MUE GUIDELINES

(Medication Use Evaluation:  How best to use this medication)

ALENDRONATE SODIUM, FOSAMAX(
Oral: 10mg tablets

NAME OF DRUG
                                   

 DATE SUBMITTED

Alendronate, Fosamax(




15 July 00

Oral: 5mg and 10mg                                                     
Clinic Responsible for Review:



Consultant/Department/Phone
FHC






Capt Tiller/Pharmacy/7-3355

Department(s) included in Review:
     

Cost of Drug

FHC






Alendronate Sodium 10mg tab

 Dose

Cost/day

Cost/90 day

10 mg                     $1.10

      $99

 
Alendronate Sodium 5mg tab

 
Dose

Cost/day

Cost/90 days

 
5 mg

    $1.14

      $102.60

Indication(s) for Drug Use (Biphosphonate Derivative)

Osteoporosis in postmenopausal women; Glucocorticoid induced osteoporosis, Paget’s disease of the bone

Additional Information:

· Bone mass is measured and reported as a T score (standard deviations below that of healthy young women).  A T score above –1 is normal, from –1 to –2 is a low bone mass, and below –2 is consistent with osteoporosis.

· The combination of fosamax and estrogen replacement is better than either alone for the treatment and prevention of osteoporosis.

· Increased risks for osteoporosis are early menopause, moderately low bone mass, thin body build, caucasian or asian race, and family history of osteoporosis.


PROPER DOSING & MONITORING OF DRUG

1. Normal Dosing

1.1. Osteoporosis in postmenopausal women:

Prophylaxis: 5mg po qd 

Treatment: 10mg po qd
1.2. Paget’s Disease of bone: 40mg po qd for six months - (retreatment may be considered in those who failed to normalize their serum alkaline phosphatase)
1.3. Glucocorticoid induced osteoporosis: 5 mg po qd except postmenopausal women not taking HRT should use 10 mg po qd.

2.  Dosing adjustment in renal impairment:

ClCr 30-60 ml/min:  None necessary

ClCr < 35 ml/min:  Alendronate is not recommended due to lack of experience

3. Monitoring Parameters:  

Alkaline Phosphatase should be periodically measured (especially with doses used for Pagets disease): serum calcium, phosphorus, and possible potassium due to its drug class; use of absorptiometry may assist in noting benefit in osteoporosis; monitor pain and fracture rate

4. Supplementation and Weight Bearing Exercises 

Patients with osteoporosis or Paget’s disease should receive supplemental calcium and vitamin D if dietary intake is adequate, however, watch separate administration time since products containing calcium and other multivalent cations are likely to interfere with absorption of alendronate, also they should perform daily weight bearing exercises

5. Reference Range: 

Calcium (total): Adult: 9.0-11.0 mg/dL (2.05-2.54 mmol/L) may slightly decrease with aging; phosphorus 2.5-4.5mg/L(0.81-1.45 mmol/L)


6. Contraindications:

Abnormalities of the esophagus which delay esophageal emptying

Inability to stand or sit upright for at least 30 minutes

Hypocalcemia - Hypocalcemia must be corrected before initiating therapy with alendronate; other disturbances of mineral metabolism (such as vitamin D deficiency) should also be effectively treated.

7. Patient Education: 

Take with plain water the first thing in the morning and at least 30 minutes before the first food or beverage or medication of the day.  Waiting 30 minutes will improve alendronate absorption.  Even dosing with orange juice or coffee markedly reduces the absorption of alendronate.

8. Known Adverse Events of Drugs and Drug Interactions:

Adverse Reactions: (please check drug package insert if patients developed other Adverse Reactions)

1% to 10%

CNS: Headache (2.6%); pain (4.1%)

Gastrointestinal: Flatulence (2.6%); acid regurgitation (2%); esophagitis ulcer (1.5%); dysphagia, abdominal distension (1%)

Musculoskeletal: bone, muscle or joint pain (4.1%)

Taste perversion: 0.5%

<1%: Rash, erythema (rare), gastritis (0.5%)

Drug Interactions: Intravenous ranitidine was shown to double the bioavailability of oral alendronate.  Products containing calcium and other multivalent cations are likely to interfere with absorption of alendronate.

9. Expected Outcome(s) of Therapy

Increase in bone mineral density (BMD) and bone remodeling of the lumbar spine, femoral neck, 

and trochanter in patients receiving alendronate


Objective Criteria #1A




Threshold of acceptable performance

Appropriateness





90%

Prescribing/Ordering

Is there documentation of clinical manifestations of Paget’s disease?

For Educational Purposes Only

Clinical manifestation of Paget’s disease range from no symptoms to severe morbidity due to bone pain, bone deformity, pathological fractures, and neurological and other complications.  Serum alkaline phosphatase, the most frequently used biochemical index of disease activity, provides an objective measure of disease severity and response to therapy.  Alkaline phosphatase should be monitored periodically because it can be significantly decreased at doses of fosamax used in Paget’s disease.


Objective Criteria #1B




Threshold of acceptable performance

Appropriateness





90%

Prescribing/Ordering

In the treatment of osteoporosis in postmenopausal women, is there documentation of a BMD T-score  < -2? 

For Educational Purposes Only

· Bone mass is measured and reported as a T score (standard deviations below that of healthy young women).  A T score above –1 is normal, from –1 to –2 is a low bone mass, and below –2 is consistent with osteoporosis.

· Types of BDM: Duel-energy photon absorptiometry (DXA- gold standard), Single absorptiometry (SXA), Quantitative computed tomography (QCT), Quantitative ultrasound (QUS), Neutron activation analysis

· The Scientific Advisory Board on the National Osteoporosis Foundation has suggested five indications for bone mass measurements:

· In estrogen deficient women, to diagnose significantly low bone mass in order to make decision about osteoporosis therapy

· In patients with vertebral abnormalities or roentgenographic osteopenia, to diagnose spinal osteoporosis to make decision about further diagnostic evaluation and therapy

· In patients receiving long-term glucocorticoid therapy, to diagnose low bone mass to adjust therapy

· In patients with asymptomatic primary hyperparathyroidism, to diagnose low bone mass to identify those at risk for severe skeletal disease who may be candidates for surgical intervention.

· In patients who are given therapy for their osteoporosis to determine the efficacy of therapy.


Objective Criteria #1C



Threshold of acceptable performance

Appropriateness




90%

Prescribing/Ordering

In the treatment of osteoporosis prophylaxis (Osteopenia), is there documentation of a BMD T-score of  -1 to –2 and a consideration of estrogen therapy first?

For Educational Purposes Only

Patients who have a T score of –1 or below have moderately low bone mass and may need treatment.  Non pharmacologic ways to increase bone mass and strengthen bones is to take Vitamin D, calcium, and do weight bearing exercises.


Objective Criteria #1D



Threshold of acceptable performance

Appropriateness




90%

Prescribing/Ordering

Glucocorticoid induced osteoporosis?  Is the patient on chronic glucocorticoid therapy with documentation of a BMD T-score  < -2 for treatment or –1 to –2 for prophylaxis

For Educational Purposes Only

Glucocorticoid treatment of 7.5 mg/d of prednisone or equivalent can induce osteoporosis.  Patients should be given calcium and vitamin D as prophylaxis.  BMD should be measured at 6 and 12 months.  


Objective Criteria #2



Threshold of acceptable performance
Safety





80%

Is there clinical evidence that the patient has

Abnormalities of the esophagus (stricture or achalasia)

Hypocalcemia

Inability to stand or sit for at least 30 minutes

None of the above

For Educational Purposes Only

Alendronate, like other bisphosphonates may cause local irritation of the upper GI mucosa.  Esophageal adverse experiences, such as esophagitis, esophageal ulcers and esophageal erosions, occasionally with bleeding and rarely followed by esophageal stricture, have been reported in patients receiving treatment with alendronate.  In some cases these have been sever and required hospitalization.  Patients should be instructed to take alendronate with a full glass of water (6-8 oz180-240ml) and not to lie down (stay fully upright sitting or standing), eat, or drink anything for at least 30 minutes following administration to facilitate delivery to the stomach and reduce the potential for esophageal irritation.

Hypocalcemia: must be corrected before initiating therapy with alendronate.  Other disturbances of mineral metabolism (such as vitamin D deficiency) should also be effectively treated.


Method of Data Collection

Concurrent MUE through CHCS

Prospective Reviews through patient’s medical record
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