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DIMENSIONI	
DEL	PROBLEMA



ANGINA	PECTORIS

"But there is a disorder… marked with
strong and peculiar symptoms …. may
make it not improperly be called angina
pectoris. Those who are afflicted with it
are seized while they are walking (more
especially if it be uphill, and soon after
eating), with a painful and most
disagreeable sensation in the breast,
which seems as if it would extinguish
life, if it were to increase or to continue;
but the moment they stand still, all this
uneasiness vanishes” c.1768

Heberden.	Medical	Transactions,	Royal	College	of	Physicians- London	 1772;2:59-67.



ESC	GUIDELINES



Io penso adunque, e francamente
dico e sostengo che, se cento o
mille uomini, tutti d’una età, di una
tempra, di un costume cadessero a
un tratto in una medesima malattia,
e una metà di loro si desse in cura a
medici, quali son questi de’ tempi
nostri, l’altra metà si lasciasse in
balìa della natura e della propria
discrezione, io non mi lascio punto
aver dubbio che il numero de’ morti
sarebbe maggiore fra i primi, e
maggiore fra i secondi quello dei
risanati.

STUDI	RANDOMIZZATI	NELLA	
STORIA	DELLA	MEDICINA



DEFINIZIONI
Stable coronary artery disease is generally characterized by
episodes of reversible myocardial demand/supply mismatch,
related to ischaemia or hypoxia, which are usually inducible by
exercise, emotion or other stress and reproducible—but, which
may also be occurring spontaneously.



DEFINIZIONI
The	various	clinical	presentations	of	SCAD	are	associated	with	
different	underlying	mechanisms	that	mainly	include:	
1. plaque-related	obstruction	of	epicardial arteries
2. focal	or	diffuse	spasm	of	normal	or	plaque-diseased	

arteries
3. microvascular dysfunction
4. left	ventricular	dysfunction	caused	by	prior	acute	

myocardial	necrosis	and/or	hibernation	(ischaemic
cardiomyopathy)	

These	mechanisms	may	act	singly or	in	combination



DEFINIZIONI



DIAGNOSI
PROBABILITA’	PRE-TEST
• Patients in whom anginal pain may be possible but who have a

very low probability of significant CAD < 15% should have other
cardiac causes of chest pain excluded and their CV risk factors
adjusted based on risk score assessment. No specific non-
invasive stress testing should be performed.

• Patients with an intermediate PTP of 15–85% should undergo
further non-invasive testing.

• In patients with a clinical PTP > 85%, the diagnosis of CAD
should be made clinically and further testing will not improve
accuracy. Further testing may, however, be indicated for
stratification of risk of events, especially if no satisfactory
control of symptoms is possible with initial medical therapy



DIAGNOSI



DIAGNOSI

Tamis Holland, J Am Coll Cardiol 2013



CARATTERISTICHE	DEL	DOLORE	ATIPICO	IN	
PAZIENTI	RICOVERATI	PER	SCA

Brieger D CHEST 2004

Su	1,763	pazienti:	

•Dispnea 49%,	
•Sudorazione 26%	
•Nausea/vomito 24%	
•Presincope/sincope		 19%		



GESTIONE	DIAGNOSTICA	INIZIALE



GESTIONE	DIAGNOSTICA	INIZIALE



RISCHIO	DI	IM/MORTE	CV

• The process of risk stratification serves to identify
patients at high event risk who will benefit from
revascularization beyond the amelioration of
symptoms.

• Patients with an annual mortality >3% are defined
as high event risk patients. Low event risk patients
are those with an annual mortality < 1% per year.
The intermediate event risk group has an annual
mortality of ≥1% but ≤3% per year



RISCHIO	DI	IM/MORTE	CV

• Event risk stratification generally follows a
pyramidal structure, with all patients having event
risk stratification by clinical evaluation as the most
basic requirement, proceeding to assessment of
ventricular function by resting echocardiography
and, in the majority, to noninvasive assessment of
ischaemia/coronary anatomy.

• An ICA for risk stratification will only be required in
a selected subgroup of patients.



LV	FUNCTION

• The	strongest	predictor	of	
long-term	survival	is	LV	
function

• A	patient	with	an	
LVEF<50%	is	already	at	
high	risk	for	CV	death	
(annual	mortality	>	3%),	
even	without	accounting	
for	additional	event	risk	
factors



NONINVASIVE	ASSESSMENT	OF	
ISCHEMIA/CORONARY	ANATOMY	



ICA
• The simplest and most widely used prognostic index is the

classification of disease into one-vessel, two vessel, three-
vessel, or LM stem CAD

• Patients with severe stenosis of the LM coronary artery
have a poor prognosis when treated medically. The
presence of severe proximal LAD disease also significantly
reduces the survival rate



INTEGRAZIONE	
DEI	DATI



TERAPIA

FINALITA’
• Migliorare	i	sintomi
• Migliorare	la	mortalita’

APPROCCI
• Modificazione	degli	stili	di	vita
• OMT
• OMT	+	rivascolarizzazione



STILI	DI	VITA
• Quitting smoking is potentially the most effective of all

preventive measures, being associated with a reduction in
mortality of 36% after MI

• Diet
• Regular physical activity is associated with a decrease in CV

morbidity and mortality in patients with established CAD
• Weight reduction in overweight and obese people is

recommended in order to achieve favourable effects on BP,
dyslipidaemia and glucose metabolism

• Dyslipidemia , hypertension and diabetes should be managed
according to lipid guidelines with pharmacological and
lifestyle intervention



STILI	DI	VITA



2004

PCI	VS	EXERCISE
IN	NONACUTE	CAD



THE	REAL	WORLD



OMT



OMT



FARMACI	ANTIANGINOSI

β-blockers

DHP CCBs

Non-DHP CCBs

Long-acting nitrates

Drug class Coronary
blood flow

Arterial
pressure

Venous
return

Myocardial
contractility

Heart
rate

O2 DemandO2 Supply

/

*

CCB = calcium channel blocker,   DHP = dihydropyridine  *Except amlodipine

Boden	WE	et	al.	Clin Cardiol.	2001;24:73-9																				
Gibbons	RJ	et	al.	ACC/AHA	2002	Chronic	Angina	Guidelines	
KerinsDM	et	al.		The	Pharmacological	Basis	 of	Therapeutics.	10th	ed



FARMACI	ANTIANGINOSI
TERAPIE	DI	COMBINAZIONE



FARMACI	INNOVATIVI:	
IVABRADINA

The sinus node If current is a key  determinant of heart 
rate

0 mV

-40 mV

-70 mV

Pure heart rate 
reduction

ΔRR

Na+Na+

Adapted	 from:	Thollon C,	et	al.	Br	J	Pharmacol.	1994;112:37-42	
DiFrancescoA,	et	al.	Drugs.	2004;64:1757-1765

Reduces the diastolic depolarization slope

Ivabradine

Ivabradine

K+



IVABRADINA

• è un efficace anti-ischemico
• è sicura ed efficace nelle cardiopatie con
disfunzione sistolica e FC ≥ 60

• non è inferiore al beta bloccante ed ha
benefici additivi se aggiunta al beta bloccante

• può essere aggiunta ad altri farmaci
antianginosi (non verapamile o diltiazem).

• non associare a potenti Inibitori CYP 3°A4
(Antifungini azolici, Antibiotici macrolidi,
Inibitori delle proteasi HIV, nefazodone



IVABRADINA



FARMACI	INNOVATIVI:	
RANOLAZINA

Ranolazine:
Inhibits the late inward

Na+ current

Ischemia

Late INa

Na+ Overload

Ca++ Overload

Mechanical dysfunction
Diastolic dysfunction

Electrical dysfunction
arrhytmias

O2 balance
ATP  consumption

ATP synthesis



RANOLAZINA



RANOLAZINA

Frequenza	di	angina	
all’arruolamento,	a	1,	6	e	12	mesi



THE	REAL	WORLD

2.024 pts with Chronic Ischemic Heart Disease

Percezione del medico e del paziente sulla efficacia del trattamento sui 
sintomi anginosi 

Borras X, Rev Esp Cardiol 2012



OMT



EVENT	PREVENTION

Si	può	sempre	
crescere	di	più

Anche	nella	
prevenzione	
secondaria



FARMACI	INNOVATIVI:
EZETIMIBE



FARMACI	INNOVATIVI:
EVOLOCUMAB



EVOLOCUMAB



NEW	DRUGS
OLD	PROBLEMS



Ho PM, et al Arch. Int. Med. 2006; 166:1842-1846

DISCONTINUATION	OF	EB	THERAPIES	
AFTER	ACS	AND	CLINICAL	OUTCOME



IL	TARGET



Orsterberg L and Blaschke T, N Engl J Med 2005;353:487-97

Drugs don’t work in patients

who don’t take them

ADHERENCE	TO	MEDICATION



Sebbene i medici lo curassero, gli
estraessero sangue e gli dessero da
inghiottire delle medicine, ciò
nonostante egli guarì lo stesso

Lev Tolstoj
Guerra	e	pace


