ACC/AHA 2002 Guideline Update for the Management of Patients With Unstable Angina and Non-ST-Segment Elevation Myocardial Infarction – Summary Article

Epidemiology of Unstable Angina / NSTEMI

-Responsible for 1.4 million hospitalizations annually in the US

-~60% of these admissions are >65 y.o.

-~50% of these admissions are female

-1997 ( 5.3 million visits to US ED’s for chest pain & related symptoms

-15% mortality or re-infarction rate @ 30-days

Aspirin

-Aspirin Recommendations:
-Should be started ASAP & continued indefinitely ( Class I Recommendation

-In patients unable to take Aspirin due to allergy or GI intolerance ( Plavix should be given ( Class I Recommendation

Plavix (Clopidogrel)

-Loading dose: 300mg then 75mg QD

-Must be given w/in 24-36hrs after initial event

-CURE (Clopidogrel in Unstable angina to prevent Recurrent ischemic Events) Trial:
-For composite of CV death, MI or stroke:



-11.5% w/ placebo vs. 9.3% w/ Plavix (p<0.001)


-Individual components:



-TREND in favor of Plavix for CV death: 5.5% w/ placebo vs. 5.1% w/ Plavix



-TREND in favor of Plavix for stroke: 1.4% w/ placebo vs. 1.2% w/ Plavix



-SIGNIFICANT reductions for MI: 6.7% w/ placebo vs. 5.2% w/ Plavix (p<0.001)



-NO SIGNIFICANT difference for non-Q-wave MI: 3.8% w/ placebo vs. 3.5% w/ Plavix



-reduced recurrent ischemia noted w/in first few hrs


-SIGNIFICANT increased bleeding risks w/ Plavix:



-Major Bleeding: 2.7% w/ placebo vs. 3.7% w/ Plavix (p=0.003)



-Minor Bleeding


-TREND against Plavix for life-threatening bleeding (esp. in patients who underwent CABG w/in 5 days after Plavix was d/c'd)

-PCI-CURE Trial (Substudy of CURE):

-Plavix given for average of 8 months post-PCI


-Primary end-point (CV death, MI or urgent target-vessel revascularization w/in 30-days of PCI)



-6.4% w/ placebo vs. 4.5% w/ Plavix (p=0.03)

-Plavix Recommendations:

-IN EARLY NON-INTERVENTIONAL APPROACH PLANNED: Plavix should be given along w/ Aspirin and Heparin/LMWH ( Class I Recommendation


-Optimal duration of therapy not yet determined



-Major benefits @ 30-days ( Continue Plavix x1 month ( Class I Recommendation (LOE: A)



-Small additional benefits @ average 8 months ( Continue Plavix x9 months ( Class I Recommendation (LOE: B)

-In patients given Aspirin & UNDERGOING PCI (NOT @ HIGH-RISK FOR BLEEDING) --> Plavix pre-treatment is recommended followed by:

-At least 1-month therapy ( Class I Recommendation (LOE: A)


-And continued for up to 9 months ( Class I Recommendation (LOE: B)

-Plavix should be held for at least 5 days and preferably 7 days before surgery (esp. elective CABG) ( Class I Recommendation (LOE: B)

-Plavix should be given initially for patients who are unable to take Aspirin due to allergy or GI intolerance ( Class I Recommendation

GP IIb/IIa Inhibitors

-ESPRIT (Enhanced Suppression of the Platelet IIb/IIa Receptor with Integrilin Therapy) Trial:


-Involved patients undergoing stenting


-Primary end-point ( composite of death, MI, target-vessel revascularization & “bailout” GP IIb/IIIa inhibitor therapy)



-10.5% w/ placebo vs. 6.6% w/ Integrilin (p=0.0015)



-TREND in favor of Integrilin in all subgroups



-SIGNIFICANT major bleeding: 0.4% w/ Placebo vs. 1.3% w/ Integrilin (p=0.027)




-no significant difference in transfusion rate


-1-year f/u (death or MI): 12.4% w/ placebo vs. 8.0% w/ Integrilin (CI=0.48-0.83, p=0.001)

-TARGET (Do Tirofiban And ReoPro Give similar Efficacy?) Trial:


-Involved patients w/ the intent to stent


-Primary end-point ( composite of death, non-fatal MI & urgent target vessel revascularization @ 30 days



-6.0% w/ Abciximab (ReoPro) vs. 7.6% w/ Tirofiban (Aggrastat) (p=0.038)



-TREND in favor of Abciximab for each component



-Possibly related to suboptimal dose of Tirofiban


-Primary end-point @ 6-months ( similar but NOT SIGNIFICANT



-14.9% w/ Tirofiban vs. 14.3% w/ Abciximab


-Mortality also similar but NOT SIGNIFICANT



-1.9% w/ Tirofiban vs. 1.7% w/ Abciximab

-GUSTO IV-ACS (Global Utilization of Strategies To Open Occluded Coronary Arteries IV-Acute Coronary Syndromes) Trial:


-Patients w/ more than 5 minutes of chest pain AND ST-segment depression AND/OR elevated troponin (T or I) in whom early (<48hrs) revascularization was not planned


-All patients received Aspirin & either Heparin or a LMWH


-3 Groups:



-Group 1: Placebo



-Group 2: Abciximab bolus & 24-hour infusion



-Group 3: Abciximab bolus & 48-hour infusion


-Primary end-point ( death or MI @ 30 days



-NO SIGNIFICANT difference: 8.0% w/ placebo vs. 8.2% w/ Abciximab x24hrs vs. 9.1% w/ Abciximab x48hrs


-SIGNIFICANT 48-hour death rates:



-0.3% w/ placebo vs. 0.7% w/ Abciximab x24hrs vs. 0.9% w/ Abciximab x48hrs (placebo vs. Abciximab x48hrs, p=0.008)

-Abciximab Recommendations:
-NOT INDICATED (@ dosing regimen used in GUSTO IV-ACS) in whom early invasive management is NOT planned ( Class III Recommendation (LOE: A)

-GP IIb/IIIa Inhibitor Recommendations:
-Their use is of benefit in HIGH-RISK PATIENTS IN WHOM AN INVASIVE STRATEGY IS PLANNED ( Class I Recommendation

-Addition of GP IIb/IIIa Inhibitor in patients already on Aspirin, Heparin/LMWH & PLAVIX (Quadruple Therapy) referred for invasive strategy ( Class IIa Recommendation

-Addition of GP IIb/IIIa Inhibitor in HIGH-RISK patients already on Aspirin & Heparin/LMWH IN WHOM A NON-INVASIVE STRATEGY IS PLANNED ( Class IIa Recommendation

-Addition of GP IIb/IIIa Inhibitor in LOW-RISK patients already on Aspirin & Heparin/LMWH in whom a non-invasive strategy is planned ( Class IIb Recommendation (LOE: A)

Fibrinolytics

-Fibrinolytic Recommendations:

-Use in patients WITHOUT acute ST-segment elevation, posterior MI or new LBBB is not recommended ( Class III (LOE: A)

Anti-Coagulants

-EVET (Enoxaparin VErsus Tinzaparin in the Management of Unstable Coronary Disease) Trial:


-2 Groups:



-Group 1: Enoxaparin (Lovenox) x7 days



-Group 2: Tinzaparin (Innohep) x7 days


-SIGNIFICANT decreased recurrence of unstable angina & need for revascularization w/ Lovenox vs. Innohep

-NICE-1 (National Investigators Collaborating on Enoxaparin) Trial:


-Patients undergoing elective PCI WITHOUT a GP IIb/IIIa Inhibitor were given IV Lovenox (1 mg/kg)


-Rates of bleeding:



-Major Bleeding w/in 30 days: 1.1%



-Minor Bleeding w/in 30 days: 6.2%



-Comparable to unfractionated Heparin historical controls

-ACUTE II (Anti-Thrombotic Combination Using Tirofiban and Enoxaparin II) Trial:


-Patients given Tirofiban (Aggrastat) & either Lovenox or unfractionated Heparin


-Similar frequencies of bleeding


-TREND toward Lovenox for fewer adverse events

-Some advocate using LMWH’s during initial stabilization & then w/hold the dose on the AM of the scheduled procedure


-Unfractionated Heparin can then be used if >8 hours has elapsed since the last dose

-Unfractionated Heparin (2nd-ary to reversibility) preferred in patients likely to undergo CABG w/in 24 hours

-Anti-Coagulant Recommendations In Patients With Unstable Angina / NSTEMI:
-Heparin/LMWH should be used in conjunction w/ Aspirin and/or Plavix ( Class I Recommendation (LOE: A)

-Lovenox (Enoxaparin) is preferred over unfractionated Heparin IN THE ABSENCE OF RENAL FAILURE & UNLESS CABG IS PLANNED W/IN THE NEXT 24 HOURS ( Class IIa Recommendation (LOE: A)

Early Conservative vs. Early Invasive Strategies

-Early Conservative Strategy:


-Coronary catheterization is reserved for patient’s w/:



-Recurrent ischemia (angina @ rest or w/ minimal exertion or ST-segment changes)



OR



-Strongly + stress test despite vigorous medical therapy

-Early Invasive Strategy:


-Coronary catheterization w/ revascularization (if warranted) is routinely recommended (esp. w/in 48hrs)

-FRISC II (Fragmin and Fast Revascularization During InStability in Coronary Artery Disease II) Trial:


-SIGNIFICANT improved 1-year mortality w/ early invasive strategy:



-2.2% w/ early invasive vs. 3.9% w/ early conservative (p=0.016)

-TACTICS-TIMI 18 Trial:


-All patients treated w/ Tirofiban (Aggrastat) (x22hrs average before catheterization), Aspirin & Heparin


-2 Groups:



-Group 1: Early Invasive Strategy



-Group 2: Conservative Strategy


-SIGNIFICANT improved 6-month composite end-point of death, MI or M-re-I or rehospitalization for ACS:



-19.4% w/ conservative strategy vs. 15.9% w/ early invasive strategy (CI=0.62-0.97, p=0.025)


-SIGNIFICANT improved 6-month end-point of death or MI:



-9.5% w/ conservative strategy vs. 7.3% w/ early invasive strategy (p<0.05)


-Beneficial effects most pronounced for medium-high risk patients:



-Trop T > 0.01



-Trop I > 0.1



-ST-segment deviation



-TIMI risk score >= 3


-Similar rates of bleeding b/w the groups


-Decreased lengths of hospital stay in early invasive group


-NO SIGNIFICANT increased cost of care in early invasive group

-Recommended Strategy:

-Early Invasive Strategy is recommended for patients WITHOUT any serious comorbidity & ANY of the following HIGH-RISK indicators: ( Class I Recommendation (LOE: A)


1) Recurrent angina / ischemia @ rest or w/ minimal exertion


2) Elevated Trop T > 0.01 or Trop I > 0.1


3) New ST-segment depression


4) Recurrent angina / ischemia w/ CHF symptoms (+S3, pulm edema, worsening rales or new/worsened MR)


5) High-risk non-invasive stress test result


6) Depressed LV systolic function (EF <40%)


7) Hemodynamic Instability


8) Sustained VTach


9) Recent PCI w/in 6 months


10) Prior CABG

-In the absence of all of the above HIGH-RISK indicators either an early conservative or early invasive strategy can be used ( Class I Recommendation (LOE: B)

Risk Factor Modification
-L-CAD (Lipid-Coronary Artery Disease) Trial:

-2 Groups:



-Group 1: Early treatment w/ Pravachol alone or in combination w/ Cholestyramine or Niacin



-Group 2: Usual care


-SIGNIFICANT 24-month rate of decreased incidence of clinical events w/ early aggressive treatment:



-23% w/ early aggressive therapy vs. 52% w/ usual care (p=0.005)

-MIRACL (Myocardial Ischemia Reduction with Aggressive Cholesterol Lowering) Trial:

-2 Groups:



-Group 1: Atorvastatin (Lipitor) 80 QD beginning 24-96hrs after an ACS event (pre-discharge)



-Group 2: Placebo beginning 24-96hrs after an ACS event (pre-discharge)


-SIGNIFICANT decreased 16-week primary end point (death, non-fatal MI, resuscitated cardiac arrest or recurrent severe myocardial ischemia) w/ Lipitor:



-17.4% w/ placebo vs. 14.8% w/ Lipitor (p=0.048)


-SIGNIFICANT decreased risk of the following individual end-points w/ Lipitor:



1) Stroke



2) Recurrent Ischemia


-NO SIGNIFICANT differences b/w placebo & Lipitor for the following individual end-points:



1) Death



2) Non-Fatal MI



3) Cardiac Arrest



4) Worsening Heart Failure

-CHAMP (Cardiovascular Hospitalization Atherosclerosis Management Program) Project:


-2 Groups:



-Group 1: Pre-discharge in-hospital initiation of lipid-lowering therapy



-Group 2: Follow-up initiation of lipid-lowering therapy after discharge


-Increased % of patients still receiving lipid-lowering therapy 1 year later w/ pre-discharge initiation:



-10% w/ follow-up initiation vs. 91% w/ pre-discharge initiation


-Increased frequency of patients w/ an LDL <100 w/ pre-discharge initiation:



-6% w/ follow-up initiation vs. 58% w/ pre-discharge initiation

-NCEP III (National Cholesterol Education Program III):


-Recommends early initiation of lipid-lowering therapy pre-discharge

-LIPS (Lescol Intervention Prevention Study):


-2 Groups:



-Group 1: Fluvastatin (Lescol) 80 QD beginning 2-days AFTER PCI



-Group 2: Placebo beginning 2-days AFTER PCI


-SIGNIFICANT decreased 3.9 year incidence of clinical events w/ Lescol:



-26.7% w/ placebo vs. 21.4% w/ Lescol (p=0.01)

Lipid Recommendations:

-Initiate a fibrate or Niacin for HDL values <40 for patients w/ unstable angina / NSTEMI ( Class I Recommendation (LOE: B)

-Initiate lipid-lowering therapy (HMG-CoA reductase inhibitors or statins) for LDL >100 24-96hrs after admission (pre-discharge) & continue @ discharge ( Class IIa Recommendation (LOE: B)

