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THE	START-ANTIPLATELET	REGISTER	
	

A	MULTICENTER	OBSERVATIONAL	
PROSPECTIVE	STUDY	TO	ASSESS	THE	
RISK-BENEFITS	OF	ANTITHROMBOTIC	

THERAPY	IN	ACS	PATIENTS	

IL SETTING CLINICO 
 
Perché un registro sugli antiaggreganti? 
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ACUTE CORONARY SYNDROME PATIENTS 

DUAL ANTIPLATELET THERAPY 

12 months 

NSTEMI	2011	
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2012	

NSTEMI	2011	
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….Did we need NEW antiplatelets?... 

CLOPIDOGREL:	
	

A	MODEL	FOR	PERSONALIZED	MEDICINE	

High	on-treatment	platelet	reacEvity	
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Buonamici	P,	JACC	2007	n=804	

10 micromol ADP LTA 

RECLOSE TRIAL 

JAMA 2011;306(11):1215-1223 

Prospective observational  
single center cohort study 
 
1789 pts 
14% of HPR by ADP 
2 years of follow-up  
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Kaplan Meier survival curves  
for primary end point events 

JAMA 2011;306(11):1215-1223 

Estimate risk  
 
27.5% (18.3-36.7) in HRPR group 
 
14.5% (12.1-16.9) in LRPR group 
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CYP1A2	(35.8%)	
CYP2B6	(19.4%)	
CYP2C19	(44.9%)	

CYP2B6	(32.9%)	
CYP2C9	(6.8%)	
CYP2C19	(20.6%)	
CYP3A4	(39.8%)	

Kazui	M	et	al,		
Drug	Metab	Dispos	2009		

Simon	T	et	al,		
N	Engl	J	Med	2009		

Roles	in	clopidogrel	
acEvity	of	proteins	with	

known	geneEc	
polymorphisms	

C3435T	
Ile1145Ile	

ABCB1	

A672T	
Q192R	
PON1	

T196C	
Leu59Pro	

ITGB3	

T744C	
H1/H2	
P2Y12	

Cardiovascular death, 
MI or ischemic stroke 

JAMA 2010 
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Stent Thrombosis 

JAMA 2010 

High on-treatment 
platelet reactivity 

TRANSIENT 

Chronic 
Systolic  
function 

Age, 
sex 

Diabetes 

PERSISTENT 

Acute phase 
Reticulated  
platelets 

Platelet  
turn-over 

Erythrocyte 
deformability ADAMTS-13 

activity 

Inflammation 

Compliance 
Drug interactions 
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…. PRASUGREL: 
TRITON-TIMI 38 study…..  

Confidential and for Internal 
Discussion Purposes Only- Not 
for External Use or Promotion
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…. TICAGRELOR: 
PLATO study…..  

9,333	pts		on	TICAGRELOR		vs	9,291	pts	on	CLOPIDOGREL	

Wallen&n	et	al,	N	Engl	J	Med	2009	
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9,333	pts		on	TICAGRELOR		vs	9,291	pts	on	CLOPIDOGREL	

Wallen&n	et	al,	N	Engl	J	Med	2009	

PLATO-	definiJon	
of	bleeding:	
Life-threatening	b.	
Decline	in	Hb	>3g/dl	
Transfusion	of	2	units	
of	red	blood	cells	

Becker	RC,	Eur		Heart		J	2011	
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From	PLATO:	1152	paEents	had	a	history	of	TIA/stroke	

The reduction of primary end-point and  
Total mortality was consistent with the 
overall population…………….. 

James	SK	et	al,	Circula9on	2012	
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Funnel plots comparing prasugrel vs. ticagrelor for the risk of key clinical events. Odds ratios 
(OR) <1.0 favor prasugrel, whereas odds ratios>1.0 favor ticagrelor. 

Biondi	Zoccai,	2010	

Steiner	S,	,	Thromb	Haemost	2012	
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Steiner	S,	,	Thromb	Haemost	2012	

Ruolo della doppia antiaggregazione nella     
riduzione degli eventi post PCI: 

 
 1. Trombosi di stent 

2. Nuovi eventi aterotrombotici 
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Goodman SG, et al. Circulation 1998;97:444 

Trombosi di Stent 

•   Mortalità – 15-40% 
•   Infarto – 60-70% 
  Aumentato rischio di: 

•  Shock 
•  Scompenso cardiaco 
•  TV/FV 

PrediAori	di	Trombosi	di	Stent	

Angina 
instabile 

Trombo Diabete Tronco 
comune non 

protetto 

Biforcazioni Disfunz. 
renale 

Brachitp. 

Iakovou	I,et	al.	JAMA	2005;	293:	2126	

Trombosi di stent totali = 1.3%  
(P=0.09, N=2229) 
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1,911 consecutive patients with DES implantation 
median follow-up of 19.4 months 

Park et al, Am J Cardiol 2006 

n=3021 patients treated with DES 
18 months of follow-up 
 
58 patients (1.9%) with ST:  
42 within the first 6 months 

median interval from discontinuation of clopidogrel to ST 
13.5 days (5.2-52.7) in the first 6 months 
90 days (30-365) between 6 and 18 months 

Airoldi	et	al,	Circula&on	2007	
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Independent predictors of cumulative stent thrombosis at 1, 6 and 12 months 

n=2,889 patients 
with DES  

12 months of f-up 

Roy	et	al,	Am	J	Cardiol	2009	

Van	Werkum	et	al,	JACC	2009	

n= 437 patients with a definite ST undergoing BMS or DES implantation 

Lack of clopidogrel and risk of ST 
 
First 30days: 
HR 36.5 (8.0-167.8) 
 
Between 30 days and 6 months: 
HR 4.6 (1.4-15.3) 
 
After 6 months: 
HR 5.9 (1.7-19.8) 
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Patient or Physician 
Related Factors Adverse 

Events 

Surgery, Trauma, 
Procedures 

Reasons	

DAPT discontinuation after stent 

NUISANCE	BLEEDS	

GI	BLEEDS	

ALLERGY,	RASH	

Patient / Physician may discontinue DAPT for 

Grines C et al. JACC 2007;49:734-739 

MINOR	SURGERY,	DENTISTRY	
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DAPT	DisconEnuaEon	

Poor Compliance: 50 - 70% 

Side Effects : 10 – 20 % 

Noncardiac Surgery-Procedure : 10 - 30% 

Catheteriza&on	and	Cardiovascular	Interven&ons	74:1047-1054	(2009)	

Un problema clinico emergente  
 
 
-  La TRIPLICE terapia antitrombotica 
DOPPIA antiaggregazione + ANTICOAGULANTE 

-  La DOPPIA terapia antitrombotica  
con i NUOVI antiaggreganti e/o anticoagulanti 
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TAO	 NAO	

Clopidogrel	 Prasugrel	
Ticagrelor	

Emergency	Hospitaliza9ons	for	Adverse	
Drug	Events	in	Older	Americans	

DS	Budnitz,	n	engl	j	med,	2011	
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Gruppi attualmente attivi nel registro: 
 
Rossella MARCUCCI, Serafina VALENTE; Firenze   
Vittorio PENGO; Padova 
Giuseppe PATTI; Roma 
Paolo GRESELE; Perugia 
Paolo CALABRO’; Napoli 
Plinio CIRILLO; Napoli 
 
Prossimo ingresso: 
 
Raffaele DE CATERINA; Chieti 
Pasquale PIGNATELLI, Francesco VIOLI; Roma 

N = 639  pazienti con SCA 
 
478  M/  161  F 

Età:  66,7± 12,6 
 

STEMI  NSTEMI / AI  

325 
(50.8%) 314  

(49.1%) 

38.9%  NSTEMI 
11.8%  AI 

Analisi	a	dicembre	2014	



ANTICOAGULAZIONE:
attualità cliniche, di laboratorio e aspetti sociali

BOLOGNA, 21-22 GENNAIO 2016

n=639 
ANAMNESI…. 
 
 
Pregresso IMA    132/639  (20,7%) 
 
Pregressa PCI      128/639  (20%) 
 
Pregresso TIA      26/639  (4,1%) 
Pregresso stroke  18/639  (2,8%) 
 
PAD                         53/639  (8,3%) 
 
Pregressa emorragia maggiore   9/639  (1,4%) 
                                    3 cerebrale 

              4 gastrointestinale 
              1 metrorragia 

 
Pregressa emorragia minore     3/639  (0.4%) 

Analisi	a	dicembre	2014	

IPERCOL. 
324 (50,7%) 

DIABETE 
185 (29%) 

FUMO 
299 (46,8%) 

n=639 

IPERTENSIONE 
449 (70,3%) 

FANV              35/ 639  (5,5%) 
FAV                11/639  (1,7%) 
Protesi Valvolari Meccaniche   4/639  (0,6%) 
TEV                 6/639  (0,9%) 

Analisi	a	dicembre	2014	
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639 

PCI 
n= 515 

Bypass AoC 
n= 20 

Terapia Medica 
n= 104 

ASA 
630 (98,5%) 

CLOPIDOGREL 
220 (34,4%) PRASUGREL 

92 (14,4%) 

TICAGRELOR 
277 (43,3%) 

Analisi	a	dicembre	2014	

DOPPIA 
ASA + tienopiridina 

593 (92,8%) 

6 solo ASA 
40 solo tienopiridina 

MONO 
46 (7,2%) 

TERAPIA ANTIAGGREGANTE 

Analisi	a	dicembre	2014	
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TERAPIA ANTIAGGREGANTE 

TRIPLICE TERAPIA ANTITROMBOTICA 
 
           46/639    7.2% 
 
35:  WARFARIN + ASA + CLOPIDOGREL 
 
10: DABIGATRAN + ASA + CLOPIDOGREL 
 
1:  APIXABAN + ASA + CLOPIDOGREL 

Analisi	a	dicembre	2014	

FATTORI PREDITTIVI SOMMINISTRAZIONE CLOPIDOGREL 

Analisi	a	dicembre	2014	
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FATTORI PREDITTIVI SOMMINISTRAZIONE PRASUGREL 

Analisi	a	dicembre	2014	

FATTORI PREDITTIVI SOMMINISTRAZIONE TICAGRELOR 

Analisi	a	dicembre	2014	
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FOLLOW-UP   12 MESI 
 
n= 202 
 

MORTE                                 11  (5,4%) 
 
MORTE CARDIOVASCOLARE           10 (5%)   
 
TVR                                                  9  (4,5%) 
IMA                                                  5 (2,4%) 
 
	
SANGUINAMENTI  
TIMI maggiori          2 (0.9%) 
TIMI  minori                           10 (5%) 
 
ISTH maggiori                        2 (0.9%) 
ISTH minori                             10  (5%) 

Analisi	a	dicembre	2014	

FOLLOW-UP   12 MESI 
 
n= 202 
 

COMPLICANZA EMORRAGICA 
 
6/10 (60%)          pazienti in TRIPLICE TERAPIA  (13% dei pz in triplice 
ha fatto sanguinamento) 
 
4/10 (40%)         pazienti in DOPPIA TERAPIA (2.5% dei pazienti in 
doppia antiaggregazione) 
 
 
COMPLICANZA ISCHEMICA 
 
6   Clopidogrel      (10% dei pazienti in clopidogrel) 
3      Ticagrelor        (5% dei pazienti in ticagrelor)  
1      Prasugrel       (5% dei pazienti in prasugrel) 

Analisi	a	dicembre	2014	


