 98% at 30-days, 92% at 6 months, 81% at 1-year . . . . . . . . "
e Dt o Sy 18 5 o selection, patient-device matching, hemodynamic optimization in

Netuka | et al, J Am Coll Cardiol 2015; 66:23

T e e e pre-surgical phase, Pt. and caregiver education, medical therapy
and access to lifelong care in order to improve outcome.

e What is the outcome in patients treated with inotropes during AHF
hospitalization?

e What are the contemporary outcomes of patients affected by refractory HF?

e What is the Niguarda experience from 2006 60 2016 in LVAD patients?

e What are the main characteristics of the devices available on the market?

e What are the main characteristics of HeartMate Ill device?
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Percutaneous Revascularization in Severe Viable Left

Ventricular Dysfunction

RELAT‘O::I;EQ;EE;*E;‘;E;gg;ﬁmﬂmm Prof. Indolfi from Catanzaro, Italy, spoke about this topic by
st presenting interesting data on ventricular dysfunction and
revascularisation. The speaker presented very impressing data
on 1-year mortality in correlation S—
with LV ejection fraction and the [REZEEEERERIIIEE
effects of primary PCl in
comparison with thrombolysis.
The main part of this lecture was spent in describing the
myocardial pathological conditions in case of dysfunction. The
CONCLUSIONS speaker examined in depth the = :
correlation between subendocardial flow and ischemia. More in

£
g
£
[
i
i
:

Percutaneous revascularization in the setting of acute

L RS  particular Prof. Indolfi spoke about hibernating myocardium

left ventricular function and to reduce the mortality rate.

and the possibility to gain left ventricular function by applying
In chronic, but viable, left ventricular dysfunction, . . . o
percutaneous coronary interventions with the 2™ perCUtaneOUS Coronary lnterventlons Wlth the 2 DES

generation of DES increase the left ventricular function and

therefore affects the long term prognosis in patients with generatlon.
hibernated myocardium.

e What are the main results in the only one comparison study between
revascularization and CABGS in patients with multivessel coronary artery
disease?

e What is the role of the subendocardial flow in determining regional myocardial
contractions?

e Why is the revascularization in patients affected by myocardial hibernation so
attractive from the speaker point of view?
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Cardiac Resynchronization Therapy and Implantable

Cardioverter Defibrillator in Heart Failure.

Prof. Padeletti from Milano, Italy, spoke about this topic by
presenting interesting data on cardiac resynchronization therapy.
' The speaker reviewed the main characteristics of candidate patients
|||||| |||"|" for this therapeutic procedure and
described the main results of CRT in
”l" correlation with the pathophysiological
it conditions present in the implanted
patients. More in particular the speaker
spoke on Bundle pacing and its effect on LV function and
highlighted the crucial role played by the intrinsic right ventricular
conduction for optimal CRT delivery. In
the last part of his speech Prof. Padeletti presented data on
moxonidine in patients with Heart Failure, in order to highlight the
differences between response and outcome. In conclusion Prof.
Padeletti highlighted the powerful effect of this type of treatment
in slowing the disability and frailty in heart failure patients.

SPPB (scora]

e What are the main indications for CRT in patients presenting with HF?

e What is the prognostic Impact of QRS Axis Deviation in Patients Treated with
Cardiac Resynchronization Therapy?

e What is the correlation between renal function and CRT?

e Why in CRT the two concepts of response and outcome are very different one
from the other?

To reply to these and other questions just click on the link below:
http://www.fondazione-menarini.it/Archivio-Eventi/2016/Master-Course-on-Global-Research-Training-
Program-in-Drug-Development-for-Heart-Failure/Materiale-Multimediale ... and, after having logged
in, enter in the multimedia area.



http://www.fondazione-menarini.it/Archivio-Eventi/2016/Master-Course-on-Global-Research-Training-Program-in-Drug-Development-for-Heart-Failure/Materiale-Multimediale
http://www.fondazione-menarini.it/Archivio-Eventi/2016/Master-Course-on-Global-Research-Training-Program-in-Drug-Development-for-Heart-Failure/Materiale-Multimediale

Lung Ultrasound Imaging

sy of ung sirssound inprecicing pumenay — Prof,  Ambrosio from Perugia, lItaly, spoke about this topic by
presenting interesting data about the correlation between Lung

and cardiac pressures

data given from the literature, the speaker
discussed about the diagnostic impact of
==~ Lung ultrasound in HF patients, more in

| particular Prof. Ambrosio highlighted the

utility of lung ultrasound in predicting pulmonary and cardiac
pressures, its correlation with the radiological signs of congestion
congestion by e e ot aiens aNd the main echo indicators of Chronic
HF. The last part of the lecture was spent

Seasisvity

ultrasound and diagnosis and prognosis of HF patients. Starting from

AHF diagnosis: comparison
with natriuretic peptides

1- Specificty

1 149 patients admitted for acute

dyspnea (cardiogenic in 122)

AUC NT-proBNP 0.978 (0.94-0.99)

ng/ml

NTgeoBNP
"

Cut-off 2157

in presenting data on the prognostic value of Lung Ultrasound

O technique. In conclusion the speaker highlighted that Lung

7 Teeaiese prognostic predictor.

e What is the classical clinical use of Lung ultrasound?

ultrasound is a simple and reliable tool, useful in AHF diagnosis,
useful in monitoring congestion in HF patients and a good short-term

e Why the Lung ultrasound technique is a new tool for the cardiologist from the

speaker point of view?

e What are the results in Lung ultrasound application for the evaluation of

pulmonary congestion in HF outpatients?

e Isit possible to use the Lung ultrasound technique in AHF diagnosis?
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Cardiac MRI
Prof. Lombardi from Milano, Italy, spoke about this topic by
presenting data on MRI technique applied to patients affected by

different forms of Heart Failure. The

speaker talked about MRI performed in The role of scar tssus as assessed by CMR

patients affected by many cardiological Sligea o Ve Recosincio
diseases, like MI, LV remodelling and

swscumon SUrgical ventricular reconstruction and

presented also data aboiut the role of

scar tissue, as assessed by CMRI, in predicting ventricular response

VOLUME

SHAPE S. Castelvecchio, G. Caveri, L Menicanti, F. Ambrogi, M. Lombardi

her the assessment of post-infaret myacardial scar
on by LGE-CMR may predict postoperative cardlac
patients with Ischemic HF treated by SVR

Just submitted

in the study population (N=59)

AT RO CHLE Wi to surgical left ventricular reconstruction in patients affected by
o — ischemic heart failure. In conclusion Prof. Lombardi highlighted
e T the role of CMRI in the management of patients affected by HF,

e ¥l =0 001 . . . .

o I T as a flexible tool for assessing parameters which are already in

S use and in selected subgroups of patients as the first choice
R aw oo imaging approach.

VDS [mean, 50 037008 053:0.50 o015
NT-proBF; ngh [mean, 50 228122318 147821850 0.005

e What are the main results of the study performed by Prof. Lombardi and his
team?

e What is the role of MCRI in patients affected by surgical ventricular
reconstruction?

e What is the design of the study presented by the speaker?
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The Amyloid Cardiomyopathy

st s s e anerws. PPOT. Perlini from Pavia, Italy, presented data taken from the literature

, and ongoing studies performed by his team. In the first past of his

presentation the speaker described the main characteristics of this
disease, and the main forms involving the heart, highlighting that the
prognosis depends on cardiac  cardiac Involvment in Amyloidosis
amyloidosis type closely related to the :
cardiotoxicity of the amyloidogenic light
chains. In the main part of his presentation, Prof. Perlini talked
about the therapeutic tolls available for these patients and
presented data taken from early phases’ clinical studies performed
in patients affected by amyloidosis. In
the last part of this lecture the speaker
highlighted the deep correlation between genotype/phenotype
profile and the outcome of disease. In conclusion Prof. Perlini
pointed to the necessity of an international collaboration in order to
make progress in diagnosis, prognosis and therapy, taking in
account that amyloidosis is a rare disease.

Wkt 6 months

Improvement in survival in AL amyloidosis

e What are the main causes of cardiac damage in patients affected by any form of
amyloidosis?

¢ Is cardiac amyloidosis an “incurable” disease?

e What is the result produced by therapy development in AL amyloidosis at the
Pavia Hospital, presented by the speaker?

e What are the three main forms of amyloidosis involving the heart?

¢ Are the mitochondria involved by the pathological mechanisms of disease?

e How is important the early diagnosis for the outcome of amyloid
cardiomyopathy?
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Preventlon in Heart Failure

3 Prof. Piepoli from Piacenza, Italy, spoke about this topic by presenting
data on the prevention’s strategies to be applied in patients affected
by Heart Failure. The speaker divided these strategles into two
groups, the first one to be applied for HF and ' i
the others one to be applied for prevention of
HF complications. More in particular the speaker highlighted the need
for implementing tailored strategies for hospitalized patients,

Prevention OF heart fai

Bb.3 Ch
Koy

characterized by a very high risk profile, a more heterogenelty in
the clinical presentation of the disease and some specific issues, like
statins therapy, specific physical activity, vaccination for influenza
and others. In conclusion Prof. Piepoli pointed that Cardiovascular
prevention is a life-long endeavour.

e What are the main procedures to be implemented in HF prevention from the
speaker point of view?

e How is important the exercise training program in HF prevention?

e What are the main prevention’s strategies to be implemented in HHF patients?

e When is necessary to start with a prevention’s program in HF patients?
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