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Critical Teaching Points

«  ACS includes 3 clinical conditions,: unstable angina (UA), non-ST-segment-elevation myocardial infarction (NSTEMI), and
ST-segment-elevation myocardial infarction (STEMI)

«  These conditions vary in associated risk but have a common underlying pathophysiology involving thrombus formation and
growth occurring on a disrupted atherosclerotic plaque

0 Antiplatelet therapy has a central role both in the acute phase and in long-term care

+  Dual antiplatelet therapy (aspirin plus clopidogrel or prasugrel) is standard of care for patients who have undergone
percutaneous coronary intervention (PCI) with stenting

o  Careful patient selection is important in balancing reduction in ischemic events vs bleeding

o Clinicians treating patients at increased risk for ischemic events (such as poor responders to clopidogrel
and/or patients with diabetes) should consider an intensive antiplatelet regimen (increasing the clopidogrel
dose or selecting prasugrel, a more potent agent)

o Clinicians treating patients at increased risk for bleeding should consider a less intensive antiplatelet regimen.
Risk factors for bleeding include:

= Weight <60 kg
= Age 275 years of age
= Prior stroke or transient ischemic attack

«  Careful monitoring of patient adherence with an antiplatelet regimen is essential to prevent recurrent ischemic events
o  The primary care physician and cardiologist should coordinate care through regular communication

Essential Elements of Case Study

Variability in patient response to clopidogrel is well documented. One of the causes linked to this phenomenon is a genetic variation
associated with reduced activity of the cytochrome P450 enzyme CYP2C19, which is the principal enzyme involved in conversion of
clopidogrel to its active metabolite. The FDA has issued a warning that ACS patients with this genetic variation who are taking
recommended doses of clopidogrel following PCl are at increased risk for cardiac events when compared with individuals who have
normal CYP2C19 function. Tests are available that can help clinicians identify individuals who have this genetic variant and who are
likely to demonstrate a poor antiplatelet response to clopidogrel. The following case study concerns a patient who sustained a
STEMI, had a stent implanted, and was discharged on dual antiplatelet therapy.
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Presenting Symptoms

e 4 months following his first MI, he presents to the ER
complaining of chest pain and tightness

e ECG confirms an anterior wall Ml with ST segment elevations
in leads V2-V4

. Myocardial markers for ischemic injury are elevated

Personal History

57-year-old Hispanic man

Married, 2 children in high school

Grocery store manager

Limited (1-2 times per week) alcohol use

Former smoker (1.5 packs per day for 40 years; stopped
following prior M)

Family History

. Father underwent coronary artery bypass surgery in his early
60s; fatal Ml at 74 years of age
. Mother died of congestive heart failure at 76

Medical History

Multivessel coronary artery disease

Type 2 diabetes mellitus

Hypertension

Microalbuminuria

Obesity

Anterior wall STEMI 4 months prior to current admission, with
placement of a drug-eluting stent in the mid-left anterior
descending (LAD) coronary artery

®  Has been attending cardiac rehabilitation 3 times per week

Medication History

e  Motivated to get well and has been compliant with all
medications

Antidiabetic Therapy

. Metformin 1000 mg bid
. Pioglitazone 30 mg qd

Discharge Therapy After First Mi

Aspirin 325 mg qd

Clopidogrel 75 mg qd

Metoprolol extended-release 25 mg qd
Perindopril 8 mg qd

Atorvastatin 40 mg qd
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Clinical Course

Initial Treatment

o Treated with aspirin, enoxaparin, and abciximab

e  Taken to the cardiac catheterization laboratory within 37 min
of symptom onset; thrombus identified in his LAD stent

e Undergoes acute thrombectomy

. Reports complete resolution of his chest discomfort

Post-Procedure Exam and Lab Results

e  Blood pressure: 120/70 mm Hg

. Lipids: LDL-C, 62 mg/dL; HDL-C 42 mg/dL; triglycerides,
82 mg/dL

e Glucose: A1C, 6.2%

. ECG shows good septal and anterior wall motion dynamics
with an LVEF of 61%

e Chest X-ray is free of pulmonary edema and cardiomegaly

e CYP450 test is positive for the CYP2C19 polymorphism
associated with poor antiplatelet response to clopidogrel; he
is given a loading dose of prasugrel 60 mg (with a planned
maintenance dose of 10 mg)

Discharge Therapy After Second Event

e Aspirin 325 mg qd

. Prasugrel 10 mg qd

e Metoprolol extended-release 25 mg qd
e Perindopril 8 mg qd

e  Atorvastatin 40 mg qd

Jointly sponsored by Albert Einstein College of Medicine and Montefiore Medical Center, and Asante Communlcatlons LLC.

This activity is supported by an educational grant from Daiichi Sankyo, Inc., and Lilly USA, LLC.

http://cme.medscape.com/cmelive/may18




Managing Acute Coronary Syndrome
in Primary Care

Reference List

Altman R. Antithrombotic prevention in vascular disease: basis for a new strategy in antithrombotic therapy Thromb J. 2007;5:11.

Brandt JT, Payne CD, Wiviott SD, et al. A comparison of prasugrel and clopidogrel loading doses on platelet function: magnitude of platelet inhibition
is related to active metabolite formation. Am Heart J. 2007;153:66.69-66.e16.

Collet JP, Silvain A, Landivier A, et al. Dose effect of clopidogrel reloading in patients already on 75-mg maintenance dose: the Reload with
Clopidogrel Before Coronary Angioplasty in Subjects Treated Long Term with Dual Antiplatelet Therapy (RELOAD) study. Circulation.
2008;118:1225-1233.

Grech ED, Ramsdale DR. Acute coronary syndrome: unstable angina and non-ST segment elevation myocardial infarction. BMJ. 2003;326:1259-
1261.

Gurbel PA Bliden KP, Hiatt BL, O'Connor CM. Clopidogrel for coronary stenting: response variability, drug resistance, and the effect of pretreatment
platelet reactivity. Circulation. 2003;107:2908-2913.

Gurbel PA, Bliden KP, DiChiara J, et al. Evaluation of dose-related effects of aspirin on platelet function: results from the Aspirin-Induced Platelet
Effect (ASPECT) study Circulation. 2007;115:3156-3164.

Gurbel PA, Mahla E, Antonino MJ, Tantry US. Response variability and the role of platelet function testing. J Invasive Cardiol. 2009;21:172-178.

lakovou I, Schmidt T, Bonizzoni E, Ge L, et al. Incidence, predictors, and outcome of thrombosis after successful implantation of drug-eluting stents.
JAMA. 2005;293:2126-2130.

Kabbani SS, Watkins MW, Ashikaga T, et al. Usefulness of platelet reactivity before percutaneous coronary intervention in determining cardiac risk
one year later. Am J Cardiol. 2003;91:876-878.

Libby P. Current concepts of the pathogenesis of the acute coronary syndromes. Circulation. 2001;104:365-372.
Libby P, Theroux P. Pathophysiology of coronary artery disease. Circulation. 2005;111:3481-3488.
Mega JL, Close SL, Wiviott SD, et al. Cytochrome P 450 polymorphisms and response to clopidogrel. N Engl J Med. 2009;360:354-362

Montalescot G, Sideris G, Meuleman C, et al. A randomized comparison of high clopidogrel loading doses in patients with non-ST-segment elevation
acute coronary syndromes: the ALBION (Assessment of the Best Loading Dose of Clopidogrel to Blunt Platelet Activation, Inflammation and
Ongoing Necrosis) trial. J Am Coll Cardiol. 2006;48:931-938.

Patti G, Colonna G, Pasceri V, et al. Randomized trial of high loading dose of clopidogrel for reduction of periprocedural myocardial infarction in
patients undergoing coronary intervention: results from the ARMYDA-2 (Antiplatelet therapy for Reduction of MYocardial Damage during
Angioplasty) study. Circulation. 2005;111:2099-2106.

Payne CD, Li YG, Small DS, et al. Increased active metabolite formation explains the greater platelet inhibition with prasugrel compared to high-dose
clopidogrel. J Cardiovasc Pharmacol. 2007;50:555-562.

Sabatine MS, Hamdalla HN, Mehta SR, et al. Efficacy and safety of clopidogrel pretreatment before percutaneous coronary intervention with and
without glycoprotein llb/llla inhibitor use. Am Heart J. 2008;155:910-917.

Spertus JA, Kettelkamp R, Vance C, et al. Prevalence, predictors, and outcomes of premature discontinuation of thienopyridine therapy after drug-
eluting stent placement: results from the PREMIER registry. Circulation. 2006;113:2803-2809.

Storey RF. New developments in antiplatelet therapy. Eur Heart J Suppl. 2008;10(suppl D):D30-D37.

<
PR EINSTEIN -

Jointly sponsored by Albert Einstein College of Medicine and Montefiore Medical Center, and Asante Communications, LLC.
This activity is supported by an educational grant from Daiichi Sankyo, Inc., and Lilly USA, LLC.
http://cme.medscape.com/cmelive/may18

yEE  fasante O ) Lo,

o of Mediei:




Managing Acute Coronary Syndrome
in Primary Care

Tantry US, Bliden KP, Kreutz RP, et al. Transition to an unstable coronary syndrome is marked by hypercoagulability, platelet activation, heightened
platelet reactivity, and inflammation: results from the Thrombotic Risk Progression (TRIP) study. J Am Coll Cardiol. 2007;49:196A. Abstract 1202-
250.

Tantry US, Gurbel PA. Platelet monitoring for PCI: is it really necessary? Hamostaseologie. 2009;29:368-375.

Wiviott SD, Antman EM, Gibson CM, et al; TRITON-TIMI 38 Investigators. Evaluation of prasugrel compared with clopidogrel in patients with acute
coronary syndromes: design and rationale for the TRial to assess Improvement in Therapeutic Outcomes by optimizing platelet InhibitioN with
prasugrel Thrombolysis In Myocardial Infarction 38 (TRITON-TIMI 38). Am Heart J. 2006;152:627-635.

Wiviott SD, Braunwald E, McCabe CH, et al; TRITON-TIMI 38 Investigators. Prasugrel versus clopidogrel in patients with acute coronary syndromes.
N Engl J Med. 2007;357:2001-2015.

Wiviott SD, Braunwald E, Angiolillo DJ, et al, for the TRITON-TIMI 38 Investigators. Greater clinical benefit of more intensive oral antiplatelet therapy
with prasugrel in patients with diabetes mellitus in the Trial to Assess Improvement in Therapeutic Outcomes by Optimizing Platelet Inhibition with
Prasugrel-Thrombolysis in Myocardial Infarction 38. Circulation. 2008;118:1626-1636.

Wiviott SD, Bruanwald E, McCabe CH, et al. Intensive oral antiplatelet therapy for reduction of ischaemic events including stent thrombosis in
patients with acute coronary syndromes treated with percutaneous coronary intervention and stenting in the TRITON-TIMI 38 trial: a subanalysis of a
randomised trial. Lancet. 2008;371:1353-1363.

Yusuf S, Zhao F, Mehta SR, et al. Effects of clopidogrel in addition to aspirin in patients with acute coronary syndromes without ST-segment
elevation. N Engl J Med. 2001;345:494-502.

L &
PE EINSTEIN .
Alert

Colloge of Madicne
|.,-. .

YONER  fasante O F i
n....-...-L.:.L_.\._____;_./_ E'é?%

Jointly sponsored by Albert Einstein College of Medicine and Montefiore Medical Center, and Asante Communlcatlons LLC.
This activity is supported by an educational grant from Daiichi Sankyo, Inc., and Lilly USA, LLC.
http://cme.medscape.com/cmelive/may18




