
PLATO:  A Study of PLATelet Inhibition and Patient Outcomes

OVERVIEW

PLATO was an international head-to-head outcomes study of ticagrelor (BRILINTATM), an investigational oral antiplatelet treatment for acute coronary syndromes (ACS), versus clopidogrel to establish whether ticagrelor can achieve meaningful cardiovascular and safety endpoints in ACS patients.1A,1B  The phase III study investigated whether the inhibition of platelet aggregation seen with ticagrelor in phase II trials1C could lead to a reduction of cardiovascular events in the full spectrum of ACS patients, which includes patients hospitalized for unstable angina, non-ST segment elevation myocardial infarction (NSTEMI *) and ST segment elevation myocardial infarction (STEMI**). 1D,1E
STUDY DESIGN
The PLATO study design reflected real world clinical practice by enrolling the full spectrum of ACS patients within 24 hours of their index event,1D,1F and evaluating their outcomes regardless of whether they were medically managed or underwent invasive procedures such as PCI or coronary artery bypass graft (CABG)† surgery.1H
PLATO involved 18,624 ACS patients in 43 countries2A and was designed to provide a comprehensive analysis of efficacy1E, safety and tolerability of ticagrelor.1J Patients were randomly assigned to oral maintenance treatment with ticagrelor 90 mg twice-daily, plus aspirin, or clopidogrel 75 mg once daily plus aspirin for six to 12 months.1K All patients randomized to ticagrelor received a 180 mg loading dose.1L For patients randomized to clopidogrel, the loading dose reflected current clinical practice.1M
The primary efficacy endpoint was the time to first occurrence of any event from the composite of death from vascular causes, myocardial infarction (MI) or stroke.1N The primary safety variable was the time to first occurrence of any PLATO-defined major bleeding.¥,1O Additional safety variables included minor bleeding, dyspnea, arrhythmia, unanticipated clinical adverse events and laboratory safety tests.1P
The PLATO study was led by the Executive Committee co-chairs, Dr. Lars Wallentin, Sweden (Uppsala Clinical Research Center) and Dr. Robert Harrington (Duke Clinical Research Institute). 
TICAGRELOR DATA PREVIOUSLY PRESENTED

Primary results from the PLATO study were presented at the European Society of Cardiology congress and simultaneously published in the New England Journal of Medicine (August, 2009).2A
Results from the PLATO invasive sub-analysis were presented at the Transcatheter Cardiovascular Therapeutics conference in September 2009. The sub-analysis looked at more than 13,000 patients who had undergone planned heart surgery (PCI and CABG) to determine whether ticagrelor could achieve clinically meaningful cardiovascular and safety endpoints.3A
DATA TO BE PRESENTED AT AHA 2009
Results from the PLATO STEMI sub-analysis will be presented at the annual American Heart Association Scientific Sessions on Sunday, November 15, 2009.4A This analysis looked at the 8,430 STEMI patients in the PLATO trial. Patients were randomized to receive either ticagrelor or clopidogrel in a 1:1 ratio within 24 hours of onset of the most recent cardiac ischemic symptoms and before any invasive procedures were performed. 4A
ABOUT STEMI
STEMI is a type of heart attack in which the coronary artery is generally blocked off by a blood clot, and as a result virtually all the heart muscle being supplied by the affected artery starts to die. 8B The majority of patients with STEMI will undergo rapid treatment with invasive procedures (either PCI or CABG) and are particularly at risk of serious, and potentially deadly, complications. It’s important that these patients receive appropriate medication to protect against these events. 
DISEASE BACKGROUND
Every year ACS affects an estimated 1.4 million people in the United States and 1.4 million people in Europe. 5A It is estimated that one in three ACS patients will die, have a recurrent heart attack (myocardial infarction), or be readmitted to the hospital within six months of their first CV event, so preventing reoccurrence is vital in ACS patient treatment. 6A Anti-platelet medications work to prevent platelets from sticking together, which is what begins the formation of blood clots. 7A
BRILINTA BACKGROUND
BRILINTA (ticagrelor) is the first reversibly binding oral adenosine diphosphate (ADP) receptor antagonist.1Q It selectively inhibits P2Y12, a key target receptor for ADP.1R ADP receptor blockade inhibits the action of platelets in the blood.7C,7D,1R  Ticagrelor is the first in a new chemical class, the CPTPs (cyclo-pentyl-triazolo-pyrimidines) and is chemically distinct from the thienopyridines, such as clopidogrel and prasugrel.6C,1Q 

AstraZeneca has proposed the name BRILINTATM in the United States. If approved, it will serve as the trade name for ticagrelor.
BRILINTATM is a trademark of the AstraZeneca group of companies. 
* NSTEMI (non-ST segment elevation myocardial infarction) is a type of heart attack in which a blood clot partly occludes an artery and as a result only a portion of the heart muscle being supplied by the affected artery dies.8A
** STEMI (ST segment elevation myocardial infarction) is a type of heart attack in which the coronary artery is generally blocked off by a blood clot, and as a result virtually all the heart muscle being supplied by the affected artery starts to die.8B
∞Percutaneous coronary intervention (PCI) encompasses a variety of procedures used to treat patients with diseased arteries of the heart. PCI can be used to treat chest pain caused by a build-up of fats, cholesterol, and other substances from the blood (referred to as plaque) that can reduce blood flow, or a heart attack caused by a large blood clot that completely blocks the artery.7B
†Coronary artery bypass graft (CABG) is a type of heart surgery that reroutes, or "bypasses," blood around clogged arteries to improve blood flow and oxygen to the heart. 7C
¥Definitions of Bleeding Events in the PLATO study1S
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