Risedronate
(Actonel®, Procter and Gamble)
Classification:
Endocrine Agents; Miscellaneous Endocrine Agents

Description: Risedronate is a pyridinyl bisphosphonate that inhibits osteoclast-mediated bone resorption and modulates bone metabolism.
Pharmacology: 

Risedronate has an affinity for hydroxyapatite crystals in bone and acts as an antiresorptive agent. At the cellular level, Risedronate inhibits osteoclasts. The osteoclasts adhere normally to the bone surface, but show evidence of reduced active resorption. Animal studies show that Risedronate reduces bone turnover (activation frequency, i.e., the rate at which bone remodeling sites are activated) and bone resorption at remodeling sites.
Pharmacokinetics: 

Absorption:
Absorbed rapidly but poorly with an oral bioavailability of ~0.63%.
Metabolism:
There is no evidence of systemic metabolism

Elimination:
Drug that is not absorbed into the bone is eliminated in the urine.

Indications:


Risedronate is indicated for the treatment and prevention of osteoporosis in postmenopausal women, glucocorticoid-induced osteoporosis in men and women and the treatment of Paget's disease of bone. Non-FDA approved indications include treatment of hypercalcemia of malignancy, breast cancer or multiple myeloma associated osteolytic bone disease.

Dosage: One 5 mg tablet daily; or one 35 mg tablet once weekly
· Take at least 30 minutes before the first food or drink of the day

· Administer while the patient is in an upright position and with a full glass of plain water (6- 8 oz)

· Patients should not lie down for 30 minutes after taking the medication

· Patients should receive supplemental calcium and vitamin D

Contraindications and Precautions: 

· Pregnancy category C

· Known hypersensitivity to this product.

· Do not use in patients with severe renal dysfunction (CrCl < 30 mL/min)
· Do not use in patients with hypocalcemia

· Do not use in patients with abnormalities of the esophagus which delay esophageal emptying such as stricture or achalasia

· Do not use in patients who are unable to stand or sit upright for at least 30 minutes.

· Ensure adequate calcium and vitamin D intake.

Interactions: 

No specific drug- drug interaction studies were performed. Risedronate is not metabolized and does not induce or inhibit hepatic microsomal drug-metabolizing enzymes.
Coadministration of Risedronate with calcium, antacids, or oral medications containing divalent cations will interfere with the absorption of Risedronate and should be taken at a different time of the day.
Adverse Reactions: 

The most frequent adverse reactions (>10%) include: headache, rash, diarrhea, abdominal pain, arthralgia and flu-like symptoms. Less frequent adverse reactions (1%-10%) include: peripheral edema, dizziness, nausea, constipation, belching, weakness leg cramps, amblyopia, dry eye, tinnitus, sinusitis and bronchitis.
Costs and Monitoring: 

The cost of therapy is $ 14.62 per day. Therapy with Alendronate (Fosamax) costs $ 15.28 per day.
Monitoring should include periodic renal function tests (BUN, Creatinine), Alkaline phosphatase and calcium levels. Clinical outcomes such as fracture risk should be assessed as needed.

Product Identification: 

Tablet: 5 mg, 30 mg, 35 mg
Efficacy: 
The use of Risedronate therapy in patients with postmenopausal osteoporosis has been shown to increase bone mineral density (BMD) and decrease the incidence of fractures compared with placebo. BMD is a surrogate outcome for fractures that is used when assessing the efficacy of osteoporosis treatments. There is evidence supporting the use of Risedronate for increasing BMD at both the lumbar spine BMD and femoral neck. Additionally, there is evidence to support the use of Risedronate to reduce the risk of both vertebral and non-vertebral fractures. 
Conclusions: 

The bisphosphonates are clearly effective in the treatment of osteoporosis. There is no consensus on the role of utilizing bone mineral density data as a surrogate end-point for fracture risk. There are no well designed head-to-head trials to compare the efficacy of Risedronate and Alendronate. Any comparison between the two agents is difficult. However, Risedronate is at least as effective as Alendronate, has better fracture risk reduction data available and is less expensive then Alendronate.
Recommendation: Add to formulary
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