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Is our aim to improve quality of
life or to Increase survival?

Roberto Ferrari



An ideal Health Care System

Maximizes quality of life and life
expectancy for as many people as
possible

Emphasizes health maintanance

Implements evidence-based prevention,
early diagnosis, and treatment



Cardiology: A
story of success!

Life expectancy has
Increased by 10 years

Cardiology contributed
to 7 years!

Oncology only a couple
of months

Why?

Some (few) good ideas

Tested with (many)
appropriate clinical
trials

A bit (a lot!) of luck



Few ideas Here is where we
have won!

[he thrombus Is S5EE ““-_"‘EEE*‘J e
'..I-.- b ¢ 3 = " fﬁl‘} ﬂ t'-}_ 3 A —|.-‘
e P t'r-" "Ii-t-! iy "'r-"\‘

..l.__ . T
i v a-‘._ B . "
1 o, 3 ™ el
- - 7 B i "'_ ’ 1 =
: o '
L .I . ; :

the cause and not
the consequence
of Infarction —
thrombolytics first |
and mechanical
reperfusion of AMI




Few Ideas

The difference between short term (good!)

and long term (bad!) neuroendocrine

response —ACEI, ARBs, B blockers,
MIRNA, and ARNI

Recognition of the deleterious role of
cholesterol and LDL In the CV continuum
statins and all the other classes



Both reduce apoptosis
of the endothelium

Here |s where
we have won

Few Ideas
combined to

A switch from
anecdotes to
evidence based
therapy

Large simple
mortality trial



Cardiology: Therefore
A success....... pbut! A partial success

A heart attack every 26 - We have not reduced
seconds cardiovascular death

A death for CV every We have postponed it

minute We have transformed an

1,9 million deaths per “acute” pathology into a
year “chronic” one



We have contributed
to the ageing of a
population (not
always with good
guality of life) and
we will continue to
do so with a huge
Increase In public
funding




La Salute non ha prezzo!

MA

La Salute costal



The
unsolved

problem..
How to A
spend publlc




It follows that

Cardiology Is a victim of its own success

The “Heart Failure paradox”

Shift of investments form Cardiology to
Oncology

Despite among 68 new cancer drug
Indications, only 35 are associated with
iImprovement in survival and quality of life!



Differences between Cardiology
and Oncology despite similar mortality

More success in Cardiology!
More advocacy in Oncology!

Quality vs prolongation of life, |
more relevant in Oncology

Less successful and more
painful treatment in Oncology




Definition of the goals

How long do we aim to
improve (CV) life?

Should we provide Anni Vita
(years of life) or Vita agl
Anni (life to years!)?

We can beat pathology but
not physiology!

There is no life without death

Death (apoptosis) is an
Integral part of Nature

Life (regeneration) and death
(apoptosis) cycle is neither
good nor bad:



L|fe and death: a Meteors
chain of the Universe
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Average life: Average life:
120 days / hours
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Life and death

Life and death are integrating parts of the
universe

Express opposite concepts, but are aspects of
the same design

Two entities programmed from the nuclel

- Life = Reproduction
- Death =



Necrosis = death

Incidental death -

Involves millions of
cells

Immunological
death

typical of infarction



Apoptosis = death

P r O g ram m ed . k. :‘InlL— blood cell
d ea.t h hoapmy . fa L .
Non

Immunological
death

one cell dies at a =
time




Quality vs quantity of life: could they
be explored In clinical trials?

Mortality is the standard evaluation for novel
therapies

Rarely quality of life is an endpoint, nor is included In
composite endpoints

Can we measure quality of life in clinical trials?

Questionnaires (no matter how good) are very
subjective



Primary composite end points in phase 3
cardiovascular-related clinical trials In
the past 5 years

Most common composite endpoints
22 . 2 components

. s In 23 of
140 b3 “ 3 components i . S 63 trials

Triazlzﬂugg?;led . Death Myocardial
; 31 & 4 components 12 infarction

Circulation 1
JAMA 2 trials with death

Lancet NOT included as a ¢
Mew England 15 | 5 components component of the ? In 22 of

composite endpoint : b tnais

9 @ 25 components Myocardial Revasculanzation

Journal of Medicine

infarction




Composite end points in clinical
research: time to reprisal

This approach does not
distinguish the relative
clinical significance of

each composite

It counts only the first
occurrence of any event
with the classical “time to
first event analysis”

For many trials the result is
similar to that of a “football
match”

The patients enrolled In
trials are not “real” and
those at the end of their life
are not included



The case of heart fallure

NYMA IV or stage D HF has © Patients may decide to
POOr Prognosis forego therapies or

| procedures
Treatment options are:

Deactivate devices

Continue with implanted earlier
medications

. _ Refuse for their
Device interventions hospitalization

Transplantations?



What to do? Theoretically

Discuss earlier with The three main trajectories of decline at the end of life
the patient and the
family expectations to
establish the goal of
care and to shape
therapies In
accordance

Easy to say...difficult
to do!



Related problems: predicting
prognosis of end stage HF

Very C h a-l I en g I N g ! Very Crteria (Based on Discharge
I Ittl e d ata! Measurement)

Age =Ty
BUN =40 mgfdL

" " BUMN 290 mafdl
At the moment this is a  [pSastsi
- . Sodium < 130 mEg/L
reS ear C h p r I O r I ty CPR/mechanical ventilation, yesmo
Diretic dose > 240 mg at discharge, yesfno
No beta-blocker at discharge
Digcharge BNP > 500 pa/mmaol

Several al gor Ithms are Dlchurge B> 130 pucne
available...but... -
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Relieve of symptoms as an improvement
of quality of life in advanced illness

Management of
symptoms is the
best one can do
to improve
guality of life




Palliative care and hospice

Both improve quality of
life through symptoms
management, using
multidisciplinary holistic
approach

Psychological, spiritual,
emotional, educational
care to patient and family

Underutilized in HF
(11,4% in the USA)



The case of TAVI: can (utility) or
should (futility) it be done?

Dying “with” vs “from” aortic ¢ If treatment is considered

stenosis! futile, patients should be
| transferred to palliative
Standard of care for higher care

surgical risk patients likely to
derive 2 years of quantity and ¢ Of paramount importance

qguality of life IS the communication with
| | referring/primary care
Very important frailty physicians and families

assessment



The case of chronic Ischaemia

. Angina reliet
The opposite problem: i

th e m aJ O r g O al I S an Short-acting Nitrates, plus

- - « Beta-blockers or CCB-heart rate | » Lifestyle management
Improvement of quality [essmesir-ig  Cortrol vk

Control of risk factors

. intolerance/contraindications +Ed I .
Of | | fe + Consider Beta-blockers + CCB-DHP if ucate the patient

CCS Angina > 2 ¢
__N___

R I .I: May alfd[m‘l » Aspirine®

switc Ine + Statins
O e O for some cases) » Consider ACEIl or ARBs
pharmacotherapy, habrade

. Long-acting nitrates
actual GL suggestions [hss
Trimetazidine? + Consider Angio — PCl -
Stenting or CABG




New perspectives in Chronic Angina
Treatment:

Large ischaemic burden(<10%)
Left main
Proximal LAD

3 vessels disease

When pharmacotherapy has
failed

Ischaemia documented by FFR



New perspectives for increasing life GL

Oon.

+ Lifestyle management
» Control of risk factors

+ Educate the patient

4

* Aspirine®
» Statins
* Consider ACEl or ARBs

More attention to preventive programmes
and risk factor containment

Emerging role of inflammation and of HSPCR
data from “CANTOS” on CANAKINUMAB

Reduction of progression of atherosclerosis
behind BP and cholesterol level

ACEi better than ARBs

BB and ivabradine only if LV dysfunction
coexists with angina



No prognostic role of BB In chronic
angina patients but important

Improvements of quality of life
Data from the 1980s

. -Metoprolol In absence of ACEi and statins

* Propranolol
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+ Sotalo primary angioplasty era
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«  Oxprenolol
« Pindolaol

- Oxprenolol Modern therapy has changed
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Contemporary registries:

REACH registry: beta blockers in 2014 Meta-analysis on 26,793
angina without previous Ml CAD patients

Interaction
HR  95%Cl
HR =1.24 (0,91, 1.69) p-value
P= 16

0.90 (0.84-0.96)

Mo Prior M .02 (0.99-115) '|_ o
Prior MI 0.85 (0.79-0.92)

)
-
=2
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—— No B-blocker Death or M
s AADESSE Overall 0.52 (0.87-0.97)
0 ' 20 30 |
Follow-up (Months) Na Prior M 103 {0.83-113) }II I

No. al Risk Prior Mi —_ 0.87 (0.82-0493)
No BB 3599 3174 2684

FE = .I... - - = ' o T
BH 3599 348 3208 2704 2 07 08 09 10 M ]-1




The same with HR reduction
with 1vabradine:

No prognostic benefits Improvement of quality of

life
SIGN.Y Primary composite end point SIGN_.T Effect of ivabradine on symptoms

(angina population: CCS class =ll, n=12 049)

Patiemts (%)
Ivabrading n=654 {3.035% PY) Placabo n=&11 (2.82% PY) 30 4
HR = 1.08 [95% CI 0.98-1.20] P=0.20 Pe0.01
25 4 Elective revascularization
Ivabradine 2.8% Placebo 3.5%
. — Brabard ine 1* HR 0.82 |P=0.058)
£ " e 1o 20 9
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% i EPlacebo
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_E i = 12 1F M W 36 42 10 1
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b Time from randomisation {months) 0.31 0.55
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New perspectives for GL on: angina relief

Can we do any better?
 Based more on tradition than

on evidence

T — * More evidence-based data and
more contemporary ones for
second line drugs

* Pathogenesis not considered

second line neither patient’s profile nor

comorbidities
* Time to change?

BETA BLOCKERS

VERAPAMIL DILITIAZEM

first line







ACTUAL AND....
FUTURE GL
FOR ANGINA

IVABRADINE

NITRATES NICORANDIL

RANOLAZINE

VERAPAMIL DILITIAZEM



AGTUAL AND....
FUTURE GL
FOR ANGIN A BETA BLOCKERS IVABRADINE

NITRATES NICORANDIL DIHYDROPIRIDINES

TRIMETAZIDINE RANOLAZINE

VERAPAMIL DILITIAZEM



AGTUAL AND....
FUTURE GL
FOR ANGIN A BETA BLOCKERS IVABRADINE

BETA BLOGKERS

VERAPAMIL DILITIAZEM

NITRATES NICORANDIL DIHYDROPIRIDINES

DIHYDROPIRIDINES

TRIMETAZIDINE RANOLAZINE

VERAPAMIL DILITIAZEM



AGTUAL AND....
FUTURE GL
FOR ANGIN A BETA BLOCKERS IVABRADINE

o NITRATES NICORANDIL DIHYDROPIRIDINES
Controindicaded
or caution needed

TRIMETAZIDINE RANOLAZINE

VERAPAMIL DILITIAZEM



AGTUAL AND....
FUTURE GL
FOR ANGIN A BETA BLOCKERS IVABRADINE

o NITRATES NICORANDIL DIHYDROPIRIDINES
Controindicaded
or caution needed

. Preferred

TRIMETAZIDINE RANOLAZINE

VERAPAMIL DILITIAZEM



AGTUAL AND....
FUTURE GL
FOR ANGIN A BETA BLOCKERS IVABRADINE

HITRATES NICORANDIL DIHYD i
Controindicaded ROPIRIDINES

or caution needed

Preferred

Co-administered

TRIMETAZIDINE RANOLAZINE

VERAPAMIL DILITIAZEM



AGTUAL AND.... P .
FUTURE GL i
FOR ANGINA
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o NITRATES NICORANDIL
Controindicaded
or caution needed
|

Preferred

Co-administered
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B VERAPAMIL DILITIAZEM |




FLEXYBILITY OF THE DIAMOND APPROACH AGCORDING
to patient features and comorbilities
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R. Ferrari et al: Nature Review in press



4 | FLEXYBILITY OF THE DIAVIOND
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FLEXYBILITY OF THE DIAMOND

APPROACH AGGORDING
to patient features and comorbilities
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R. Ferrari et al: Nature Review in press
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MICROVEBSCLULAR
ANGINA

DEFECT OF
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FLEXYBILITY OF THE DIAMOND

APPROACH AGGORDING
to patient features and comorbilities

DISEASE

PFERIPHERAL
ARTERY
MISEASE

CORONARY
ARTERY SPASM

Preferred .

All possible .
DHP e
VER-DILT :

Controindicaded
or caution needed
NITR

Co-administered lﬁ

R. Ferrari et al: Nature Review in press



IS our aim to Improve quality of
lIfe or to Increase survival?

Of course we should pursue them both

The important Is to have common sense
and professionalism

In Cardiology these goals are normally
achieved
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