2002 CARDIOLOGY QU.4

54 yr old woman with Type II DM.  Smoker, past Hx of HT and dyslipidaemia.  Presents with 2 hour Hx of chest pain 7 weeks after an elective cholecystectomy.  ECG:  SR (rate 80-90), N axis, T wave inversion in III, aVF, V2-V5.  Whilst waiting for her additional investigations to come back, which is the best management for this lady?

a) TPA

b) Streptokinase

c) IV heparin only

d) IV heparin and beta blocker

e) IV heparin, tirofiban and beta blocker

The following three patient groups may be said to have unstable angina pectoris: (1) patients with new onset (<2 months) angina that is severe and/or frequent (
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Figure 244-3: Management algorithm for unstable angina. CCSC, Canadian Cardiovascular Society classification; CCU, coronary care unit; CABG, coronary artery bypass grafting; PCI, percutaneous coronary intervention.

Since thrombus formation frequently complicates this condition, intravenous heparin should be given for 3 to 5 days to maintain the partial thromboplastin time at 2 to 2.5 times control, together with or followed by oral aspirin.  Alternatively, low-molecular-weight heparin (e.g., enoxaparin, 1 mg/kg subcutaneously b.i.d.) may be used. 

A strong pathogenic link between unstable angina and acute myocardial infarction has led to the uniform recommendation that beta blockers be used as first-line agents in all acute coronary syndromes.

Early administration of glycoprotein IIb/IIIa inhibitors may be particularly important, especially in high-risk patients with positive troponin tests or those in whom implantation of coronary stents is anticipated. The safety and efficacy of combined, intensive antiplatelet therapies (glycoprotein IIb/IIIa inhibitors) and antithrombotic therapies (low-molecular-weight heparins) have yet to be clarified.
Platelet Glycoprotein IIb/IIIa Receptor Antagonists 

Unlike antiplatelet agents that target only one of many individual pathways involved in platelet aggregation, antagonists of glycoprotein IIb/IIIa, a receptor on the platelet for adhesive proteins such as fibrogen and von Willebrand factor, maximally inhibit the final common pathway involved in platelet adhesion, activation, and aggregation. Three classes of glycoprotein IIb/IIIa inhibitors have been developed: murine–human chimeric antibodies (e.g., abciximab), synthetic peptide forms (e.g., eptifibatide), and synthetic nonpeptide forms (e.g., tirofiban and lamifiban).

Use as primary medical therapy 

Treatment with the combination of tirofiban, aspirin, and unfractionated heparin resulted in a significant reduction in the incidence of new myocardial infarction or death, as compared with the combination of aspirin and unfractionated heparin, at 7 days (4.9 percent vs. 8.3 percent, P=0.006) and at 30 days (8.7 percent vs. 11.9 percent, P=0.03), but not at 6 months (12.3 percent vs. 15.3 percent, P=0.06).  The six-month mortality rates (6.9 percent vs. 7.0 percent, P=0.85) and the rates of major bleeding complications were similar in the two groups. The Platelet Receptor Inhibition in Ischemic Syndrome Management study found a 36 percent lower 30-day mortality rate among patients treated with tirofiban and aspirin than among those treated with unfractionated heparin and aspirin (2.3 percent vs. 3.6 percent, P=0.02),  but the Platelet Receptor Inhibition in Ischemic Syndrome Management in Patients Limited by Unstable Signs and Symptoms study did not show a benefit with tirofiban and aspirin in the absence of unfractionated heparin.

The largest study of unstable angina and non–Q-wave myocardial infarction was the Platelet Glycoprotein IIb/IIIa in Unstable Angina: Receptor Suppression Using Integrilin Therapy trial, which showed that the combination of eptifibatide, unfractionated heparin, and aspirin significantly reduced the incidence of death or myocardial infarction at 30 days, as compared with the combination of unfractionated heparin and aspirin (incidence, 14.2 percent vs. 15.7 percent; P=0.04), although there was no significant effect on mortality (3.5 percent vs. 3.7 percent, P= 0.53).  Although the benefits became apparent after only 96 hours of therapy, these reductions were observed only in men. In addition, eptifibatide was associated with increased bleeding and a more frequent need for transfusions. Moreover, among the patients who underwent revascularization, there was a significant reduction in the incidence of the composite end point even before the procedure was performed (incidence, 1.7 percent vs. 5.5 percent; P<0.001). This difference was not significant 30 days after the intervention (10.2 percent vs. 12.4 percent, P=0.24). 

Similar beneficial effects of other glycoprotein IIb/IIIa antagonists in the treatment of unstable angina have recently been reported.  These and other emerging data suggest that early, potent antiplatelet therapy leads to better outcomes. Several clinical issues are still unresolved, however, including the dosage that provides the maximal platelet inhibition and entails the minimal risk of bleeding, the duration of therapy that provides the best long-term clinical outcome, the route of administration that optimizes the bioavailability of the drugs, the most effective agent overall, and the optimal combination of drugs with low-molecular-weight heparins, thrombolytic drugs, or other agents. 
Thrombolytic Therapy 

Despite the fact that initial small studies suggested that there is a benefit associated with thrombolysis in patients with unstable angina, more recent and larger clinical trials have clearly demonstrated that this therapy should be avoided. The TIMI IIIB trial demonstrated an actual increase in the rates of death, myocardial infarction, and bleeding in patients categorized as having unstable angina or non–Q-wave myocardial infarction.  Other trials have confirmed the lack of benefit from the use of thrombolytic therapy in the acute coronary syndromes that are not associated with ST-segment elevation.

IN ANSWER TO THE QUESTION:

I would class this pt as high risk, according to the criteria.

She doesn’t fulfil the criteria for thrombolysis, so A and B are both wrong.

She definitely warrants IV heparin.

We are not told her BP, but her heart rate would tolerate a beta blocker.

The PRISM studies favour the use of tirofiban in conjunction with heparin and aspirin, with no increased risk of bleeding.

The answer should therefore be E.

(but I can see why one might be tempted to put D)

if anyone disagrees with this, please let me know!!!!
