Aspirin/Dipyridamole

(Aggrenox®, Boehringer-Ingelheim)

Classification:
Blood Modifying Agents; Antiplatelet Agents
Description: Aggrenox is a combination agent. Each hard gelatin capsule contains Dipyridamole extended release 200 mg and Aspirin immediate release 25 mg.
Pharmacology: The antithrombotic action of Aggrenox is the result of the additive antiplatelet effects of Dipyridamole and Aspirin. Aspirin irreversibly inhibits platelet cyclo-oxygenase further inhibiting thromboxane A2, a potent inducer of platelet aggregation and vasoconstriction. Dipyridamole inhibits platelet aggregation by several mechanisms including inhibition of the uptake of adenosine into platelets, in vitro and in vivo, in a dose-dependent manner. This inhibition results in stimulating platelet adenylate cyclase and increasing platelet cyclic-3’, 5’-adenosine monophosphate (cAMP) levels. 
Pharmacokinetics: 

Aspirin
Absorption:
well absorbed from the GI tract
Distribution:
the parent drug is poorly bound to plasma proteins; the metabolite is highly bound in a concentration dependent manner to plasma proteins; widely distributed in a variety of tissues
Metabolism:
rapidly hydrolyzed in plasma to salicylic acid which is then conjugated in the liver to minor metabolites; conjugation is saturable
Excretion:
clearance is through the kidneys and decreases at higher concentrations
Dipyridamole

Absorption:
readily but variable absorption from the GI tract
Distribution:
highly protein bound to alpha 1-acid glycoprotein and albumin
Metabolism:
metabolized in the liver primarily by conjugation with glucuronic acid
Excretion:
the majority of the conjugated metabolite is excreted in the feces via bile and there is some evidence of enterohepatic circulation
Indications:
Aggrenox is indicated in the reduction of stroke risk in patients who have had transient ischemic attacks (TIAs) or completed ischemic stroke due to thrombosis.
Dosage: One capsule twice daily. Do not crush or chew the capsule. May be taken with or without food.
Contraindications and Precautions: 

· Hypersensitivity to Dipyridamole or Aspirin
· Should not be used in children or teenagers with viral infections due to increased risk of Reye’s syndrome

· Pregnancy category: D

· Avoid use in patients with severe renal function [CrCl<10 mL/minute] (due to the Aspirin component)
· Avoid use in patients with severe hepatic impairment (hepatic failure associated with Dipyridamole)
· Use with extreme caution in patients with coronary artery disease and hypotension due to the vasodilatory effects of Dipyridamole

· Do not crush or chew the capsule; it must be administered intact

· Aggrenox is not interchangeable with the individual components of Aspirin and Dipyridamole tablets

Interactions: 

No interaction studies have been conducted with Aggrenox. Drug interaction should be identical to the individual components
Aspirin:

Increased effect/toxicity: Aspirin increases the risk of GI bleeding with used in conjunction with other antiplatelet agents, heparin, Warfarin, and NSAIDs. Bleeding times can be prolonged with Verapamil. The hypoglycemic effect of the older sulfonylureas (tolazamide, tolbutamide) is potentiated due to displacement from plasma proteins. This effect does not appear to be a problem with the newer sulfonylureas (glyBURIDE, glipiZIDE, glimepiride).

Decreased effect: The effects of ACE inhibitors. Beta-blockers, diuretics and probenacid may be blunted. Aspirin may decrease the serum concentration of NSAIDs. Serum Salicylate levels may be increased with used with urine acidifiers.
Dipyridamole:

Increased effect/toxicity: Dipyridamole enhances th risk of bleeding with aspirin and other antiplatele agents, heparin, and Warfarin.
Decreased Effect: Theophylline may reduce the pharmacologic effects of Dipyridamole.

Adverse Reactions: 

The most common adverse reactions (>10%) include: headache, dyspepsia, abdominal pain, nausea and diarrhea. Less common adverse reactions (1% to 10%) include: cardiac failure, pain, seizures, fatigue, malaise, syncope, amnesia, confusion, somnolence, purpura, vomiting, GI bleeding, hemorrhage, anorexia, anemia, weakness, arthralgia, arthrosis, myalgia, cough, and epistaxis.

Costs and Monitoring: 

Cost per capsule is $ 1.70. Cost per day is $ 3.40.

Monitoring should include signs or symptoms of bleeding, stroke or TIA
Product Identification: 

Capsule: Dipyridamole extended release 200 mg/Aspirin 25 mg
Efficacy: 
Aggrenox has demonstrated clinical efficacy in the prevention of secondary stroke and TIA in patients who have had a stroke or TIA. The clinical effects of its two antiplatelet agents are additive and significantly better than either Aspirin or Dipyridamole alone in preventing recurrent strokes and TIA. Aggrenox has not been shown to be more effective than ASA alone in preventing death. Although it is much more expensive than ASA alone, it may be pharmacoeconomically advantageous in preventing hospitalizations and other complications that accompany a stroke.
Limited pharmacoeconomic analyses suggest that treatment with Aggrenox was more cost effective compared with Aspirin monotherapy for secondary prevention of stroke. These extra costs of Aggrenox are balanced by savings in future costs. A decision-analytical model based on data from ESPS-2 predicted that over 5 years, Aggrenox win prevent 2.9% more strokes than Aspirin alone. 
Recommendation: Add to formulary
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