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Sindromi coronariche acute 
nel paziente anziano con comorbidità.

Quale setting assistenziale : 
UTIC, terapia intensiva medica o “corsia”?
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Ischemic Discomfort



STEMI and NSTEMI in-hospital all-cause mortality, 
stratified by age category

Gale C P et al. Eur Heart J 2012;33:630-639



Association Between Guideline Adherence Rate 
and In-Hospital Mortality

Peterson ED et al. JAMA 2006;295(16):1912-1920

Per ogni 10% nell’aderenza alle linee guida 

10% della mortalità ospedaliera



Sospetto clinico di SCA

Esame fisico, monitoraggio ECG, prelievo ematico

Sottoslivellamento o 
sopraslivellamento
NON persistente ST

EBPM o ENF o Fundaparinux, ASA,

Clopidogrel, ß-bloccanti, Nitrati

Eur Heart J 2007 28:1598-1660



Terapia tradizionale**

Clopidogrel + terapia tradizionale
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** comprendente ASA

RR = 0,67

p=0,002

Ore dalla randomizazzione

The CURE Trial Investigators. N Engl J Med. 2001;345:494-502



Inhospital outcomes after early* clopidogrel therapy in patients 
not undergoing an early invasive strategy for treatment of NSTEMI:  

results from CRUSADE
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No early Clopidogrel Early Clopidogrel *

Alexander D, et al. Am Heart J 2008;156:606-12
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* = within 24 hours



Basso Rischio

Anti IIb/IIIa

Angiografia coron.

PCI, CABG o altro trattamento medico

in funzione dei dati clinici e angiografici

Sospetto clinico di SCA

Esame fisico, monitoraggio ECG, prelievo ematico

Sottoslivellamento o 
sopraslivellamento
NON persistente ST

Alto Rischio

EBPM o ENF o Fundaparinux, ASA,

Clopidogrel, ß-bloccanti, Nitrati

Eur Heart J 2007 28:1598-1660



Criteri di alto rischio per le sindromi coronariche acute
senza sopraslivellamento del tratto ST

Documento di Consenso FIC-GISE

•Presenza di scompenso cardiaco

•Presenza di aritmie ventricolari maggiori

•Età avanzata

•Associazione tra positività della troponina, 

sottoslivellamento del tratto ST e diabete

•TIMI risk score 5

Di Pasquale G, et al. Ital Heart J 2005; 6 (Suppl 6): 5S-26S.



TIMI Risk Score

• Age >65 years

• >3 CAD Risk Factors

• Prior Coronary Stenosis >50 % 

• ST deviation

• >2 Anginal events <24 hours

• ASA in last 7 days

• Elevated Cardiac Markers (CK-MB or troponin)

Antman EM, Cohen M, Bernink PJ, et al. The TIMI risk score for unstable angina/non-ST elevation MI: a method for 

prognostication and therapeutic decision making. JAMA. 2000;284:835-842. 



Mortalità Ospedaliera ed a 6 mesi in pazienti a Basso, Medio ed 
Alto Rischio in popolazioni di Registro secondo il GRACE Risk 
Score Http://Www.Outcomes.Org/Grace

Categoria di Rischio
(terzili)

GRACE Risk Score Mortalità 
Ospedaliera (%)

Basso <=108 <1

Medio 109-140 1-3

Alto >140 >3

Categoria di Rischio
(terzili)

GRACE Risk Score Mortalità a 6 mesi 
(%)

Basso <=88 <3

Medio 89-118 3-8

Alto >118 >8

ESC Guidelines for the Management of NSTE-ACS

http://www.outcomes.org/grace


Basso Rischio

Anti IIb/IIIa

Angiografia coron.

PCI, CABG o altro trattamento medico

in funzione dei dati clinici e angiografici

Sospetto clinico di SCA

Esame fisico, monitoraggio ECG, prelievo ematico

Sottoslivellamento o 
sopraslivellamento
NON persistente ST

Alto Rischio

EBPM o ENF o Fundaparinux, ASA,

Clopidogrel, ß-bloccanti, Nitrati

Eur Heart J 2007 28:1598-1660

Rivalutazione

Alto Rischio



Tamara De Lempicka

Entro quanto 
tempo deve 

essere fatta la 
PCI?



Relative risk of all-cause mortality based on time of angiography
and the extent of revascularization. Early invasive therapy 

compared with conservative therapy:  a Meta-Analysis

Bavry A.A., et al. J Am Coll Cardiol 2006;48(7):1319-1325 

Median of 39.4 h



Poole-Wilson, P A et al. Heart 2006;92:1473-1479

Rate of occurrence of death or myocardial infarction by time 
since randomisation and treatment group. RITA 3 trial

Intervention group: 21 MIs and 6 deaths
(procedure-related: 14 MIs and 3 deaths)

Conservative group: 17 MIs and 3 deaths



Quali sono i vantaggi della
strategia invasiva?

In quali pazienti? 

Modigliani, Self-Portrait



O'Donoghue, M. et al. JAMA 2008;300:71-80.

Death, MI, or Rehospitalization in NSTE-ACS Trials of an 
Invasive Versus Conservative Treatment Strategy. 

A meta-analysis



Long-Term Outcome of a Routine Versus Selective Invasive 
Strategy in Patients With Non–ST-Segment Elevation ACS
A Meta-Analysis of Individual Patient Data

Fox KAA, et al. J Am Coll Cardiol 2010;55:2435–45

Cumulative Risk of CV Death or MI by risk group



Tra il dire e il fare……..

Hopper,  Ground Swell
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Chiarella F. et al. Ital Heart J 2005;6(Suppl 3):12S-16S



Il setting:

Cardiologia

o

Medicina?

Magritte, la condizione umana
24



Sindromi Coronariche Acute in Italia

 I dati dello studio BLITZ 1 suggeriscono che, in Italia, 

circa il 30% dei pazienti con Infarto Miocardico Acuto 

vengono trattati al di fuori delle Unità Coronariche 
The Blitz study. Eur Heart J 2003;24:1616-1629

17% dip. emergenza

6% med. interna

2% altri reparti

75% cardiologia
F. Chiarella. Congresso ANMCO 2003



Influence of Inpatient Service Specialty on Care Processes and 
Outcomes for Patients With NonST-Segment Elevation ACS in 

the CRUSADE registry

Roe MT, et al. Circulation. 2007;116:1153-1161.

Treatment Patterns by Primary Inpatient Service*



Influence of Inpatient Service Specialty on Care Processes and 
Outcomes for Patients With NonST-Elevation ACS in the 

CRUSADE registry

Roe MT, et al. Circulation. 2007;116:1153-1161.

In-Hospital Outcomes by Primary Inpatient Service

Conclusions. …..
Results from the present analysis highlight the difficulties with accurately 
determining how specialty care is associated with treatment patterns and 
clinical outcomes for patients with acute coronary syndromes.



Characteristics of patients with non-ST elevation ACS
admitted to different settings in the 1990s. A secondary analysis 
of PRAIS (UK), a prospective, observational, multi-centred study 

Jones I, et al. Intens Crit Care Nurs 2008;24:286-294



Studio IN-ACS Outcome: 
terapia farmacologica alla dimissione

NSTE-SCA

n. 3607

PCI

n. 905

No PCI

n. 2702 p

ASA, % 90.0 97.6 88.7 <0.0001

Clopidogrel, % 65.0 89.0 58.1 <0.0001

ASA+Clopidogrel, % 63.8 87.5 55.9 <0.0001

Ticlopidina, % 6.9 7.6 6.6 0.29

ASA+Clopidogrel/Ticlopidina, % 68.3 94.8 59.4 <0.0001

ASA/Clopidogrel/Ticlopidina, % 95.3 99.3 93.9 <0.0001

ACE-i, % 63.2 61.9 63.6 0.35

Sartani, % 9.9 9.0 10.3 0.25

ACE-i/Sartani, % 72.5 70.3 73.2 0.09

Beta-bloccanti, % 73.3 77.7 71.9 0.0006

Statine, % 73.9 82.0 71.2 <0.0001

n-3 PUFA, % 15.2 16.1 14.8 0.34

Congresso Nazionale ANMCO, Firenze 2008 



Sindromi coronariche 
acute  nel paziente 

anziano con 

comorbidità

V. Van Gogh, vecchio che soffre



NSTE ACS Population No. of Subjects Age 75 y, % Randomized Treatment

VIGOUR 34266 18.1 NSTE ACS trials

GUSTO IIb 8011 19.5 Hirudin vs Heparin

PARAGON A 2282 19.1 GP IIb/IIIa  Lamifiban vs UFH

PARAGON B 5225 17.8 GP IIb/IIIa Lamifiban  vs placebo

PURSUIT 10948 14.6 GP IIb/IIIa Eptifibatide vs placebo

GUSTO IV ACS 7800 22.7 GP IIb/IIIa Abciximab vs placebo

NRMI 2-4 1076796 38.3 NSTEMI registry

GRACE 11968 31.6 NSTE ACS registry

CRUSADE 56963 39.9 NSTE ACS QI initiative

18%

38%

NSTE ACS - Representation of the subgroup >75 years  
as a proportion of the total trial and community populations



In-hospital and 30-day moratality  according to age groups

Alexander KP, et al. Circulation. 2007;115:2549-2569

Summarized available data from trials (VIGOUR) and registries (GRACE, CRUSADE) 



Influence of Comorbid Conditions on One-Year Outcomes in 
Non–ST-Segment Elevation Acute Coronary Syndrome

Mayo Clin Proc. 2011;86(4):291-296

Anemia

COPD

Cancer



Elderly patients with acute coronary syndromes 
admitted to Italian intensive cardiac care units: 

a Blitz-3 Registry sub-analysis

Casella G, et al. J Cardiovasc Med 2012, 13:165–174



Relationship Between In-Hospital Mortality Across Each Age 
Group With Increasing Adherence to Recommended Therapies

in the CRUSADE Initiative

Skolnick AH, at al. J Am Coll Cardiol 2007;49:1790–7



ESC Guidelines for the management of acute coronary
syndromes in patients presenting without persistent ST-
segment elevation

European Heart Journal (2011) 32, 2999–3054



Admission signs, symptoms, and initial diagnosis according to age groups

Alexander KP, et al. Circulation. 2007;115:2549-2569

Summarized available data from trials (VIGOUR) and registries (GRACE, CRUSADE) 



ESC Guidelines for the management of acute coronary
syndromes in patients presenting without persistent ST-
segment elevation

European Heart Journal (2011) 32, 2999–3054



Effect of older age on diagnostic and prognostic 
performance of high-sensitivity troponin T in patients

presenting to an emergency department

Normann J, et al. Am Heart J 2012;164:698-705



ESC Guidelines for the management of acute coronary
syndromes in patients presenting without persistent ST-
segment elevation

European Heart Journal (2011) 32, 2999–3054



Relationship Between the Number of Therapies Provided 
and the Incidence of In-Hospital Major Bleeding  in the 
CRUSADE Initiative

Skolnick AH, at al. J Am Coll Cardiol 2007;49:1790–7



CRUSADE bleeding score  

Predictor Score

Baseline hematocrit, % 

31 9

31–33.9 7

34–36.9 3

37–39.9 2

40 0

Creatinine clearance, mL/min

15 39

15–30 35

30–60 28

60–90 17

90–120 7

120 0

Heart rate (bpm)

70 0

71–80 1

81–90 3

91–100 6

101–110 8

111–120 10

>121 11

Predictor Score

Systolic blood pressure, mm Hg

90 10

91–100 8

101–120 5

121–180 1

181–200 3

>201 5

Sex 

Male 0

Female 8

Signs of CHF at presentation

No 0

Yes 7

Prior vascular disease

No 0

Yes 6

Diabetes mellitus

No 0

Yes 6

Subherwal S, et al.Circulation. 2009;119:1873-1882
(0-20) (>50)

Very low Very high



Strategia 
invasiva anche 
negli anziani?

B. T. Hart, The Lord Is My Shepherd



ESC Guidelines for the management of acute coronary
syndromes in patients presenting without persistent ST-
segment elevation

European Heart Journal (2011) 32, 2999–3054



Cardiovascular death or myocardial infarction after a routine 
invasive or selective invasive strategy according to age.

A meta-analysis from the FRISC II, ICTUS and RITA-3 trials.

Damman P et al. Heart 2011. doi:10.1136/heartjnl-2011-300453

(Selective Invasive)

(Routine Invasive)

aaaaa



NSTE  ACS 
Gli Anziani

De Servi S, et al. Am Heart J 2004; 147: 830-836

Eventi a 30 giorni Trattamenti

Strategia Conservativa: OR 2,31 (1,20-4,48) eventi a 30 giorni

75 aa

>75 aa
75 aa

>75 aa



Early Aggressive Versus Initially Conservative Treatment in 
Elderly Patients With Non–ST-Segment Elevation Acute 
Coronary Syndrome. A Randomized Controlled Trial

25/06/2013 47Savonitto S et al. J Am Coll Cardiol Intv 2012;5:906–16

313 pts 75 
years of age 

(mean 82 yrs)



ESC Guidelines for the management of acute coronary
syndromes in patients presenting without persistent ST-
segment elevation

European Heart Journal (2011) 32, 2999–3054



Applying Evidence-Based Medicine
IN THE REAL WORD

which proportion ?

Age
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Community

60 + 70 + 75 and over …

Trials

(Guidelines)

Anziani con:

IRC

Anemia/emorragia 

Neoplasie

BPCO

Diabete

etc ….



L’anemia è presente nel 15-30% dei 
soggetti con sindrome coronarica acuta

Tale percentuale aumenta durante il 
ricovero ospedaliero e tende ad essere 
superiore a quella basale al momento 
della dimissione.

Lettino M, Toschi V. G Ital Cardiol 2011;12(5):327-332



Kaplan-Meier curves of 30-day survival probability 

according to the presence of anemia at admission in 

patients with Acute Coronary Syndromes

Meneveau N, et al. Am J Cardiol 2009;103:442– 447
Days
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Comparison of clinical characteristics according to 
the presence of anemia at admission in the Registre 

Franc Comtois des Syndromes Coronariens Aigus

Meneveau N, et al. Am J Cardiol 2009; 103:442– 447



Tamara De Lempicka

Perché l’anemia 
peggiora la  

prognosi delle SCA?



1. Modifiche della terapia

2. Alterazioni emodinamiche

3. Cause ischemiche
- Effetti pro-infiammatori

- Effetti pro-trombotici

4. Aumento delle emorragie

Instabilizzazione della placca 



Hospital therapies and procedures 
according to presence of anemia
(Worcester Heart Attack Study)

Dauerman HL, et al. Am J Cardiol 2005;96:1379 –1383

1
Modifiche Tx



Prevalence of hypotension, tachycardia and Killip class 2 to 4  in 
patients with STEMI stratified by baseline hemoglobin values.

Sabatine M S et al. Circulation 2005;111:2042-2049

Hypotension 

Tachycardia

Killip class 

2 to 4

2
Alterazioni 

emodinamiche



Relation Between Hemoglobin Level and Recurrent 
Myocardial Ischemia in ACS Detected by Continuous 
Electrocardiographic Monitoring

Rousseau M, et al. for the  INTERACT Trial Investigators. Am J Cardiol 2010;106:1417–1422

3 
Induzione 
ischemia



Major Bleeding and Anemia in PCI
The REPLACE-2 Trial (N=6,010)
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4,0%

4,5%

5,0%

Non-Anemic Anemic

Major Bleeding

2.8%

4.9%

P=0.0001

Protocol definition: >3g/dL 

drop in HgB, intracranial, 

retroperitoneal, >2U 

transfusion

Voeltz MD, et al.  J Am Coll Cardiol 2005;45(3)[Suppl A]:1037-12-31A.

4



OASIS 5: Bassand  Eur Heart J 2008 

Emorragia nelle SCA: 

effetti sulla prognosi  



Trasfondere o non trasfondere?



Association of Blood Transfusion With Increased 
Mortality in Myocardial Infarction. A Meta-analysis

Chatterjee S, et al. Arch Intern Med. Online First. doi:10.1001/2013

Risk for myocardial infarction

Risk for all-cause mortality

P<.001NNH= 8

P<.03



Impact of Red Blood Cell Transfusion on Clinical Outcomes in 
Patients With Acute Myocardial Infarction

Aronson D, et al. Am J Cardiol 2008;102:115–119



Perché le 
emorragie e le 

trasfusioni 
peggiorano la 

prognosi?

Boldini, Lady Colin Campbell



..........................



Emorragia
in corso di SCA:

sospendere gli 
antiaggreganti?

E. Manet,  Berthe Morisot

SI

…ma per quanto 
tempo?



Sung J J, et al. Ann Intern Med 2010;152:1-9

Continuation of Low-Dose Aspirin Therapy in Peptic Ulcer Bleeding
A Randomized Double Blinded placebo-controlled Trial

All patients underwent 
endoscopic hemostatic 
therapy and received a 

72-hour infusion of 
pantoprazole followed 
by oral pantoprazole

30 days follow up

Immediately after endoscopic therapy



Continuation of Low-Dose Aspirin Therapy in Peptic Ulcer Bleeding
A Randomized Double Blinded placebo-controlled Trial

Sung J J, et al. Ann Intern Med 2010;152:1-9



Temporal relationship between oral antiplatelet agent 
interruption and recurrent vascular event

Burger W, et al. J Intern Med 2005;257:399–414



Statement E3

In patients who receive low-dose ASA and develop acute ulcer 

bleeding, ASA therapy should be restarted as soon as the risk 

for cardiovascular complication is thought to outweigh the risk 

for bleeding.

(Agree, 100% [Vote: a, 70%; b, 30%]. Grade: Moderate, 1b, “do it”)

Barkun AN, et al Ann Intern Med. 2010;152:101-113.



Antiplatelet  prescription at discharge and late outcomes among 
8,582 patients with bleeding during ACS: a pooled analysis from 
PURSUIT, PARAGON-A ,PARAGON-B, and SYNERGY.               

log-rank P <0.001

log-rank P <0.001

Chan MY, et al. Am Heart J 2010;160:1056-1064



..........................



Stato protrombotico post-emorragia nelle SCA

Emorragia

Deficit di  fattori antitrombotici 

deputati all’auto-limitazione dei 

meccanismi trombotici  locali 

finalizzati al  tamponamento 

dell’emorragia

Disfunzione 

endoteliale

1. Aumentata produzione 

di eritropoietina

2. Attivazione piastrinica

3.  h citochine procoagulanti

(PAI-1)

STATO

PRO-TROMBOTICO

Lane DA, et al. Blood 2005;106:2605–12.
Taylor JE, et al. Lancet 1991;338:1361–2.
Smith KJ,  et al. Cardiovasc Res 2003;59:538–48.



Trasfusioni e rischio trombotico. 1

Doyle BJ, et al. J Am Coll Cardiol 2009;53:2019–27



Trasfusioni e rischio trombotico. 2

Twomley KM, et al. J Thromb Thrombolysis 2006; 21: 167–174



stop

Monte Pelmo, Dolominti, Belluno


