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Name:

Eptifibatide 

Synonym:
Integrilin(
Uses:


(Appropriate Indications:

1. For the treatment of patients with acute coronary syndrome (ACS – unstable angina/non-ST- segment elevation myocardial infarction), including patients who are to be managed medically and those undergoing percutaneous coronary intervention (PCI).  


2.
For the treatment of patients undergoing PCI, including those undergoing intracoronary stenting.


(Inappropriate uses:



Contraindicated in patients with:

(A history of bleeding diathesis, or evidence of active abnormal bleeding within the previous 30 days.

(Severe hypertension (SBP > 200 mm Hg or DBP > 110 mm Hg) not adequately controlled on antihypertensive therapy.



(Major surgery within the preceding 6 weeks.



(History of stroke within 30 days or any history of hemorrhagic stroke.



(Current or planned administration of another parenteral GP IIb/IIIa inhibitor.

(Dependency on renal dialysis.



(Known hypersensitivity to any component of the product.



Use recommended with caution:

(Platelet count < 100,000/mm3.  There has been no clinical experience with eptifibatide initiated in patients with PLT < 100,000mm3.

FORMULARY RESTRICTIONS:


(Formulary agent


(Restricted to Cardiology Service

DRUG THERAPY SELECTION:


(Efficacy:

1. Eptifibatide, a peptide platelet glycoprotein IIb/IIa inhibitor, has been shown to decrease the rate of a combined endpoint of death or new myocardial infarction when use for the treatment of patients with ACS and to decrease the rate of a combined endpoint of death, new myocardial infarction, or need for urgent intervention with used for the treatment of patients undergoing PCI.



(Safety:

1. The most common side effect is major and minor bleeding, as classified by the criteria of the Thrombolysis in Myocardial Infarction Study group (TIMI).   Increased incidence of bleeding vs. placebo was associated with bleeding at the femoral artery access site.  Extra care at the femoral artery access site such as early sheath removal should be performed. The most common non-bleeding adverse event was hypotension, which occurred at a rate of at least 1%.  Intracranial hemorrhage and stroke, thrombocytopenia incidence was similar between patients treated with eptifibatide and placebo.

(Risks:


No abuse potential documented


No medication errors documented 


No sentinel events documented 

(Cost:


Eptifibatide 2mg/ml 10ml vial:  $36.36


Eptifibatide 0.75mg/ml 100ml vial: $113.20


Eptifibatide 2mg/ml 100ml vial:  $300.75
DOSING

In the clinical trials, most patients also received concomitant aspirin and heparin.

( Acute coronary syndrome:

Administer IV bolus of 180mcg/kg, given over 1-2 minutes, as soon as possible following diagnosis, followed by a continuous infusion of 2 mcg/kg/min until hospital discharge or initiation of coronary artery bypass graft (CABG) surgery, up to 72 hours.  If a patient undergoes a PCI while receiving eptifibatide, the infusion should be continued up to hospital discharge, or for up to 18-24 hours after the procedure, whichever comes first, allowing for up to 96 hours of therapy. 

With estimated creatinine clearance (using Cockroft-Gault equation) < 50 mL/min or, if creatinine clearance is not available, a serum creatinine  > 2.0 mg/dL

Administer IV bolus of 180 mcg/kg as soon as possible following diagnosis, immediately followed by a continuous infusion of 1.0 mcg/kg/min

Aspirin:  160-325 mg by mouth initially and daily thereafter

Heparin:

Target aPTT 50-70 seconds during medical management


(If weight > 70 kg, 5000 units bolus followed by infusion of 1000 units/hr.


(If weight < 70 kg, 60 units/kg bolus followed by infusion of 12 units/kg/hr.

Target ACT 200-300 seconds during PCI


(If heparin is initiated prior to PCI, additional boluses during PCI to maintain an ACT target of 200-300 seconds.


(Heparin infusion after the PCI is discouraged.

( PCI in patients not presenting with an acute coronary syndrome:

An IV bolus of 180 mcg/kg administered immediately before the initiation of PCI followed by a continuous infusion of 2.0 mcg/kg/min and a second 180 mg/kg bolus 10 minutes after the first bolus.  Infusion should be continued until hospital discharge, or for up to 18-24 hours, whichever comes first.  A minimum of 12 hours of infusion is recommended.  

With an estimated creatinine clearance (using Cockroft-Gault equation) <50mL/min or, if creatinine clearance is not available, a serum creatinine 2.0 mg/dL

An IV bolus of 180 mcg/kg administered immediately before the initiation of the procedure, immediately followed by a continuous infusion of 1.0 mcg/kg/min and a second 180mg/kg bolus administered 10 minutes after the first.  

Aspirin:  160-325 mg by mouth 1 – 24 hours prior to PCI and daily thereafter.

Heparin:

Target ACT 200-300 seconds


(60 units/kg bolus initially in patients not treated with heparin within 6 hours prior to PCI.


(Additional boluses during PCI to maintain ACT within target.


(Heparin infusion after the PCI is strongly discouraged.

Patients requiring thromblytic therapy should have eptifibatide infusions stopped.

(In patients undergoing CABG surgery, discontinue Eptifibatide prior to surgery.

No dosage adjustment recommended in geriatric patients or patients with hepatic impairment. Eptifibatide is supplied as a ready-to-use sterile solution in 10mL bolus vials containing 20mg of eptifibatide and 100 mL infusion vials containing either 75mg of eptifibatide or 200mg of eptifibatide.  Vials should be stored refrigerated at 2-8o C (36-46o F) and protected from light until administration. Vials may be transferred to room temperature storage for a period not to exceed 2 months.  Upon transfer, vial cartons must be marked by the dispensing pharmacist with a “DISCARD BY” date ( 2 months from the transfer date or the labeled expiration date, whichever comes first).  Do not use beyond the labeled expiration date.  Discard any unused portion left in the vial.

DRUG-DRUG/FOOD INTERACTIONS

Eptifibatide was used concomitantly with heparin and aspirin in the IMPACT II,PURSUIT and ESPRIT studies.  In the ESPRIT study, clopidogrel or ticlopidine were used routinely starting the day of PCI.  Concurrent use with heparin and aspirin is associated with increased bleeding compared with heparin and aspirin alone.  Because eptifibatide inhibits platelet aggregation, caution should be employed when it is used with other drugs that affect hemostasis, including thrombolytics, oral anticoagulants, NSAIDs, dipyridamole.  To avoid potentially additive pharmacologic effects, concomitant treatment with other inhibitors of platelet receptor GP IIb/IIIa should be avoided.

Do not administer through the same IV line as furosemide.

RECOMMENDED MONITORING:

Baseline:


1.
Hematocrit or Hemoglobin, Platelet count, Serum Creatinine, PT/aPTT.

2.
In patients undergoing PCI, Activated clotting time (ACT) should also be measured

Maintenance:

1. aPTT should be maintained between 50-70 seconds unless PCI is to be performed.  

2. If PCI is performed the ACT should be maintained between 200-300  seconds during the procedure.

3. aPTT should be checked prior to arterial sheath remove.  The sheath should not be removed unless the aPTT is < 45 seconds or the ACT is < 150 seconds.

4. In patients treated with heparin, bleeding can be minimized by close monitoring of the aPTT.

5. If the patient experiences a confirmed platelet decrease to <100,000/mm3 , epitfibatide and heparin should be discontinued and the condition appropriately monitored and treated.

OUTCOME MEASURES:


Therapeutic:

1. For patients with acute coronary syndrome:  prevent death or new myocardial infarction.

2. For patients undergoing PCI:  prevent death, new myocardial infarction, or need for urgent intervention.

Safety:

1. Bleeding: at the femoral artery access site, oropharyngeal, genito-urinary, gastrointestinal and retroperitoneal bleeding.

2. Intracranial hemorrhage, stroke, thrombocytopenia.

3. Hypotension.
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