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Antiplatelet therapy for Acute Coronary Syndrome  

Proposed trust new drug group submission for Prasugrel following NICE submission 

 
Proposal 

Following NICE publication in October 2009; Prasugrel for the treatment of acute coronary syndromes with 

percutaneous coronary intervention – TA guidance 182, NICE recommends prasugrel as an option for 

preventing atherothrombotic events in people with acute coronary syndromes having percutaneous coronary 

intervention, only when: 

• Immediate primary percutaneous coronary intervention for ST-segment-elevation myocardial 

infarction is necessary or 

• Stent thrombosis has occurred during clopidogrel treatment or 

• The patient has diabetes mellitus 

 

In line with previous approval, the group wishes to continue to offer prasugrel for patients who have 

experienced a stent thrombosis during clopidogrel therapy (assuming appropriate adherence) and proposes 

the following: 

• Accident and Emergencies (A&Es) to continue with clopidogrel loading dose of 600mg to patients 

selected for primary PCI (and high risk transfers as per HACX proposal). 

Introducing prasugrel to local DGH A&Es could offer potential confusion in having both preparations 

available and possible risk to the patient taking into consideration prasugrel’s exclusion criteria of 

patients over 75years, less 60kg and with a history of stroke/TIAs. 

• Patients transferred for immediate percutaneous coronary intervention for acute coronary syndrome 

with a GRACE risk scoring of >140 who are at low risk of bleeding. 

 

Similar to NICE, the group wishes to have prasugrel available (on a consultant decision basis) for selected 

high risk patients within the selected patient group meeting NICE criteria (patients transferred immediately to 

LCH for PCI and/or have diabetes).  However, the group felt that for the majority of these patients, 

clopidogrel is suitable and Prasugrel should only be reserved if the patient is considered high risk (e.g. 

GRACE risk score of 140 or more) and low risk of bleeding.   

Why the need to define high risk (for CV death) 

Not all patients with ACS have the same risk of an adverse cardiovascular event, either in the short or longer 

term.  Also, whilst the relative risk reduction of treatment is constant across the population, the absolute 

number of events avoided is highest for patients at highest risk of an event.  This can be seen with the 

original CURE trial evaluating clopidogrel in UA/NSTEMI in comparison to placebo.  The figure below shows 

an increase of event rate with increasing risk score and thus greatest absolute benefit.  This indicates that 

although all categories of patients will benefit from clopidogrel, the greatest absolute benefit will be in the 

high-risk subjects. 
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Figure showing rates of the primary outcome in the clopidogrel and placebo groups as stratified by 
TIMI risk score (ref - Circulation. 2002;106:1622-1626). 
 

GRACE is a well validated risk scoring system already in practice at LCH that uses multiple risk components 

to predict mortality.  The GRACE risk score was derived from the larger GRACE registry of patients with ACS 

to predict death, death or MI, both in hospital and at six months.  

What constitutes high risk of major bleeding (on top of current Prasugrel exclusions) 

GRACE registry data associated the following independent predictors of major bleeding as advanced age, 

female sex, history of bleeding, history of renal insufficiency, and use of glycoprotein inhibitors.  The group 

proposes to restrict Prasugrel to patients under the age of 75years, over the weight of 60kg, no prior history 

of TIA/stroke as per manufacturers instructions with the addition of CrCL>30mls and no prior history of 

bleeding.   

What will this mean in practice? 

An assessment following PCI will be undertaken by the consultant assessing both cardiovascular and 

bleeding risk in the above patients with considerations for prasugrel maintenance therapy (10mg) in these 

patients.  If a patient has been admitted with acute stent thrombosis (on clopidogrel), a loading dose of 

prasugrel 60mg will administered and then continued on maintenance therapy of 10mg daily. 

Why the further restriction? 

It was felt that TRITON-TIMI 38 was difficult to fully assess in our population since the trial relates more to 

our American counterparts where antiplatelet agents are administered at the time of angioplasty unlike in 

Europe where aspirin and clopidogrel is administered prior to angiogram +/- PCI.  The loading dose of 

clopidogrel used during the study was 300mg as opposed to 600mg used in current practice further limiting 

the benefit of clopidogrel.  What drove the primary outcome was non fatal MI’s as opposed to death and 

lastly, the cost of clopidogrel has substantially reduced following the introduction of generic clopidogrel 

(£37.80 to £4.20) offsetting the cost-effective argument further.  It is also worthy to note that NICE plan to 

revisit the guideline in September 2010 in view of the imminent introduction of generic clopidogrel. 


