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3GP = glycoprotein; PAR = protease-activated receptor; TP = thromboxane A2 / prostaglandin H2.
Storey RF. Curr Pharm Des. 2006;12:1255-1259.
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Activation/inactivation of clopidogrelActivation/inactivation of clopidogrel
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PRINCIPLE TIMI 44
Inhibition of ADP ind ced platelet aggregationInhibition of ADP-induced platelet aggregation 
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TRITONTRITON--TIMI 38TIMI 38: : Bleeding EventsBleeding Events
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Adapted from Wiviott SD, et al. Presented at: American Heart Association Scientific Sessions 2007; 4-7 November, 2007; Orlando, FL.
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PLATO AllPLATO All--cause mortality cause mortality –– planned planned 
invasive vs noninvasive vs non--invasive strategyinvasive strategyinvasive vs noninvasive vs non invasive strategyinvasive strategy
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PLATO PLATELET: VerifyNow P2Y12 Assay
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Primary Efficacy OutcomePrimary Efficacy Outcome
US d NUS d N US d b ASA DUS d b ASA DUS and NonUS and Non--US and by ASA DoseUS and by ASA Dose

*Hazard ratio not calculated due to small number of events.
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ESC Guidelines for the management of acuteESC Guidelines for the management of acute
coronary syndromes in patients presentingcoronary syndromes in patients presenting

without persistent STwithout persistent ST--segment elevationsegment elevation
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ClopidogrelClopidogrel dosingdosingESC Guidelines for the management of acuteESC Guidelines for the management of acutegg gg
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Sheffield NSTEMI protocolSheffield NSTEMI protocol
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Admitted with ischaemic chest pain  consistent with MI and elevated troponin

Contraindication to antithrombotic therapy (active bleeding, Consider risk vs. benefit of Yespy ( g,
iron deficiency anaemia, bleeding diathesis etc.)? therapy for individual patient, 

avoid ticagrelor and prasugrel

1. Aspirin 300 mg loading dose then 75 mg daily longterm
2 F d i 2 5 / t t th d il / til di h /d b f i 8

No

2. Fondaparinux 2.5 mg s/c stat then daily s/c until discharge/day before coronary angiogram, max 8 
days (if creatinine > 265 μM use unfractionated heparin)

3. If no contraindication, start ticagrelor 180mg loading dose then 90 mg twice daily for 1 year; if 
ticagrelor contraindicated, consider clopidogrel 300mg loading dose followed by 75 mg daily for 1 

If l d l id l h NSTEMI di d ti l h ld b t t d i l fyear. If already on clopidogrel  when NSTEMI diagnosed, ticagrelor should be started in place of 
clopidogrel using above regimen unless contraindicated

Planned coronary angiography +/- PCI? Yes
1 Continue aspirin and ticagrelor (or1. Continue aspirin and ticagrelor (or 

clopidogrel)
2. Ticagrelor: if more than 24 hours 

since loading dose, give an additional 
90mg pre procedure

No
1. Specify duration of aspirin and P2Y12 inhibitor on 

discharge sheet
2 Consider proton pump inhibitor if previous history 90mg pre procedure.

Ticagrelor contra-indicated or not 
tolerated: If cumulative clopidogrel 
dose <600 mg, give further 300 mg at 
least 4 hrs pre procedure; if PCI

2. Consider proton pump inhibitor if previous history 
of peptic ulcer disease or increased risk of gastro-
oesophageal bleeding; avoid omeprazole with 
clopidogrel

3 Atorvastatin 80mg od or simvastatin 40 mg on least 4 hrs pre procedure; if  PCI 
performed and candidate for 
prasugrel, consider platelet function 
testing and/or switch to prasugrel

3. Omit fondaparinux on day of

3. Atorvastatin 80mg od or simvastatin 40 mg on 
(warn about myopathy, check drug interactions)

4. Ramipril – target dose 10 mg daily with U&E 
monitoring

5 Consider beta blocker +/- other antihypertensive

24

3. Omit fondaparinux on day of 
procedure if possible and use 
standard anticoagulation for PCI; 
usually stopped if PCI performed

5. Consider beta blocker +/ other antihypertensive 
medication

6. Consider aldosterone antagonist if NSTEMI 
complicated by heart failure
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