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Small Doses…..By Mike Petry, MS, RPh

Clinical Pharmacist
New (and old) Oral Anticoagulant Therapies

Two new anticoagulants, dabigatran (Pradaxa®) and rivaroxaban (Xarelto®) have recently been introduced and are being heavily promoted as alternative therapy to warfarin (Coumadin®).  Their introduction has health care professionals questioning how to choose the best therapy for their patients, and whether warfarin still has a place in anticoagulant therapy.  In addition, more drugs in this category are in development.  Another may become commercially available in 2012, and at least two more drugs are currently in Phase III clinical trials.

Listed below is specific information on oral anticoagulants that are currently available.

Drug:  Dabigatran (Pradaxa®)
Mechanism of action:

direct thrombin inhibitor

Usual Dose:


150 mg two times daily with or without food



The capsules are not to be opened or chewed, or the enclosed pellets taken alone (e.g., sprinkled over food or placed in beverages)



Average cost per month:

$260+ (Average Wholesale Price)

FDA approved indication:

To reduce the risk of stroke and systemic embolism in patients with non-valvular atrial fibrillation (A fib)

Non-FDA approved uses:

Post-hip/knee replacement



Comparable to enoxaparin for prevention of venous thromboembolism (VTE); comparable major bleeding



to enoxaparin



VTE treatment



Comparable to warfarin for prevention of recurrent VTE; comparable major bleeding to warfarin

When used to treat A fib, dabigatran prevents about five more strokes per 1000 patients per year than warfarin. It has a lower rate of hemorrhagic stroke, but a higher rate of major GI bleed than warfarin.

Therapeutic considerations:

· There is no specific antidote for dabigatran overdose

· Dabigatran must be dispensed and stored in the original container.   Once the container is opened, any unused drug must be discarded after four months.

· To switch from warfarin to dabigatran:


stop warfarin


start dabigatran when the INR is below 2


· To switch to warfarin, or to/from injectable anticoagulants, consult your pharmacist for specific instructions.

· Dabigatran dosing must be adjusted for reduced renal function.  Check the patient’s renal function before initiating therapy.  If the patient is over 75 or if the initial creatinine clearance is below 50ml/min, repeat renal function status evaluation yearly.  If the patient’s creatinine clearance is between 15-30ml/min, reduce the dosing to 75mg twice daily.  If the creatinine clearance is below 15ml/min, or the patient is on dialysis, dabigatran is not recommended.

· Dabigatran causes GI adverse reactions in over 35% of patients.

· Co-administration with aspirin or clopidogrel significantly increases risk of bleeding.

· Ketoconazole, verapamil, quinidine, and amiodarone can increase dabigatran levels, and may require dose adjustment.  Rifampin, carbamazepine, St. John’s Wort, and tenofovir may decrease dabigatran efficacy and should be avoided.

Drug:  Rivaroxaban (Xarelto®)
Mechanism of action:

direct factor Xa inhibitor

Usual dose:


10mg once daily
Average cost per month:

$260+ (Average Wholesale Price)


FDA approved indication:

Deep vein thrombosis (DVT) prophylaxis after hip or knee replacement surgery

Non-FDA approved uses:

DVT treatment



comparable to enoxaparin/warfarin for prevention of recurrent VTE; comparable bleeding



Thromboembolic event prevention in A fib



dose = 20 mg once daily (with evening meal to improve absorption)

Therapeutic considerations:

· Length of therapy:  35 days post hip replacement; 12 days post knee replacement

· There is no specific antidote for rivaroxaban overdose

· Do not initiate therapy for at least 18 hours after epidural catheter removal

· The most common adverse reaction is bleeding complications.  More than 60% of these reactions occur within the first week after surgery

· Absorption is dependent on the drug being in the stomach.  If the dose is crushed and given through a feeding tube, be sure the distal end of the tube is in the stomach (not the small intestine)

· Avoid use with ketoconazole, itraconazole, voriconazole, posiconazole, ritonavir, and clarithromycin, rifampin, carbamazepine, phenytoin, and St. John's Wort.

· Check renal function periodically.  Do not use if the creatinine clearance is less than 30ml/min.

· Avoid use with other anticoagulants and monitor the patient during transition periods.  Antiplatelets (e.g., aspirin, clopidogrel) may increase bleeding risk; co-administer cautiously.

Drug:  Warfarin (Coumadin®, Jantoven®, various generics)

Mechanism of action:
inhibits the synthesis of vitamin K–dependent clotting factors, which include factors II, VII, IX, and X

Usual dose:
5 mg once daily (dose varies widely)

Average cost per month:
$6+ AWP

FDA approved indication:
Recurrent myocardial infarction (MI)/thromboembolic event


To reduce the risk of death, MI, and thromboembolic events after MI


Thromboembolic complications for prophylaxis and/or treatment of thromboembolic 


complications associated with A fib and/or cardiac valve replacement 


Venous thrombosis/pulmonary embolism prophylaxis and/or treatment
Non-FDA approved uses:
Primary venous thromboembolism prophylaxis in cancer patients 


Venous thromboembolism prophylaxis in cancer patients with central venous catheters

Overdosage:
Symptoms:
Suspected or overt abnormal bleeding (e.g., appearance of blood in stools or urine, excessive

bruising persistent oozing from superficial injuries, excessive menstrual bleeding, hematuria, melena, petechiae)


Treatment:  
discontinuation of warfarin therapy and administration of oral or parenteral vitamin K if 



needed

Therapeutic considerations:

· Gold standard anticoagulant.  Over 50 years of experience

· INR monitoring required at least every four weeks, or more often if therapy has just been initiated or the patient’s clinical
condition is changing

· Many drug and food interactions.  Formalized patient education is highly recommended

· No dosage adjustment is necessary for patients with renal failure

· Depending on reason for use, therapy may last from 3 months to indefinite
Sign and date for pharmacy nursing in-service.
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