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ACS Risk Stratification
1. Integral prerequisite to decision making

a) Intensive initial assessment
b) Continuous clinical assessment
c) Targeted ECG and marker data

2. Risk based on contingent probabilities
a) Probability of obstructive CAD causing ischemia
b) Risk given presence of obstructive CAD

3. Risk scores should be a routine part of assessment 
throughout the hospital course and periodically 
after discharge

2007 ACC/AHA UA/NSTEMI Guideline Revision

Anderson JL, et al.  J Am Coll Cardiol. 2007;50:652-726.
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Algorithm for 
Patients With 
UA/NSTEMI 
Managed by an 
Initial Invasive 
Strategy

Proceed to Diagnostic Angiography

ASA (Class I, A)
Clopidogrel if ASA intolerant (Class I, A)

Diagnosis of UA/NSTEMI Is Likely or Definite

Invasive Strategy

Initiate A/C Rx (Class I, A)
Acceptable options: enoxaparin or UFH  (Class I, A)   

bivalirudin or fondaparinux (Class I, B) 

Select Management Strategy
Proceed With an 

Initial 
Conservative 

Strategy 

Prior to Angiography

Initiate at least one (Class I, A) or both (Class I Ia, B) of the following:

Clopidogrel
IV GP IIb/IIIa inhibitor

Factors favoring administration of both clopidogrel  and GP IIb/IIIa inhibitor include:
Delay to angiography

High risk features
Early recurrent ischemic discomfort

Reprinted with permission from Anderson JL, et al.  J Am Coll Cardiol. 2007;50:652-726.

2007 ACC/AHA UA/NSTEMI Guideline Revision
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Initiate clopidogrel (Class I, LOE: A) 
Consider adding IV eptifibatide or 

tirofiban (Class IIb, LOE: B)

Conservative Strategy
Initiate A/C Rx (Class I, LOE: A): 

Acceptable options: enoxaparin or UFH (Class I, LOE : 
A) or fondaparinux (Class I, LOE: B), but enoxaparin  or 

fondaparinux are preferable (Class IIA, LOE: B)

Select Management Strategy

ASA (Class I, LOE: A)
Clopidogrel if ASA intolerant (Class I, LOE: A)

Diagnosis of UA/NSTEMI is 
Likely or Definite

Algorithm for Patients with UA/NSTEMI Managed by 
an Initial Conservative Strategy

Proceed with 
Invasive 
Strategy

Anderson JL. J Am Coll Cardiol
2007;50:e1-157. Figure 8

A

2007 ACC/AHA UA/NSTEMI Guideline Revision
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CURE: Primary Outcome by Management Strategy

Fox KAA, et al. Circulation. 2004;110:1202-1208.
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ARMYDA-2 Study: Design and Primary End Point

Primary composite of death, MI, 
or target vessel revasc. at 30 days

P=.041
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255 patients with stable CAD or 
NSTEMI prior to PCI 

13% received GP IIb/IIIa inhibitors
20% received drug-eluting stents

Randomized 4-8 
Hours Pre-PCI

ARMYDA-2 = Antiplatelet therapy for Reduction of MYocardial Damage during Angioplasty.

Patti G, et al. Circulation. 2005;111:2099-2106.



ISAR-REACT 2, Intracoronary Stenting and Antithrombotic Regimen: Rapid Early Action for Coronary 
Treatment 2.   Kastrati A, et al. JAMA. 2006;295:1531-1538. 

ISAR-REACT 2 :   
Benefit of GP IIb/IIIa in Tn + Patients

with Clopidogrel 600 mg >2hrs pre-PCI
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NSTEMI Acute Medications 

ACTION/CRUSADE DATA: April 1, 2006 – May 31, 2007                        www.Cardiosource.com
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DISPERSE 2:DISPERSE 2:
Greater Inhibition of Greater Inhibition of 
Platelet Aggregation Platelet Aggregation 

IPA=Inhibition of platelet aggregation.
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No Difference in Major No Difference in Major 
or Minor Bleeding or Minor Bleeding 
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Study Design

Double-blind

ACS (STEMI or UA/NSTEMI) & Planned PCI

ASA

PRASUGREL
60 mg LD/ 10 mg MD

CLOPIDOGREL
300 mg LD/ 75 mg MD

1o endpoint: CV death, MI, Stroke
2o endpoints: CV death, MI, Stroke, Rehosp-Rec Isch

CV death, MI, UTVR
Stent Thrombosis (ARC definite/prob.) 

Safety endpoints:  TIMI major bleeds, Life-threaten ing bleeds
Key Substudies: Pharmacokinetic, Genomic

Median duration of therapy - 12 months

N= 13,600
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StentStent ThrombosisThrombosis
(ARC Definite + Probable)(ARC Definite + Probable)
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Net Clinical BenefitNet Clinical Benefit
Bleeding Risk SubgroupsBleeding Risk Subgroups

OVERALL
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Antiplatelet Therapy in ACSAntiplatelet Therapy in ACS
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Enoxaparin Meta -Analysis in 
STEMI and NSTE-ACS

(N = 49 088 patients in 12 trials)
Death or MI Major Bleeding

Murphy SA, et al. EHJ 2007; 28:2077–2086.



Death, MI, or Refractory Ischemia Through Day 9 Major Bleeding Through Day 9

0.06

0.05

0.04

0.03

0.02

0.01

0.00

Days

C
um

ul
at

iv
e

H
az

ar
d Hazard ratio, 1.01 (95% CI, 0.90-1.13)

Enoxaparin

Fondaparinux

0.04

0.03

0.02

0.01

0.00

Days

C
um

ul
at

iv
e 

H
az

ar
d

Hazard ratio, 0.52 (95% CI, 0.44-1.61)
P<.001

Enoxaparin

Fondaparinux

Yusuf S, et al. N Engl J Med. 2006:354:1464-1476. 

.056.5%5.8%Mortality 6 Months

.023.5%2.9%Mortality Day 30

PEnoxaparinFondaparinuxEvent

30 Day and 6 Month Results

1 9 1 9

� 1.3% thrombus on catheter (in fondaparinux group) if no UFH given

OASIS-5: Results 



ACUITY: Balancing  
Efficacy and Safety  

Ischemic Composite 
Endpoint

Stone GW, et al. N Engl J Med. 2006;355:2203-2216.
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ESC Guidelines for the Management of NSTE-ACS (21)ESC Guidelines for the Management of NSTE-ACS (21)
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Lipid Management
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Major Changes

2007 ACC/AHA UA/NSTEMI Guideline
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Lipid Management
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*Non-HDL-C = total cholesterol minus HDL-C

New Lower 
LDL-C Goal

2007 ACC/AHA UA/NSTEMI Guideline

www.cardiosource.com
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Patient Education
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� Risk stratification -> Pick management 
strategy

� Antithrombotics tailored to strategy

– Aggressive antiplatelet Rx 

– New options coming

– 4 options for anticoagulation

� Need to Balance Efficacy and Safety 

CONCLUSIONS:  NSTE-ACS: Stratification for 
Selection of Patients – New Aspects of 

Pharmacologic Management


