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* La cardiopatia ischemica
cronica rappresenta un
problema concreto e
rilevante nella realta
italiana.

e Considerando I'aumento
della popolazione anziana,
si stima che in ltalia siano
presenti circa 5 milioni di
pazienti coronaropatici, di
cui 1,5 milioni con angina
stabile.

Ischemia
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COURAGE

Clinical Outcomes Utilizing Revascularization
and Aggressive Drug Evaluation

COURAGE was designed to evaluate whether PCI plus optimal medical
therapy, as initial management strategy, reduces risk of major CV events
compared with optimal medical therapy alone in stable CAD patients
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COURAGE: Study design

AHAJACC Class Il indications for PCI, suitable coronary artery anatomy +
270% stenosis in 21 proximal epicardial vessel + objective evidence of ischemia
(or 280% stenosis + CCS class Nl angina without provocation testing)

1
1 |

Optimal medical therapy* + PCI _ Optimal medical therapy
(n = 1149) Randomized (n = 1138)

| J
|

Primary outcomes: All-cause mortality, nonfatal Mi
|
Secondary outcomes: Death, M|, stroke; ACS hospitalization
|
Follow-up: Median 4.6 years

‘intensive pharmacologic therapy + lifestyle intervention Boden WE et o Am Meoart J &
CCS = Camadian Cardiovascular Society Boden WE et al N Eng! J Mea 200




Terapia farmacologica antischemica:
quale, quando e per quanto

COURAGE: Treatment effect on primary outcome
All-cause death, MI (time to first event)

1.0
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Survival 0.8 — N " HR 1.05

free of 0.7 — (0.87-1.27)
sl P=0.62"

outcome 0.6
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Years

Medical therapy PCl + medical therapy

No. ot risk
B4 408 192

Medical therapy 10917 9589
PCl 19013 952 8} 417 200 15

*Unadjusted Boden WE et al N Eng! J Med 2007 256
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COURAGE: Treatment effect on hospitalization
for ACS

1.0 _

0.9

Survival

free of ACS 0.8 |

HR 1.07
0.7 1 | (0.84-1.37)
) P = 0.56"
0

0

T T

1 2 3

No. at risk Years
Medical therapy 1138 1025 956 833 662
PCli 1149 1027 857 835 667

Medical therapy PCl +« medical therapy

*Unadjusted Boden WE et al N Eng! J Meda 2007 2356
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COURAGE: Treatment effect on angina

Angina-free
(%)

NS

O

Baseline 1 year 3 years

0O PCl » medical therapy @ Medical therapy

Boden WE et al N Eng/ J Meda 2007 356 1950316
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European Heart Journal (2013) 34, 2949-3003 ESC GUIDELINES
£UROPEAN doi:10.1093/eurheartj/eht296

SOCIETY OF
CARCIOLOGY ®

2013 ESC guidelines on the management
of stable coronary artery disease

The Task Force on the management of stable coronary artery disease
of the European Society of Cardiology



Terapia farmacologica antischemica:

quale, quando e per quanto

Typical angina Atypical angina Non-anginal pain )
Age Men Women | Men Women | Men Women Confirmed diagnosis SCAD
30-39 |59 28 29 10 18 5 .
40-49 | 69 37 38 14 25 8 1
50-59 |77 47 49 20 34 12 = PTP 15-85% —» test information will already be avaibble
60-69 |84 58 59 28 44 17 «PTP>85% — additional testing for risk stratification only in saterc who have
- CENCENMERNCENE e
>80 m 76 78 47 65 2 in case of high risk

ECG = electrocardiogram; PTP = pre-test probability; SCAD = stable coronary

artery disease. Low event risk Intermediate event risk High event risk

* Probabilities of obstructive coronary disease shown reflect the estimates for | (morality <1%/year) || (morality 21% but <3%year) || (morality 23%fyear)
patients aged 35, 45, 55, 65, 75 and 85 years.

* Groups in white boxes have a PTP <<15% and hence can be managed without \ 1 l

further testing. [ R ] | . ]
® Groups in blue boxes have a PTP of 15—65%. They could have an exercise ECG if O] HTland CM(.:SA K:'A * mlw!imreq':;-ﬁ)
feasible as the initial test However, if local expertise and availability permit a :nd mf:m pr‘EI’G"lCGB) ( _m ) + OMT
non-invasive imaging based test for ischaemia this would be preferable given the | | |

superior diagnostic capabilities of such tests. In young patients radiation issues P

should be considered.

* Groups in light red boxes have PTPs between 66—85% and hence should have a .
non-invasive imaging functional test for making a diagnosis of SCAD. Trial of

 In groups in dark red boxes the PTP is >85% and one can assume that SCAD is oMT -
present. They need risk stratification only. ’ )

Yes | | Ne
treatment
Yes | Symptoms | No
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POSITION PAPER

La posizione della Societa Italiana di Cardiologia
Invasiva (SICI-GISE) sulle indicazioni
alla coronarogratfia nel paziente con angina stabile

Alfredo Marchese’!, Roberta Rossini?, Marco Basile!, Francesco Bedogni?, Gian Battista Danzi?,
Giuseppe Musumeci?, Valeria Paradies!, Emanuela Piccaluga®, Gennaro Sardella®, Ferdinando Varbella’,
Arturo Giordano8, Sergio Berti®

- PTP non tiene di conto delle caratteristiche del paziente

- La diagnosi di angina € una diagnosi clinica

- Nella stima delle complicanze della coronarografia sono citati studi datati

- COURAGE non riflette il mondo reale (popolazione a basso rischio, prev.BMS)
- Obiettivo PCI agire sui sintomi e migliorare qualita di vita

Conclusioni: pz con angina tipica e plurimi fattori di rischio o nei
diabetici con sintomi fortemente sospetti

Indicazione a coronarografia, sia per stratificazione prognostica, sia
per eliminare il sintomo e migliorare la qualita di vita
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Percutaneous coronary intervention in stable angina
(ORBITA): a double-blind, randomised controlled trial

Rasha Al-Lamee, David Thompson, Hakim-Moulay Dehbi, Sayan Sen, KareTang, John Davies, Thomas Keeble, Michael Mieewczik,
RaffiKaprielian, Iqbal S Malik, Sukhjinder S Nijjer, Ricardo Petraco, Christopher Cook, Yousif Ahmad, James Howard Christopher Baker,
Andrew Sharp, Robert Gerber, Suneel Talwar, Ravi Assomull, Jamil Mayet, Roland Wensel David Collier, Matthew Shun-Shin, Simon A Thom,

Justin E Davies, Darrel P Francis, on behalf of the ORBITA investigators*

Principal hypothesis:
Symptom relief in stable angina

PCI increases exercise time
more than placebo procedure

Primary endpoint
Difference in exercise time
increment between the arms
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Stable angina
One or more =

70% stenosis in a
single vessel

Suitable for PCI

quale, quando e per quanto

Enrolment assessment

Demographics
s
Questionnaires
Blood pressure, heart rate

Medical optimisation
phase

6weeks

Pre-randomisation
assessment

s
Questionnaires
CPET
DSE
Blood pressure, heart rate

Blinded procedure

Research angiogram
iFR, FFR
Sedation
PCl

c
2
1 Blinded follow-up
$ phase
&
o«

Placebo

6 weeks

Follow-up assessment

s
Questionnaires
CPET
DSE
Blood pressure, heart rate
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ORBITA trial

230 enrolled Dec 2013 - Jul 2017 in 5 UK sites

30 patients exited

200 patients randomized

Placebo
(n=95)

4 patients did
not complete
follow-up

Follow-up Follow-up
(n=105) (n=91)



Change in exercise time

(seconds)

40 1
35
30 -
25
20 -
15 -
10 -
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Primary endpoint result
Change in total exercise time

+16.6 sec

(-8.9 to 42.0)

p=0.200
A

PCI Placebo
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Secondary endpoint results
CCS class improved in both groups

CCS class at CCS class at pre- CCS class at follow-
enrolment randomization up
cesiv g -
12%
24% o
37% 0% 33%
Cccsin 35%
34%
e >3% 43% 13%
20%
61% 57%
CCs1
14%
2% 3%

PClI Placebo Placebo PCI Placebo
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ESC/EACTS GUIDELINES

European Heart Journal (2018) 00, 196

European Society d4ci:10.1093/eurheartj/ehy394
of Cardiology

2018 ESC/EACTS Guidelines on myocardial
revascularization

T he Task Force on myocardial revascularization of the European
Society of Cardiology (ESC) and European Association for
Cardio-Thoracic Surgery (EACTS)

Developed with the special contribution of the European
Association for Percutaneous Cardiovascular Interventions (EAPCI)

Indications for revascularization in patients with stable angina or silent ischaemia

Extent of CAD (anatomical and/or functional) Class® |Level®

For
prognosis

Left main disease with stenosis >50%.° 7"

Proximal LAD stenosis >50%.° ¢>%8-7972

Two- or three-vessel disease with stenosis >50% with impaired LV function (LVEF <35%).° &'--¢870.73-8

Large area of ischaemia detected by functional testing (>10% LV) or abnomal invasive FFR @ 24598490

Single remaining patent coronary artery with stenosis >50%.°

For symptoms

Haemodynamically significant coronary stenosis® in the presence of limiting angina or angina equivalent,

with insufficient response to optimized medical therapy.® SRS

©ESC2018
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Ottimal medical treatment indicates at least one drug for
angina/ischemia relief plus drugs for event prevention
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Angina relief Event prevention
- | |
Short-acting Nitrates, plus I
* Beta-blockers or CCB-heartrate | * Lifestyle management
* Congider CCB-DHP flow heart rate or * Control of risk hctors
intolerance/contraindications | + Edcae the o
+ Consider Beta-blockers + CCB-DHP { | = |
CCS Angina > 2 ‘
T |
or o Assiving
switch (1* ine * e
for some ases) + Consider ACE] or AREs
Ivabradine
Long-acting nitrates
Nicorandil
el *+ Consider Angio— PCI -

Stenting or CABG
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Documento di consenso
ANMCO/GICR-TACPR/SICI-GISE:
La gestione clinica del paziente
con cardiopatia ischemica cronica

~
Associazione con
Ranolazina g :
_ Da valutare:
sintomi non controllati / \ * Calcioantagonisti
Associazione con = Nitrati LA
lvabradina \- Trimetazidina
limitatamente a:
pazienti in RS,
4 con FC =270 b/min
. . . . e disfunzione VS
Terapia di prima linea AN shun /
Betabloccante ~ ™~
Terapia di prima linea

l Ranolazina

_ Da valutare:
_ / ~ = Calcioantagonisti
controindicazioni Terapia di prima linea L = Nitrati LA

o intolleranza Ilvabradina

limitatamente a:
pazienti in RS,
con FC 270 b/min

e disfunzione VS
. “ %
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E quello che facciamo nella pratica clinica???

M nitrati
M ranolazina

altri

Utilizzo dei farmaci nel paziente in rivalutazione per dolore anginoso

Medical Audit 2014
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EXPERT CONSENSUS DOCUMENT

A “diamond’ approach to personalized
treatment of angina

Roberto Ferrari’, Paolo G. Camici®, Filippo Crea*, Nicolas Danchin®, Kim Fox®,
Aldo P Maggioni’, Athanasios J. Manolis®, Mario Marzill®", Giuseppe M. C. Rosano''2

and Joseé L. Lopez-Sendon'™

Nature, February 2018
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B-Blockers lvabradine

Nitrates, nicorandil Calcium-channel blockers

Trimetazidine Ranolazine

Dilitiazem, verapamil
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Home take messagge:

= Alla luce delle evidenze cliniche la terapia medica ottimale dovrebbe
essere il fondamento nella gestione del paziente con angina stabile

=Terapia medica ottimale non vuol dire escludere |a rivascolarizzazione a
priori, piuttosto l'utilizzo di un approccio “intensivo” farmacologico e
non farmacologico

= Avendo i farmaci antianginosi una simile efficacia non si possono
classificare in farmaci di “prima” o “seconda” scelta. E’ necessario quindi
utilizzare un’approccio terapeutico “personalizzato” che tenga conto
delle caratteristiche del paziente, delle sue comorbilita e dei meccanismi
fisiopatologici alla base dell’ischemia miocardica.
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A wise man proportions

-

hlS behef to the evidence.

&6 quotefancy




Terapia farmacologica antischemica:

quale, quando e per quanto




