
Terapia medica della cardiopatia ischemica 
stabile: opzione terapeutica da valutare sempre 
prima di proporre il BP o l’angioplastica 
 
 
 
G Corrado, MD, FANMCO, FESC 
Unità Operativa di Cardiologia 
Ospedale Valduce – Como (IT) 
 

H. Valduce 1879 



Terapia medica della cardiopatia ischemica 
stabile: opzione terapeutica da valutare sempre 
prima di proporre il BP o l’angioplastica 
 
 
 
G Corrado, MD, FANMCO, FESC 
Unità Operativa di Cardiologia 
Ospedale Valduce – Como (IT) 
 

H. Valduce 1879 

 

CONFLITTI D’INTERESSI: NESSUNO 



BACKGROUND I 

• Sin dalla sua introduzione nel 1977 la PCI ha 

rivoluzionato il trattamento della CAD 

permettendo una rivascolarizzazione 

meccanica su lesioni instabili 

• La PCI nei pz con ACS  l’incidenza di 

morte/IMA 1,2 

• Negli USA eseguite > 106 PCI nel 20063 

1. Keeley EC, Boura JA, Grines CL. Primary angioplasty versus intravenous thrombolytic 

therapy for acute myocardial infarction: a quantitative review of 23 randomised trials. Lancet 

2003; 361: 13–20. 

2. Mehta SR, Cannon CP, Fox KA, et al. Routine vs selective invasive strategies in patients 

with acute coronary syndromes: a collaborative meta-analysis of randomized trials. JAMA 

2005; 293: 2908–17. 

3. Lloyd-Jones D et al. Heart disease and stroke statistics — 2010 update: a report from the 

American Heart Association. Circulation 2010;121:e46-e215. 



BACKGROUND II 

•  85% PCI eseguite su pz con CAD stabile1 

• In questi pz la PCI ha  1% complicanze gravi 

(morte – IMA - BPAC) e  95% successo2    

• Intuitivamente, una PCI efficace su una 

lesione stenosante dovrebbe  l’incidenza di 

morte/IMA/ACS anche in pz con CAD 

stabile…..  

 
1. Feldman DN, Gade CL, Slotwiner AJ, et al. Comparison of outcomes of percutaneous 

coronary interventions in patients of three age groups (<60, 60 to 80, and >80 years) (from the 

New York State Angioplasty Registry). Am J Cardiol 2006;98:1334-9. 

2. Kastrati A, Mehilli J, Schuhlen H, et al, for the Intracoronary Stenting and Antithrombotic 

Regimen–Rapid Early Action for Coronary Treatment (ISAR-REACT) Study Investigators. A 

clinical trial of abciximab in elective percutaneous coronary intervention after pretreatment with 

clopidogrel. N Engl J Med 2004; 350: 232–38. 

ma è così ? 
 



LA REALTA’ ITALIANA 



 

SCOPI DEL TRATTAMENTO 

MALATTIA CRONICA STABILE: 

1. Alleviare i sintomi e l’ischemia 

2. Prevenire la progressione della malattia sino a 
IMA 

3. Prevenire la morte CV prematura 

 

In questo contesto tutti i trattamenti disponibili sono palliativi, ovvero non 
possono GURARIRE la malattia coronarica ma possono modificarne la storia 
naturale. 
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PTCA VS TERAPIA MEDICA IN  
NONACUTE CAD 

1. availability of stents did not make a substantial difference for any of the 5 end points considered.  
2. trials with follow-up exceeding 2 years showed no differences between PCI and conservative treatments 
3. trials that exclusively enrolled patients with relatively recent MIs showed a statistically significant reduction in 

the risk of death (P 0.037) and risk for subsequent PCI (P0.029) and possibly also CABG (P 0.12) in the PCI arms.  
4. there was no evidence that trials with definitive documentation of ischemia by exercise test or scintigraphy had 

different risk ratios than trials in which functional ischemia was not documented as thoroughly 

2005 



PTCA VS TERAPIA MEDICA IN  
NONACUTE CAD 

we conclude that for patients with chronic CAD and 
good left ventricular function, PCI does not confer 
any clear benefit in terms of long-term hard clinical 
outcomes compared with conservative medical 
treatment. 
PCI may be indicated in special circumstances, eg, 
relatively early after MI.  
By comparing the benefits, if any, against cost 
considerations, we believe that many percutaneous 
interventions that currently are performed in 
patients with nonacute CAD probably are not 
justified 

2005 



COURAGE TRIAL  

Patients with stable CAD  and those in whom initial CCS class IV  angina  

subsequently stabilized medically were included in the study.  

 

• Entry criteria included stenosis of at least 70% in at least one proximal 
epicardial coronary  artery and objective evidence of myocardial ischemia 
(substantial changes in ST-segment depression or T-wave inversion on the 
resting electrocardiogram or inducible ischemia with either exercise or 
pharmacologic vasodilator stress) or at least one coronary stenosis of at 
least 80% and classic angina without provocative testing.  

• Exclusion criteria included persistent CCS class IV angina, a markedly 
positive stress test (substantial ST-segment depression or hypotensive 
response during stage 1 of the Bruce protocol), refractory heart failure or 
cardiogenic shock, an ejection fraction of less than 30%, revascularization 
within the previous 6 months, and coronary anatomy not suitable for PCI.  

2007 



COURAGE TRIAL  

• All patients received antiplatelet therapy with ASA or clopidogrel. Patients 
undergoing PCI received ASA and clopidogrel, in accordance with accepted 
treatment guidelines. Medical antiischemic therapy in both groups included 
long-acting metoprolol, amlodipine, and isosorbide mononitrate, alone or in 
combination, along with either lisinopril or losartan as standard secondary 
prevention. All patients received aggressive therapy to ↓ LDL (simvastatin 
alone or in combination with ezetimibe) with a target level of 60 to 85 mg % 
After the LDL cholesterol target was achieved, an attempt was made to  
HDL to a level above 40 mg % and ↓ triglyceride to a level below 150 mg %, 
with exercise, extended-release niacin, or fibrates, alone or in combination 

• At the 5-year follow-up visit, 70% of subjects had an LDL level < 85 mg % 
(median, 71±1.3 mg %), 65% and 94% had systolic and diastolic BP targets of 
< 130 mm Hg and 85 mm Hg, respectively; and 45% of patients with 
diabetes had a glycated hemoglobin level  7.0%. Patients had high rates of 
adherence to the regimen of diet, regular exercise, and smoking cessation, 
although the mean body-mass index did not decrease. 

2007 



COURAGE TRIAL  

The median follow-up period was 4.6 years.   
There were no significant differences   
between the PCI group and the medical- 
therapy group  
 
1. in the composite of death, myocardial 

infarction, and stroke (20.0% vs. 19.5%; hazard 
ratio, 1.05;95% CI, 0.87 to 1.27; P = 0.62);  

2. hospitalization for acute coronary syndrome 
(12.4% vs. 11.8%; hazard ratio, 1.07; 95% CI, 
0.84 to 1.37; P = 0.56);  

3. myocardial infarction (13.2% vs. 12.3%; hazard 
ratio, 1.13; 95% CI, 0.89 to 1.43; P = 0.33); 

2007 
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At a median FU of 4.6 yrs, 21.1% 
of pts in the PCI gr. had additional 
revasc, vs 32.6% of those in the 
MT gr. (HR, 0.60; 95% CI, 0.51 to 
0.71; P<0.001). 
 

There was a substantial ↓ in the 
prevalence of angina in both gr. 
There was a statistically sign. 
difference in the rates of freedom 
from angina throughout most of 
the FU period, in favor of the PCI 
gr. At 5 yrs, 74% of pts in the PCI gr 
and 72% of MT gr were free of 
angina (P = 0.35). 
 

Of note, among pts with 
multivessel CAD, previous MI, and 
diabetes, the rate of the primary 
end point was similar for both 
groups. 

Pts with greater than 10% residual ischaemia on 
stress myocardial perfusion scintigraphy had a 
higher rate of death or myocardial infarction than 
did those without ischaemia (39% vs 0%, p<0・
0001), suggesting a potentially important role of 
cardiac imaging in the risk stratification of pts 
with a higher ischaemic burden and who are 
more likely to benefit from revascularisation 
than are those with no or only mild ischaemia.  
 
Lancet  2010 375:763-772 

2007 



PTCA VS TERAPIA MEDICA IN  
NONACUTE CAD 2008 

Major limitations of this 
analysis were that it included 
not only patients with chronic 
stable angina but also other 
patient groups, and that the 
trials analysed were 
completed in the 1980s, 
indicating that both 
pharmacological treatment 
and PCI techniques were 
outdated by contemporary 
standards. 
 

Lancet  2010 375:763-772 
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PTCA VS TERAPIA MEDICA IN  
NONACUTE CAD 

Despite the sequential testing 
of PTCA versus MT, BMS 
versus PTCA, and DES versus 
BMS, the cumulative benefits 
of technological innovations 
after 20 years of clinical trials 
in this area have not been 
systematically assessed.  

We undertook a systematic 
overview of all RCT 
comparing MT, PTCA, BMS, 
and DES in the treatment of 
pts with non-acute CAD.  

We explored the succession 
of these interventions over 
time with traditional meta-
analysis and network meta-
analysis  

2009 

http://www.thelancet.com/journals/lancet/issue/current


PTCA VS TERAPIA MEDICA IN  
NONACUTE CAD 

 Eligible RCT were those of pts with symptomatic 
or asymptomatic non-acute CAD. This criterion 
included RCT with pts with stable and unstable 
angina but excluded those with pts with an AMI 
within the previous 72 h at the time of first 
enrolment  

We excluded RCT that enrolled only pts with 
diabetes mellitus and those that enrolled any pts 
with AMI within the previous 72 h. We also 
excluded those focusing only on venous bypass 
grafts, in-stent restenosis, or left main disease. 
We excluded trials comparing two different types 
of non-stenting techniques (eg, cutting balloon 
angioplasty or directional coronary atherectomy 
vs PCI), and those assessing two different BMS or 
two different DES classes. 

 Eligible outcomes were death, fatal and non-fatal 
MI, target vessel or lesion revascularisation, any 
subsequent PCI (revascularisation), and CABG. 

2009 

http://www.thelancet.com/journals/lancet/issue/current
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http://www.thelancet.com/journals/lancet/issue/current


PTCA VS TERAPIA MEDICA  
IN NONACUTE CAD 

 Interpretation: sequential 

innovations in the catheter-

based treatment of non-

acute coronary artery 

disease showed no 

evidence of an effect on 

death or myocardial 

infarction when compared 

with medical therapy.  

These results lend support 

to present 

recommendations to 

optimise medical therapy 

as an initial management 

strategy in patients with 

this disease. 

2009 

http://www.thelancet.com/journals/lancet/issue/current


COURAGE 
QOL 

Among patients with stable angina, 
both those treated with PCI and those 
treated with OMT alone had marked 
improvements in health status during 
follow-up. The PCI group had small, but 
significant, incremental benefits that 
disappeared by 36 months. 

2008 



COURAGE QOL 
2008 

Conclusions 
The COURAGE trial 
did not find the 
addition of PCI to 
optimal medical 
therapy to be a cost-
effective initial 
management strategy 
for symptomatic, 
chronic coronary 
artery disease.  
Circ Cardiovasc Qual Outcomes. 2008;1:12-
20. 



DIABETE II° E CAD 

Conclusions 
Overall, there was no significant 
difference in the rates of death 
and major cardiovascular events 
between patients undergoing 
prompt revascularization and 
those undergoing medical 
therapy or between strategies of 
insulin sensitization and insulin 
provision. 

2009 

The BARI-2D trial2 investigated whether PCI or CABG surgery (the 
choice of the revascularisation method being at the discretion of the 
treating physician) combined with OMT would be better than OMT 
alone in patients with stable CAD and type 2 DM. The trial included 
2368 pts.  



PTCA VS TERAPIA MEDICA  
IN NONACUTE CAD 2012 

The significant finding of this 
analysis is that compared 
with a strategy of initial 
medical therapy alone, 
coronary stent implantation 
in combination with medical 
therapy for stable CAD is not 
associated with a significant 
reduction in mortality, 
nonfatal MI, unplanned 
revascularization, 
or angina after a mean 
follow-up of 4.3 years. 



2012 



PTCA VS TERAPIA MEDICA  
IN NONACUTE CAD 

• Over 400.000 PCI procedures are performed for 
the treatment of stable CAD in the USA each year. 

• Despite publication of clinical trials and guidelines 
supporting the initial use of optimal medical 
therapy prior to PCI, only 44% of patients are 
treated with optimal medical therapy prior to PCI, 
and approximately 50% of patients with an 
occluded infarct-related artery after an MI 
undergo PCI of that artery. 

2012 



RESISTANCE TO ADHERENCE  
TO RECOMMENDATIONS 

• The existing data do not demonstrate the clear 
superiority of medical therapy for any clinical 
outcome.  

• Financial rewards for physicians and hospitals to 
perform PCI in the fee-for-service health care 
environment of the United States may 
contribute to the persistent use of PCI in settings 
where it has been shown to offer no clinical 
benefit. 

2012 



RESISTANCE TO ADHERENCE  
TO RECOMMENDATIONS 
• Rates of PCI for stable CAD in Ontario, Canada, 

where a single-payer governmentregulated system 
controls the annual volume of cardiac procedures, 
are less than half what they are in New York state. 

• In the context of controlling rising health care costs 
in the United States, this study suggests that up to 
76% of patients with stable CAD can avoid PCI 
altogether if treated with optimal medical therapy, 
resulting in a lifetime savings of approximately 
$9450 per patient in health care costs 

While physicians outwardly worship at the altar of 
evidence-based medicine, in reality, we more often 
tend to practice selective evidence-based medicine by 
adopting and embracing those trials and studies with 
results that reinforce our existing clinical practice 
preferences or biases, while we ignore or disdain the 
results of studies with results that are unpopular, 
conflict with our existing clinical practice beliefs, or 
collide with the conventional wisdom. 
 

Boden WE 
Mounting Evidence for Lack of PCI Benefit in Stable Ischemic Heart Disease 
What More Will It Take to Turn the Tide of Treatment? 
Arch Int Med 2012;172:320-21 

2012 



POSSIBILI SPIEGAZIONI 

• Una spiegazione possibile del fallimento della 
PCI nel  morte /IMA: è una procedura locale 
(mirata a lesioni focali) su una patologia 
diffusa (> probabilità di successo di una 
terapia sistemica, ovvero medica). 

• Nel trial BARI (1800 pz multivasali 
randomizzati BPAC vs PCI) al FU angiografico 
(5 aa) la ricorrenza di angina è > secondaria a 
progressione di malattia che a 
restenosi/occlusione graft 

The Bypass Angioplasty Revascularization Investigation (BARI) Investigators. 
Comparison of coronary bypass surgery with angioplasty in patients with multivessel 
disease. N Engl J Med 1996; 335: 217–25. 



POSSIBILI SPIEGAZIONI 

• La placca ha morfologie  in ACS vs CAD stabile. 

• La placca vulnerabile ha un fibrous cap sottile, un 
core lipidico grande > macrofagi < collagene. Sono 
meno stenosanti.  

• La placca stabile hanno un fibrous cap spesso, 
core lipidico piccolo, < macrofagi > collagene. 
Restringono il lume. 

• Le lesioni instabili che portano a IMA/SCA non 
sono necessariamente severamente stenotiche e le 
lesioni severamente stenotiche non sono 
necessariamente instabili. 



Based on COURAGE, it is difficult to defend a routine strategy of up-

front PCI in patients with stable angina. Optimal medical therapy should 

be routine first-line therapy, with PCI reserved for patients with severe 

baseline angina or symptoms unresponsive to medical therapy. This 

makes it incumbent upon those of us who treat patients with stable 

angina to provide comprehensive and intensive medical therapy, and 

tailor subsequent therapy based on the patients' response. This is 

challenging in a healthcare system that provides strong financial reward 

for PCI and little incentive to provide optimal medical therapy, but this is 

what evidence-based medicine is supposed to be. 

David Maron, Associate Professor of Medicine and Emergency Medicine 

at Vanderbilt University, Nashville, Tennessee. 

CAD STABILE 



CAD STABILE: NON TUTTI I PAZIENTI  
SONO UGUALI. 

• if the ischaemic burden is moderate to severe - 
ie, greater than 10%, with or without angina - a 
case an be made for revascularisation. 

• if significant ischaemia can be excluded by an 
adequate stress test, even in presence of chest 
discomfort or known previous coronary artery 
disease, the prognosis is good and an invasive 
approach is not indicated 

• An important message from the randomised 
trials is that an initial strategy of 
pharmacological therapy with the option of 
revascularisation if that fails is not associated 
with any increase in mortality or myocardial 
infarction. 

 

Management of stable coronary artery disease 

Lancet  2010 375:763-772 

 

Hachamovitch R et al Comparison of the short-term survival 
benefi t associated with revascularization compared with 
medical therapy in patients with no prior coronary artery 
disease undergoing stress myocardial perfusion single photon 
emission computed tomography. 
Circulation 2003; 107: 2900–07 

http://www.thelancet.com/journals/lancet/issue/current
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DIAGNOSI DI CAD 

evidence of ischemia 
(not just visualization 
of anatomy) is crucial 
in determining if the 
use of PCI is 
appropriate. 
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PCI VS ESERCIZIO 
IN NONACUTE CAD 

2004 



OMT: LA REALTA’ DEI FATTI 
 

http://www.thelancet.com/journals/lancet/issue/current


OMT: LA REALTA’ DEI FATTI 

BMI 

100`000 a.c. 10`000 a.c. 2050 d.c. 

Evolution of Mankind 

BMI 



ADERENZA A LUNGO TERMINE  



DISCONTINUATION OF EB THERAPIES 
AFTER ACS AND CLINICAL OUTCOME 

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



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 



CAD STABILE: 
PTCA O TERAPIA MEDICA ? 

Bassand JP, Priori S, Tendera M. Evidence-based vs “impressionist” medicine: how best to implement 
guidelines. Eur Heart J 2005; 26: 1155-8. 
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