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76-YEAR-OLD FEMALE, CURRENT SMOKER. 
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AP CRANIAL VIEW – mRCA thrombosis 



THE BIG PICTURE 

ACS: THE BIG PICTURE 



INCIDENCE OF AMI - POPULATION TRENDS  
 

KAISER PERMANENTE NORTH CALIFORNIA - 46,086 MI   

Yeh RW et al. N Engl J Med 2010; 362:2155-65 



MI – MORTALITY  
 

KAISER PERMANENTE NORTH CALIFORNIA - 46,086 MI   

Yeh RW et al. N Engl J Med 2010; 362:2155-65 

Adjusted 30-day mortality after MI 
decreased from 10.5% (1999)  
to 7,8% (2008) 



MEDICATION USE (%) BEFORE MI 
 

KAISER PERMANENTE NORTH CALIFORNIA - 46,086 MI   

Yeh RW et al. N Engl J Med 2010; 362:2155-65 



DATA DATA DATA 

WHAT ABOUT LONG TERM EVENT FREE SURVIVAL ? 



PRAIS-UK (2004) 
PROSPECTIVE REGISTRY OF ACUTE ISCHAEMIC SYNDROME IN THE U.K. 

 

A.K. Taneja et al. 
Eur H J 2004 



PRAIS-UK 
BASELINE CHARACTHERISTICS OF PATIENTS 

 



PRAIS-UK 
PROSPECTIVE REGISTRY OF ACUTE ISCHAEMIC SYNDROME IN THE U.K. 

 

In the first 6 months there were 48 deaths (7,3%).  
There were further 84 deaths at final follow_up. 
The survival rate at 1 yr was 90.8% and 77.8% at 45 months.  



PRAIS-UK 
PROSPECTIVE REGISTRY OF ACUTE ISCHAEMIC SYNDROME IN THE U.K. 

 



PRAIS-UK 
EFFECT OF BASELINE CHARACTERISTICS ON MORTALITY – COX REGR. ANALYSIS 

 



The CRUSADE LONG TERM MORTALITY 
AFTER NSTEMI (2011) 

                                                                  Roe MT et al, Am Heart J 2011 

 43,239 pts (> 65 yrs) from CRUSADE Registry LINKED to Madicare/Medicaid 
 

 Median F_up 619 days 
 
 2003 – 2006 
  
 COVARIATES: demographics, history, risk factor, clinical presentation, 
     laboratory values (creatinine, troponine, hematocrit) 
 
 Missing data < 2% 



The CRUSADE LONG TERM 
IN-HOSPITAL TRATMENTS AND PROCEDURES  



CRUSADE LONG TERM MORTALITY 
 RISK SCORE AND NOMOGRAM 

 

Add up points for all 13 variables 
Determine risk of mortality 



CRUSADE LONG TERM MORTALITY 
 RISK SCORE AND NOMOGRAM 

 

Add up points for all 13 variables 
Determine risk of mortality 

32 PTS 



The CRUSADE LONG TERM MORTALITY 
 CONCLUSIONS 

 

 THE RISK OF LONG TERM MORTALITY  AMONG OLDER PTS WITH  
     NSTEMI IS SUBSTANTIAL . 

1 YR: 24.4% 
2 YR: 33.2% 
3 YR: 40.3% 

 IT CAN BE PREDICTED FROM INITIAL CHARACTERISTICS 
     AVAILABLE AT THE TIME OF HOSPITAL PRESENTATION. 



       GRACE UK-Belgian Study (2010) 
                                                         Fox KAA, et al.  Eur H J 2010 

 
 

 5-YR F_UP OF THE U-K. AND BELGIAN COHORTS OF THE GRACE STUDY 
 

 STEMI, NSTEMI, AND U.A. 
 

  RECORD LINKAGE WITH ADM. DATA-BASE 
 

  





GRACE UK-Belgian Study 

By 5 years of f_up, there were 736 deaths from any cause. 
Two-thirds of alla deaths were classified as CV (65%, 482/736). 
 
LESS THAN A FIFTH OF ALL DEATHS OCCURRED IN_H  



SURVIVAL ACCORDING TO GRACE SCORE (Death in-H) 



GRACE UK-Belgian Study 
 

CONCLUSIONS 

 The late consequences of ACS demontrates a substantially 
higher frequency of subsequent CVD and MI than seen in 
the index hospitalization. 
 
 The greates risk is among pts with NSTEMI. 

 
 This outcomes are seen despite high compliance with g_lines. 

 
 The GRACE risk score demonstrate similar predictive 
     accuracy for in-H and long-term f_up. 

 
 



Registry Pts Centres NSTEMI% 
Months 

ACS IN ITALY 



30-DAY EVENTS 
 
Death 
 
MI&U.A. 
 
CHF 
 
STROKE 



PTS 
STEMI 

01/10/2000 – 03/12/2000 

24 CENTERS 



In-H events 
-Pts_Nr 
-Death 
-AMI 
-Angina 
-Death, AMI 
Death, AMI, angina 
VF/VT 
-Shock 
.Pulmonary Edema 
-Stroke 

6-months events 
-Pts_Nr 
-Death 
-AMI 
-Angina 
-Death, AMI 
 
Death, AMI, angina 



AMI-Florence Registry 





ABC STUDY 
EVENTS 



ABC STUDY 
RESULTS 

 504 PTS HAD  A 10-YR FOLLOW UP 
 

 409 PTS HAD 1 TO 5 EVENTS (tot 597) 
 

 EVENT ATE 18.25/YR/100 PTS 
 

 95 ACHIEVED EVENT FREE SURVIVAL 
 

 THE MEDIAN INTERVAL TO THE FIRST EVENT WAS 22.5 MONTHS 



ABC STUDY 
PROPORTION OF PTS WITH EFS ACCORDING TO CLINICAL VARIABLES 



SOLUTIONS ? 
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REGISTRIES VS RCT 



AUDIT. 





Pathogenetic classification of ACS 
based on simple clinical descriptor 

 F. Crea et al. JACC 2013 



Pathogenetic classification of ACS 
based on simple clinical descriptor 

 F. Crea et al. JACC 2013 

INNATE IMMUNITY 

ADAPTIVE IMMUNITY 



Pathogenetic classification of ACS 
based on simple clinical descriptor 

 F. Crea et al. JACC 2013 



Pathogenetic classification of ACS 
based on simple clinical descriptor 

 F. Crea et al. JACC 2013 

Apical ballooning syndrome 
      -adenosine infusion -  



Pathogenetic classification of ACS 
Clinical perspective 

 

More potent antithrombotic regimens ? 



Pathogenetic classification of ACS 
Clinical perspective 

  
Anti-inflammatory treatment ? 
 

NSAID 
STEROID 

ANAKIRNA 
RILONACEPT 
CANAKINUMAB 
(IL1-BLOCKERS) 

CASPASE-1 INHIB. 



Pathogenetic classification of ACS 
Clinical perspective 

  
Vulnerable plaque studies /therapies ? 
 

STATINS 
 
VARESPLADIB 
(phospholipA2_inh) 
 
 



Pathogenetic classification of ACS 
Clinical perspective 

 

Epicardial / microvascular vasoconstriction ? 

NITRATES 
CA-ANTAG. 

RHO KINASE INHIBITOR 



Rs579459 in the ABO  locus is a   novel 
risk factor for adverse cardiac outcome 
after an index ACS. 
 
Homozygous carriers of the at risk C allele 
exhibited an  increased risk of   developing 
a recurrent MI o death within 5 yrs. 
 
The association was independent of CAD RF 



The late consequences of ACS demontrates a substantially 
higher frequency of subsequent CVD and MI than seen in 
the index hospitalization. 
 
Current treatments are clearly suboptimal 
 
Novel therapies are eagerly awaited … 
 
 
 
 
 
 
 

FINAL REMARKS 
 

Every wall is a door 
                                                     R.W.Emerson 



FINE 



ATLAS ACS 2 





APPRAISE 2 





Le domande chiave 

  La SCA è una malattia solo acuta ? 
 
  Vi sono evidenze cliniche di un rischio ischemico 
    post-dimissione? 
 
  Quali soluzioni sono prospettabili ? 























TRITON-TIMI 38 /Recurrent Events 
Conclusioni 

 La riduzione degli eventi secondari col prasugrel è stata  
    evidenziata in diabetici, anziani, donne, nefropatici. 

 
 Il prasugrel, dotato di maggiore potenza, è stato in grado di    
    ridurre non solo i primi eventi ma anche quelli ripetuti. 

 
 Prolungare la terapia con un potente farmaco anti-piastrinico 
    può dimostrarsi utile. 

 
 



 Dei 1888 pz che hanno presentato un endpoint primario nel f.up 
    a 6-12 mesi, 318 hanno presentato uno o più eventi ricorrenti. 

 
 I pz con eventi ricorrenti erano diabetici, nefropatici e prevalente- 
    mente donne. 

 
 I pz con STEMI sono risultati più protetti dagli eventi ricorrenti. 
 







PLATO Study/Recurrent Events 
SANGUINAMENTI 

 Dopo un sanguinamento maggiore l’8,1% dei pz hanno sospeso il 
    ticagrelor. 

 
 Dopo un sanguinamento maggiore non CABG relato il 31,4% ha 
    sospeso il ticagrelor. 

 
 Nei 2/3 dei pz che hanno proseguito il farmaco, il ticagrelor non  
    è risultato associato ad ulteriori sanguinamenti. 

 
 



Le domande chiave 

  La SCA è una malattia solo acuta ? 
 
  Vi sono evidenze cliniche di un rischio ischemico 
    post-dimissione? 
 
  Quali soluzioni sono prospettabili ? 









 Incremento X10 di PRU 
 
 
 1/3 dei pz risultano con HPR 

To switch or not to switch… ? 



SWITCH-TX 

 Passare da un potente antipiastrinico con alto rischio di  
    sanguinamento ad uno più debole può essere giustificato 
 
 Studi farmacologici supportano l’esistenza di uno sweet spot 
    per la inibizione recettoriale P2Y12 
 
 Tale approccio non ha però ancora una dimostrazione clinica 
    e potrebbe risultare rischioso se non guidato da test che  
    risposta individuale. 
 



ULTERIORI RACCOMANDAZIONI 

 ADERENZA ALLA TERAPIA 
 

 TRATTAMENTO DEI FATTORI DI RISCHIO 
 

 DIETA 
 

 ATTIVITA’ FISICA 
 
 RIDUZIONE DELLO STRESS 



ADERENZA ALLA TERAPIA 



AUDIT. 





CONCLUSIONI  

 Dopo un primo episodio di SCA la mortalità resta elevata 
 
 I trattamenti disponibili sono efficaci ma esistono difficoltà 
    nell’ottimizzare l’effetto terapeutico senza aumentare i san- 
   guinamenti. 
 
 Un attento f.up. è indispensabile: mai abbassare la guardia! 
 

































Pathogenetic classification of ACS 
based on simple clinical descriptor 

 F. Crea et al. JACC 2013 



Pathogenetic classification of ACS 
based on simple clinical descriptor 

 F. Crea et al. JACC 2013 

INNATE IMMUNITY 

ADAPTIVE IMMUNITY 



Pathogenetic classification of ACS 
based on simple clinical descriptor 

 F. Crea et al. JACC 2013 



Pathogenetic classification of ACS 
based on simple clinical descriptor 

 F. Crea et al. JACC 2013 

Apical ballooning syndrome 
      -adenosine infusion -  



Pathogenetic classification of ACS 
Clinical perspective 

 

More potent antithrombotic regimens ? 
 

 Ant-inflammatory treatment ? 
 

 Vulnerable plaque studies ? 
 

 Rho-kinase inhibitor ? 



Rs579459 in the ABO  locus is a   novel 
risk factor for adverse cardiac outcome 
after an index ACS. 
 
Homozygous carriers of the at risk C allele 
exhibited an  increased risk of   developing 
a recurrent MI o death within 5 yrs. 
 
The association was independent of CAD RF 
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