
Effient® (prasugrel) tablets
Brief Summary of Prescribing Information
BRIEF SUMMARY: Please see Full Prescribing Information
for additional information about Effient.

WARNING: BLEEDING RISK
Effient can cause significant, sometimes fatal, bleeding [see
Warnings and Precautions (5.1 and 5.2) and Adverse Reactions
(6.1)].
Do not use Effient in patients with active pathological bleeding
or a history of transient ischemic attack or stroke [see
Contraindications (4.1 and 4.2)].
In patients ≥75 years of age, Effient is generally not
recommended, because of the increased risk of fatal and
intracranial bleeding and uncertain benefit, except in high-
risk situations (patients with diabetes or a history of prior MI)
where its effect appears to be greater and its use may be
considered [see Use in Specific Populations (8.5)].
Do not start Effient in patients likely to undergo urgent
coronary artery bypass graft surgery (CABG). When possible,
discontinue Effient at least 7 days prior to any surgery.

Additional risk factors for bleeding include:
s�BODY�WEIGHT�<60 kg
s�PROPENSITY�TO�BLEED
s�CONCOMITANT�USE�OF�MEDICATIONS�THAT�INCREASE�THE�RISK�OF

bleeding (e.g., warfarin, heparin, fibrinolytic therapy,
chronic use of non-steroidal anti-inflammatory drugs
[NSAIDs])

Suspect bleeding in any patient who is hypotensive and has
recently undergone coronary angiography, percutaneous
coronary intervention (PCI), CABG, or other surgical procedures
in the setting of Effient.

If possible, manage bleeding without discontinuing Effient.
Discontinuing Effient, particularly in the first few weeks after
acute coronary syndrome, increases the risk of subsequent
cardiovascular events [see Warnings and Precautions (5.3)].

1 INDICATIONS AND USAGE
1.1 Acute Coronary Syndrome: Effient® is indicated to reduce
the rate of thrombotic cardiovascular (CV) events (including stent
thrombosis) in patients with acute coronary syndrome (ACS) who
are to be managed with percutaneous coronary intervention (PCI)
as follows:
s�0ATIENTS�WITH�UNSTABLE�ANGINA��5!	�OR�NON
34
ELEVATION�MYOCARDIAL

INFARCTION��.34%-)	�
s�0ATIENTS� WITH� 34
ELEVATION� MYOCARDIAL� INFARCTION� �34%-)	� WHEN�

managed with primary or delayed PCI.
Effient has been shown to reduce the rate of a combined endpoint of
cardiovascular death, nonfatal myocardial infarction (MI), or nonfatal
STROKE�COMPARED�TO�CLOPIDOGREL� 4HE�DIFFERENCE�BETWEEN�TREATMENTS
was driven predominantly by MI, with no difference on strokes and
little difference on CV death [see Clinical Studies (14)].
It is generally recommended that antiplatelet therapy be administered
promptly in the management of ACS because many cardiovascular
events occur within hours of initial presentation. In the clinical trial that
established the efficacy of Effient, Effient and the control drug were
NOT�ADMINISTERED�TO�5!�.34%-)�PATIENTS�UNTIL�CORONARY�ANATOMY�WAS
established. For the small fraction of patients that required urgent
CABG after treatment with Effient, the risk of significant bleeding was
substantial [see Warnings and Precautions (5.2)]. Because the large
majority of patients are managed without CABG, however, treatment
can be considered before determining coronary anatomy if need for
#!"'�IS�CONSIDERED�UNLIKELY�4HE�ADVANTAGES�OF�EARLIER�TREATMENT�WITH
Effient must then be balanced against the increased rate of bleeding
in patients who do need to undergo urgent CABG.

2 DOSAGE AND ADMINISTRATION
Initiate Effient treatment as a single 60 mg oral loading dose and
then continue at 10 mg orally once daily. Patients taking Effient
should also take aspirin (75 mg to 325 mg) daily [see Drug
Interactions (7) and Clinical Pharmacology (12.3)]. Effient may be
administered with or without food [see Clinical Pharmacology (12.3)
and Clinical Studies (14)].
Dosing in Low Weight Patients: Compared to patients weighing ≥60
kg, patients weighing <60 kg have an increased exposure to the
active metabolite of prasugrel and an increased risk of bleeding on a
10 mg once daily maintenance dose. Consider lowering the
maintenance dose to 5 mg in patients <���KG�4HE�EFFECTIVENESS�AND
safety of the 5 mg dose have not been prospectively studied.

4 CONTRAINDICATIONS
4.1 Active Bleeding: Effient is contraindicated in patients with active
pathological bleeding such as peptic ulcer or intracranial hemorrhage
[see Warnings and Precautions (5.1) and Adverse Reactions (6.1)].

4.2 Prior Transient Ischemic Attack or Stroke: Effient is
contraindicated in patients with a history of prior transient ischemic
ATTACK��4)!	�OR�STROKE� )N�42)4/.
4)-)�����42ial to Assess Improvement

in 4HERAPEUTIC� /UTCOMES� BY� /ptimizing Platelet InhibitioN with
0RASUGREL	� PATIENTS� WITH� A� HISTORY� OF� 4)!� OR� ISCHEMIC� STROKE� �>3 
months prior to enrollment) had a higher rate of stroke on Effient
(6.5%; of which 4.2% were thrombotic stroke and 2.3% were
intracranial hemorrhage [ICH]) than on clopidogrel (1.2%; all
thrombotic). In patients without such a history, the incidence of stroke
was 0.9% (0.2% ICH) and 1.0% (0.3% ICH) with Effient and
clopidogrel, respectively. Patients with a history of ischemic stroke
within 3 months of screening and patients with a history of
HEMORRHAGIC�STROKE�AT�ANY�TIME�WERE�EXCLUDED�FROM�42)4/.
4)-)����
0ATIENTS�WHO�EXPERIENCE�A�STROKE�OR�4)!�WHILE�ON�%FlENT�GENERALLY
should have therapy discontinued [see Adverse Reactions (6.1) and
Clinical Studies (14)].

5 WARNINGS AND PRECAUTIONS
5.1 General Risk of Bleeding: 4HIENOPYRIDINES� INCLUDING� %FlENT�
increase the risk of bleeding. With the dosing regimens used in
42)4/.
4)-)���� 4)-)��4HROMBOLYSIS�IN�-YOCARDIAL�)NFARCTION	�-AJOR
(clinically overt bleeding associated with a fall in hemoglobin ≥5 g/dL,
OR�INTRACRANIAL�HEMORRHAGE	�AND�4)-)�-INOR��OVERT�BLEEDING�ASSOCIATED
with a fall in hemoglobin of ≥3 g/dL but <5 g/dL) bleeding events were
more common on Effient than on clopidogrel [see Adverse Reactions
(6.1)]� 4HE� BLEEDING� RISK� IS� HIGHEST� INITIALLY� AS� SHOWN� IN� &IGURE� �
(events through 450 days; inset shows events through 7 days).

Figure 1: Non-CABG-Related TIMI Major or Minor
Bleeding Events
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Suspect bleeding in any patient who is hypotensive and has recently
undergone coronary angiography, PCI, CABG, or other surgical
procedures even if the patient does not have overt signs of bleeding.
$O�NOT�USE�%FlENT�IN�PATIENTS�WITH�ACTIVE�BLEEDING� PRIOR�4)!�OR�STROKE
[see Contraindications (4.1 and 4.2)].
/THER�RISK�FACTORS�FOR�BLEEDING�ARE�
s�!GE�≥75 years. Because of the risk of bleeding (including fatal

bleeding) and uncertain effectiveness in patients ≥75 years of age,
use of Effient is generally not recommended in these patients,
EXCEPT�IN�HIGH
RISK�SITUATIONS��PATIENTS�WITH�DIABETES�OR�HISTORY OF
myocardial infarction) where its effect appears to be greater and
its use may be considered [see Adverse Reactions (6.1), Use in
Specific Populations (8.5), Clinical Pharmacology (12.3), and
Clinical Trials (14)].

s�#!"'� OR� OTHER� SURGICAL� PROCEDURE� [see Warnings and 
Precautions (5.2)].

s�"ODY�WEIGHT�����KG� #ONSIDER�A�LOWER����MG	�MAINTENANCE�DOSE
[see Dosage and Administration (2), Adverse Reactions (6.1), Use
in Specific Populations (8.6)].

s�0ROPENSITY�TO�BLEED��E�G�� RECENT�TRAUMA� RECENT�SURGERY� RECENT�OR
recurrent gastrointestinal (GI) bleeding, active peptic ulcer disease,
or severe hepatic impairment) [see Adverse Reactions (6.1) and
Use in Specific Populations (8.8)].

s�-EDICATIONS� THAT� INCREASE� THE� RISK� OF� BLEEDING� �e.g., oral
ANTICOAGULANTS� CHRONIC� USE� OF� NON
STEROIDAL� ANTI
INmAMMATORY
drugs [NSAIDs], and fibrinolytic agents).Aspirin and heparin were
COMMONLY� USED� IN�42)4/.
4)-)� �� [see Drug Interactions (7),
Clinical Studies (14)].

4HIENOPYRIDINES� INHIBIT� PLATELET� AGGREGATION� FOR� THE� LIFETIME� OF� THE
PLATELET� ��
��� DAYS	� SO� WITHHOLDING� A� DOSE� WILL� NOT� BE� USEFUL� IN
managing a bleeding event or the risk of bleeding associated with an
INVASIVE� PROCEDURE� "ECAUSE� THE� HALF
LIFE� OF� PRASUGREL�S� ACTIVE
metabolite is short relative to the lifetime of the platelet, it may be
possible to restore hemostasis by administering exogenous platelets;
however, platelet transfusions within 6 hours of the loading dose or 4
hours of the maintenance dose may be less effective.

5.2 Coronary Artery Bypass Graft Surgery-Related Bleeding: 4HE
risk of bleeding is increased in patients receiving Effient who undergo
CABG. If possible, Effient should be discontinued at least 7 days prior
to CABG.

/F�THE�����PATIENTS�WHO�UNDERWENT�#!"'�DURING�42)4/.
4)-)���� THE
RATES�OF�#!"'
RELATED�4)-)�-AJOR�OR�-INOR�BLEEDING�WERE�������IN�THE
Effient group and 4.5% in the clopidogrel group [see Adverse
Reactions (6.1)]�4HE�HIGHER�RISK�FOR�BLEEDING�EVENTS�IN�PATIENTS�TREATED
with Effient persisted up to 7 days from the most recent dose of study
drug. For patients receiving a thienopyridine within 3 days prior to

#!"'� THE�FREQUENCIES�OF�4)-)�-AJOR�OR�-INOR�BLEEDING�WERE�������
(12 of 45 patients) in the Effient group, compared with 5.0% (3 of 60
patients) in the clopidogrel group. For patients who received their last
dose of thienopyridine within 4 to 7 days prior to CABG, the frequencies
DECREASED� TO����������OF����PATIENTS	� IN� THE�PRASUGREL�GROUP�AND�
��������OF����PATIENTS	�IN�THE�CLOPIDOGREL�GROUP�
$O�NOT�START�%FlENT�IN�PATIENTS�LIKELY�TO�UNDERGO�URGENT�#!"'� #!"'

related bleeding may be treated with transfusion of blood products,
including packed red blood cells and platelets; however, platelet
transfusions within 6 hours of the loading dose or 4 hours of the
maintenance dose may be less effective.

5.3 Discontinuation of Effient: Discontinue thienopyridines, including
%FlENT� FOR�ACTIVE�BLEEDING� ELECTIVE�SURGERY� STROKE� OR�4)!�4HE�OPTIMAL
duration of thienopyridine therapy is unknown. In patients who are
managed with PCI and stent placement, premature discontinuation of
any antiplatelet medication, including thienopyridines, conveys an
increased risk of stent thrombosis, myocardial infarction, and death.
Patients who require premature discontinuation of a thienopyridine
will be at increased risk for cardiac events. Lapses in therapy should
be avoided, and if thienopyridines must be temporarily discontinued
because of an adverse event(s), they should be restarted as soon as
possible [see Contraindications (4.1 and 4.2) and Warnings and
Precautions (5.1)]. 

5.4 Thrombotic Thrombocytopenic Purpura: 4HROMBOTIC
THROMBOCYTOPENIC�PURPURA��440	�HAS�BEEN�REPORTED�WITH�THE�USE�OF�
other thienopyridines, sometimes after a brief exposure (<2 weeks).
440� IS� A� SERIOUS� CONDITION� THAT� CAN� BE� FATAL� AND� REQUIRES� URGENT�
TREATMENT� INCLUDING� PLASMAPHERESIS� �PLASMA� EXCHANGE	� 440� IS
characterized by thrombocytopenia, microangiopathic hemolytic
anemia (schistocytes [fragment red blood cells] seen on peripheral
smear), neurological findings, renal dysfunction, and fever.

6 ADVERSE REACTIONS
6.1 Clinical Trials Experience: 4HE� FOLLOWING� SERIOUS� ADVERSE
reactions are also discussed elsewhere in the labeling:
s "LEEDING� [see Boxed Warning and Warnings and Precautions

(5.1, 5.2)]
s� 4HROMBOTIC� THROMBOCYTOPENIC� PURPURA� [see Warnings and

Precautions (5.4)]
Safety in patients with ACS undergoing PCI was evaluated in a
CLOPIDOGREL
CONTROLLED�STUDY�42)4/.
4)-)���� IN�WHICH������PATIENTS
were treated with Effient (60 mg loading dose and 10 mg once daily)
FOR�A�MEDIAN�OF������MONTHS�������PATIENTS�WERE�TREATED�FOR�OVER��
MONTHS�� ����� PATIENTS� WERE� TREATED� FOR� MORE� THAN� �� YEAR	� 4HE
population treated with Effient was 27 to 96 years of age, 25%
FEMALE��AND�����#AUCASIAN�!LL�PATIENTS�IN�THE�42)4/.
4)-)����STUDY
WERE�TO�RECEIVE�ASPIRIN� 4HE�DOSE�OF�CLOPIDOGREL�IN�THIS�STUDY�WAS�A
300 mg loading dose and 75 mg once daily.

Because clinical trials are conducted under widely varying conditions,
adverse reaction rates observed in the clinical trials cannot be directly
compared with the rates observed in other clinical trials of another
DRUG�AND�MAY�NOT�REmECT�THE�RATES�OBSERVED�IN�PRACTICE�

Drug Discontinuation�4HE�RATE�OF�STUDY�DRUG�DISCONTINUATION�BECAUSE
of adverse reactions was 7.2% for Effient and 6.3% for 
clopidogrel. Bleeding was the most common adverse reaction 
leading to study drug discontinuation for both drugs (2.5% for 
Effient and 1.4% for clopidogrel).

Bleeding: Bleeding Unrelated to CABG Surgery 
�)N�42)4/.
4)-)�����
OVERALL� RATES� OF� 4)-)� -AJOR� OR� -INOR� BLEEDING� ADVERSE� REACTIONS
unrelated to coronary artery bypass graft surgery (CABG) were
SIGNIlCANTLY�HIGHER�ON�%FlENT�THAN�ON�CLOPIDOGREL��AS�SHOWN�IN�4ABLE���

Table 1: Non-CABG-Related Bleedinga (TRITON-TIMI 38)

Effient (%)
(N=6741)

Clopidogrel (%)
(N=6716)

p-value

4)-)�-AJOR�OR�-INOR�BLEEDING 4.5 3.4 p=0.002

4)-)�-AJOR�BLEEDINGb 2.2 1.7 p=0.029

���,IFE
THREATENING 1.3 ��� p=0.015
Fatal 0.3 0.1
Symptomatic intracranial
hemorrhage (ICH)

0.3 0.3

Requiring inotropes 0.3 0.1
Requiring surgical
intervention

0.3 0.3

Requiring transfusion
(≥4 units)

0.7 0.5

4)-)�-INOR�BLEEDINGb 2.4 1.9 p=0.022

a Patients may be counted in more than one row.
b See 5.1 for definition.

&IGURE� �� DEMONSTRATES� NON
#!"'� RELATED� 4)-)� -AJOR� OR� -INOR
BLEEDING� 4HE�BLEEDING�RATE�IS�HIGHEST�INITIALLY� AS�SHOWN�IN�&IGURE��
(inset: Days 0 to 7) [see Warnings and Precautions (5.1)].
Bleeding rates in patients with the risk factors of age ≥75 years and
weight <���KG�ARE�SHOWN�IN�4ABLE���

22 ACUTE CORONARY SYNDROMES O C T O B E R  2 0 1 0  •  C A R D I O L O G Y  N E W S

Four Factors Strongly Predict Ischemic Events

B Y  M I T C H E L  L . Z O L E R

FROM THE ANNUAL CONGRESS OF THE

EUROPEAN SOCIETY OF CARDIOLOGY

STOCKHOLM – Four simple clinical
conditions play the biggest role in risk-
stratifying outpatients with stable
atherothrombotic disease, based on a
45,000-patient, international registry
followed for 4 years.

Polyvascular disease heads the list of

four factors, followed by history of an
ischemic event within the past year,
history of an ischemic event at any
time, and diabetes, Dr. Deepak L.
Bhatt said at the congress. The registry
results notably showed polyvascular
disease to pose the strongest risk for a
subsequent ischemic event, and placed
diabetes below the risk from a prior is-
chemic event, a finding that further
dislodges diabetes from its perch as a

Major Finding: Four-year follow-up of a large, atherothrombotic-disease database
found four factors that strongly determine risk for new ischemic events: polyvascu-
lar disease, ischemic event within the past year, any history of an ischemic event,
and current treatment for diabetes.

Data Source: The REACH registry, which enrolled in 44 countries and tracked is-
chemic events in 45,227 patients with established atherothrombotic disease or
multiple risk factors for 4 years during 2003-2008.

Disclosures: REACH is partially sponsored by Sanofi-Aventis and Bristol-Myers
Squibb. Dr. Bhatt reported receiving research grants from AstraZeneca, Bristol-Myers
Squibb, Eisai, Ethicon, Heartscape, Sanofi-Aventis, and The Medicines Company.
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Table 2: Bleeding Rates for Non-CABG-Related Bleeding by
Weight and Age (TRITON-TIMI 38)

Major/Minor Fatal

Effient
(%)

Clopidogrel
(%)

Effient
(%)

Clopidogrel
(%)

Weight <��KG��.����
Effient, N=356 clopidogrel)

10.1 6.5 0.0 0.3

Weight ≥60kg (N=6373
Effient, N=6299 clopidogrel)

4.2 3.3 0.3 0.1

Age <���YEARS��.�����
%FlENT��.������CLOPIDOGREL	

��� 2.9 0.2 0.1

Age ≥���YEARS��.����
%FlENT��.�����CLOPIDOGREL	

9.0 6.9 1.0 0.1

Bleeding Related to CABG 
� )N� 42)4/.
4)-)� ��� ���� PATIENTS� WHO
received a thienopyridine underwent CABG during the course of the
STUDY� 4HE� RATE� OF� #!"'
RELATED�4)-)� -AJOR� OR� -INOR� BLEEDING� WAS�
������FOR�THE�%FlENT�GROUP�AND������IN�THE�CLOPIDOGREL�GROUP��4ABLE��	��
4HE�HIGHER�RISK�FOR�BLEEDING�ADVERSE�REACTIONS�IN�PATIENTS�TREATED�WITH
Effient persisted up to 7 days from the most recent dose of study drug.

Table 3: CABG-Related Bleedinga (TRITON-TIMI 38)

Effient (%)
(N=213)

Clopidogrel (%)
(N=224)

4)-)�-AJOR�OR�-INOR�BLEEDING 14.1 4.5

4)-)�-AJOR�BLEEDING 11.3 3.6

Fatal 0.9 0

Reoperation ��� 0.5

4RANSFUSION�OF�≥5 units 6.6 2.2

Intracranial hemorrhage 0 0

4)-)�-INOR�BLEEDING ��� 0.9
a Patients may be counted in more than one row.

Bleeding Reported as Adverse Reactions� 
� (EMORRHAGIC� EVENTS
REPORTED AS�ADVERSE�REACTIONS�IN�42)4/.
4)-)����WERE��FOR�%FlENT�
and clopidogrel, respectively: epistaxis (6.2%, 3.3%), gastrointestinal
hemorrhage (1.5%, 1.0%), hemoptysis (0.6%, 0.5%), subcutaneous
HEMATOMA ������ ����	� POST
PROCEDURAL HEMORRHAGE ������
0.2%), retroperitoneal hemorrhage (0.3%, 0.2%), and retinal
hemorrhage (0.0%, 0.1%).
Malignancies�$URING�42)4/.
4)-)����NEWLY�DIAGNOSED�MALIGNANCIES
were reported in 1.6% and 1.2% of patients treated with prasugrel
AND�CLOPIDOGREL� RESPECTIVELY� 4HE�SITES�CONTRIBUTING�TO�THE�DIFFERENCES
were primarily colon and lung. It is unclear if these observations are
CAUSALLY
RELATED�OR�ARE�RANDOM�OCCURRENCES�
/THER�!DVERSE�%VENTS� )N�42)4/.
4)-)����COMMON�AND�OTHER�IMPORTANT
NON
HEMORRHAGIC� ADVERSE� EVENTS� WERE� FOR� %FlENT� AND� CLOPIDOGREL��
respectively: severe thrombocytopenia (0.06%, 0.04%), anemia (2.2%, 
2.0%), abnormal hepatic function (0.22%, 0.27%), allergic reactions
������������	�AND�ANGIOEDEMA�������������	�4ABLE���SUMMARIZES
the adverse events reported by at least 2.5% of patients.

Table 4: Non-Hemorrhagic Treatment Emergent Adverse Events
Reported by at Least 2.5% of Patients in Either Group

Effient (%)
(N=6741)

Clopidogrel (%)
(N=6716)

Hypertension 7.5 7.1

Hypercholesterolemia/Hyperlipidemia 7.0 7.4

Headache 5.5 5.3

Back pain 5.0 4.5

Dyspnea 4.9 4.5

Nausea 4.6 4.3

Dizziness 4.1 4.6

Cough 3.9 4.1

Hypotension 3.9 ���

Fatigue 3.7 ���

.ON
CARDIAC�CHEST�PAIN 3.1 3.5

Atrial fibrillation 2.9 3.1

Bradycardia 2.9 2.4

Leukopenia (<4 x 109 WBC/L) ��� 3.5

Rash ��� 2.4

Pyrexia 2.7 2.2

Peripheral edema 2.7 3.0

Pain in extremity 2.6 2.6

Diarrhea 2.3 2.6

7 DRUG INTERACTIONS
7.1 Warfarin: Coadministration of Effient and warfarin increases the
risk of bleeding [see Warnings and Precautions (5.1) and Clinical
Pharmacology (12.3)].

7.2 Non-Steroidal Anti-Inflammatory Drugs: Coadministration of
Effient and NSAIDs (used chronically) may increase the risk of bleeding
[see Warnings and Precautions (5.1)].

7.3 Other Concomitant Medications: Effient can be administered
with drugs that are inducers or inhibitors of cytochrome P450
enzymes [see Clinical Pharmacology (12.3)].

Effient can be administered with aspirin (75 mg to 325 mg per day),
heparin, GPIIb/IIIa inhibitors, statins, digoxin, and drugs that elevate
gastric pH, including proton pump inhibitors and H2 blockers [see
Clinical Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy: Pregnancy Category B 
�4HERE�ARE�NO�ADEQUATE�AND
well controlled studies of Effient use in pregnant women. Reproductive
and developmental toxicology studies in rats and rabbits at doses of
up to 30 times the recommended therapeutic exposures in humans
(based on plasma exposures to the major circulating human
metabolite) revealed no evidence of fetal harm; however, animal
studies are not always predictive of a human response. Effient should
be used during pregnancy only if the potential benefit to the mother
justifies the potential risk to the fetus.
In embryo fetal developmental toxicology studies, pregnant rats and
rabbits received prasugrel at maternally toxic oral doses equivalent to
more than 40 times the human exposure. A slight decrease in pup
body weight was observed; but, there were no structural malformations
in either species. In prenatal and postnatal rat studies, maternal
treatment with prasugrel had no effect on the behavioral or
reproductive development of the offspring at doses greater than 150
times the human exposure [see Nonclinical Toxicology (13.1)].

8.3 Nursing Mothers: It is not known whether Effient is excreted in
human milk; however, metabolites of Effient were found in rat milk.
Because many drugs are excreted in human milk, prasugrel should be
used during nursing only if the potential benefit to the mother justifies
the potential risk to the nursing infant.

8.4 Pediatric Use: Safety and effectiveness in pediatric patients have
not been established [see Clinical Pharmacology (12.3)].

8.5 Geriatric Use: )N�42)4/.
4)-)���� ������OF�PATIENTS�WERE�≥65
years of age and 13.2% were ≥���YEARS�OF�AGE��4HE�RISK�OF�BLEEDING
increased with advancing age in both treatment groups, although the
relative risk of bleeding (Effient compared with clopidogrel) was
similar across age groups.

Patients ≥75 years of age who received Effient had an increased risk
of fatal bleeding events (1.0%) compared to patients who received
clopidogrel (0.1%). In patients ≥75 years of age, symptomatic
INTRACRANIAL�HEMORRHAGE�OCCURRED�IN���PATIENTS������	�WHO�RECEIVED
Effient and in 3 patients (0.3%) who received clopidogrel. Because of
the risk of bleeding, and because effectiveness is uncertain in patients
≥75 years of age [see Clinical Studies (14)], use of Effient is generally
NOT� RECOMMENDED� IN� THESE� PATIENTS� EXCEPT� IN� HIGH
RISK� SITUATIONS
(diabetes and past history of myocardial infarction) where its effect
appears to be greater and its use may be considered [see Warnings
and Precautions (5.1), Clinical Pharmacology (12.3), and Clinical
Studies (14)].

8.6 Low Body Weight: )N�42)4/.
4)-)���� �����OF�PATIENTS�TREATED
with Effient had body weight <60 kg. Individuals with body weight <60
kg had an increased risk of bleeding and an increased exposure to the
active metabolite of prasugrel [see Dosage and Administration (2),
Warnings and Precautions (5.1), and Clinical Pharmacology (12.3)]. 
#ONSIDER�LOWERING�THE�MAINTENANCE�DOSE�TO���MG�IN�PATIENTS�����KG�
4HE� EFFECTIVENESS� AND� SAFETY� OF� THE� �� MG� DOSE� HAVE� NOT� BEEN
prospectively studied.

8.7 Renal Impairment: No dosage adjustment is necessary for
PATIENTS�WITH�RENAL�IMPAIRMENT�4HERE�IS�LIMITED�EXPERIENCE�IN�PATIENTS
WITH�END
STAGE�RENAL�DISEASE�[see Clinical Pharmacology (12.3)].

8.8 Hepatic Impairment: No dosage adjustment is necessary in
PATIENTS�WITH�MILD�TO�MODERATE�HEPATIC�IMPAIRMENT��#HILD
0UGH�#LASS
!�AND�"	�4HE�PHARMACOKINETICS�AND�PHARMACODYNAMICS�OF�PRASUGREL�
in patients with severe hepatic disease have not been studied, but
such patients are generally at higher risk of bleeding [see Warnings
and Precautions (5.1) and Clinical Pharmacology (12.3)].

8.9 Metabolic Status: In healthy subjects, patients with stable
atherosclerosis, and patients with ACS receiving prasugrel, there was
no relevant effect of genetic variation in CYP2B6, CYP2C9, CYP2C19,
OR�#90�!��ON�THE�PHARMACOKINETICS�OF�PRASUGREL�S�ACTIVE�METABOLITE
or its inhibition of platelet aggregation.

10 OVERDOSAGE

10.1 Signs and Symptoms: Platelet inhibition by prasugrel is rapid
and irreversible, lasting for the life of the platelet, and is unlikely to be
increased in the event of an overdose. In rats, lethality was observed
after administration of 2000 mg/kg. Symptoms of acute toxicity in
dogs included emesis, increased serum alkaline phosphatase, and
hepatocellular atrophy. Symptoms of acute toxicity in rats included
mydriasis, irregular respiration, decreased locomotor activity, ptosis,
staggering gait, and lacrimation.

10.2 Recommendations about Specific Treatment: Platelet
TRANSFUSION�MAY�RESTORE�CLOTTING�ABILITY�4HE�PRASUGREL�ACTIVE�METABOLITE
is not likely to be removed by dialysis.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility:
Carcinogenesis 
�.O�COMPOUND
RELATED�TUMORS�WERE�OBSERVED�IN�A
�
YEAR�RAT�STUDY�WITH�PRASUGREL�AT�ORAL�DOSES�UP�TO�����MG�KG�DAY
(>100 times the recommended therapeutic exposures in humans
(based on plasma exposures to the major circulating human
METABOLITE	� 4HERE� WAS� AN� INCREASED� INCIDENCE� OF� TUMORS
(hepatocellular adenomas) in mice exposed for 2 years to high doses
(>250 times the human metabolite exposure).
Mutagenesis 
�0RASUGREL�WAS�NOT�GENOTOXIC�IN�TWO�in vitro tests (Ames
bacterial gene mutation test, clastogenicity assay in Chinese hamster
fibroblasts) and in one in vivo test (micronucleus test by intraperitoneal
route in mice).
Impairment of Fertility 
� 0RASUGREL� HAD� NO� EFFECT� ON� FERTILITY
of male and female rats at oral doses up to 300 mg/kg/day
����TIMES�THE�HUMAN�MAJOR�METABOLITE�EXPOSURE�AT�DAILY�DOSE�OF���
mg prasugrel).

17 PATIENT COUNSELING INFORMATION
See Medication Guide

17.1 Benefits and Risks
s�3UMMARIZE�THE�EFFECTIVENESS�FEATURES�AND�POTENTIAL�SIDE�EFFECTS�OF

Effient.
s�4ELL�PATIENTS�TO�TAKE�%FlENT�EXACTLY�AS�PRESCRIBED�
s��2EMIND�PATIENTS�NOT�TO�DISCONTINUE�%FlENT�WITHOUT�lRST�DISCUSSING

it with the physician who prescribed Effient.
s�2ECOMMEND�THAT�PATIENTS�READ�THE�-EDICATION�'UIDE�

17.2 Bleeding: Inform patients that they:
s�WILL�BRUISE�AND�BLEED�MORE�EASILY�
s�WILL�TAKE�LONGER�THAN�USUAL�TO�STOP�BLEEDING�
s�SHOULD�REPORT�ANY�UNANTICIPATED�PROLONGED�OR�EXCESSIVE�BLEEDING�

or blood in their stool or urine.

17.3 Other Signs and Symptoms Requiring Medical Attention
s� )NFORM�PATIENTS�THAT�440�IS�A�RARE�BUT�SERIOUS�CONDITION�THAT�HAS

been reported with medications in this class of drugs.
s� )NSTRUCT�PATIENTS�TO�GET�PROMPT�MEDICAL�ATTENTION�IF�THEY�EXPERIENCE

any of the following symptoms that cannot otherwise be explained:
fever, weakness, extreme skin paleness, purple skin patches,
yellowing of the skin or eyes, or neurological changes.

17.4 Invasive Procedures: Instruct patients to:
s� INFORM�PHYSICIANS�AND�DENTISTS�THAT�THEY�ARE�TAKING�%FlENT�BEFORE

any invasive procedure is scheduled.
s� TELL� THE�DOCTOR�PERFORMING� THE� INVASIVE�PROCEDURE� TO� TALK� TO� THE

prescribing health care professional before stopping Effient.

17.5 Concomitant Medications: Ask patients to list all prescription
MEDICATIONS� OVER
THE
COUNTER�MEDICATIONS� OR�DIETARY�SUPPLEMENTS
they are taking or plan to take so the physician knows about other
treatments that may affect bleeding risk (e.g., warfarin and NSAIDs).
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myocardial infarction risk equivalent,
said Dr. Bhatt, chief of cardiology at the
VA Boston Healthcare System.

“It’s an important point, but unfortu-
nately the myth lingers on” that diabetes
is a myocardial infarction risk equivalent,
he said. It is a myth Dr. Bhatt dates to
studies reported more than a decade ago.

In the more contemporary database
studied by Dr. Bhatt and his associates,
with patients followed from 2003 to 2008,
diabetes may have been better managed.
“It’s not that diabetes is not an important
risk factor, but a prior ischemic event
trumps diabetes,” he said in an interview.

The 4-year results from the Reduc-
tion of Atherothrombosis for Continued

Health (REACH) registry also added
new evidence on the role of polyvascu-
lar disease, the study’s “most potent pre-
dictor of future ischemic events. REACH
is the largest and longest registry” to
show a strong polyvascular effect, a risk
factor that until now has been underap-
preciated, Dr. Bhatt said.

“A patient with angina and claudica-
tion [ischemic disease in two vascular
beds] may look stable, but the message
from these data is that these patients are
at exceedingly high risk for something
bad happening over the next 4 years,”
and so need even tighter medical control

of lipids, blood pressure, and other treat-
able risks.

Dr. Bhatt and his associates are in the
final stages of refining a secondary-pre-
vention risk model, a formula to math-
ematically stratify patients’ risk based on
the new REACH analysis. While the
model isn’t ready for release yet, it is
based on the four major risk factors he
reported. Until now, “there really hasn’t
been any major attempt to risk-stratify
secondary prevention patients, in part
because many physicians seem to feel
that the risk faced by all secondary-pre-
vention patients is the same. These data
show that’s not true. There is a wide
range of risk in this population.” 

Higher-risk patients could receive, for
example, intensive case management by
a nurse, or may be candidates for ex-
pensive, new antiatherosclerotic, anti-in-
flammatory, or antithrombotic thera-
pies, with some nearing the market. “

The REACH registry initially enrolled
more than 68,000 people at 5,587 centers
in 44 countries during 2003 and 2004.
Reports on the baseline and 1-year fol-
low-up data appeared several years ago
( JAMA 2006;295:180-9, and JAMA 2007;
297:1197-206). The new analysis used
data collected after 4 years’ follow-up
from 45,227 of the participants.

The database included 21,890 patients
with a prior ischemic event (myocardial
infarction or stroke) at the time of en-
rollment into the registry. Another
15,264 patients entered based on having
symptomatic, stable atherosclerosis but
no event history. The final 8,073 partic-
ipants had no documented disease but at
least three risk factors off this list: cur-
rent treatment for diabetes; diabetic
retinopathy; an ankle-brachial index be-
low 0.9; asymptomatic carotid stenosis
with at least 70% occlusion; carotid in-
tima media thickness at least twice that
at adjacent sites; systolic blood pressure
of at least 150 mm Hg; hypercholes-
terolemia; current smoker; age 65 or
older in men and 70 or older in women.

The average age of the enrollees at
baseline was 68; two-thirds were men.
Nearly half had a prior ischemic event,
44% had a history of diabetes, 28% had
an ischemic event during the prior year,
and 16% had polyvascular disease, de-
fined as atherosclerotic disease in at
least two vascular beds: coronary, cere-
brovascular, or peripheral. During fol-
low-up, the participants had 5,481
events, either cardiovascular death, myo-
cardial infarction, or stroke.

In an analysis, polyvascular disease at
baseline linked with a twofold risk for an
ischemic event during follow-up, com-
pared with enrollees with risk factors
only. Patients with a history of a recent
ischemic event had a 70% higher risk for
a follow-up event compared with en-
rollees without an event history. Patients
with diabetes at enrollment had a 44% in-
creased risk for a follow-up event com-
pared with participants without diabetes,
which did match the increased risk from
an older ischemic event. Heart failure also
appeared as a strong risk factor.

Concurrently with Dr. Bhatt’s report,
the results were published online ( JAMA
2010 Aug. 30 [doi: 10.1001/jama.2010.
1322]). ■

Polyvascular disease is the strongest
risk factor, said Dr. Deepak L. Bhatt.
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