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Alendronic acid 70 mg tablets

once weekly

Cyclical disodium etidronate and

calcium (Didronel PMO®) one

tablet daily

Ibandronic acid 150 mg tablets

once monthly

Risedronate 35 mg tablets once

weekly

Zoledronic acid 5 mg IV infusion

annually

Ibandronic acid 3 mg IV three

monthly



What are the options? 1,2,3





Alendronic acid once weekly is a reasonable first-line choice.


Risedronate also has good evidence of fracture data.


Ibandronic acid is available as an oral once monthly and an IV preparation – currently there are no fracture data available.


Zoledronic acid IV is a once yearly preparation which may be of use in patients in whom oral treatment is contraindicated or not tolerated. 


Etidronate is not recommended.











What are the safety issues? 4





Gastrointestinal effects are common with bisphosphonates.


No difference in the risk of serious upper gastrointestinal reactions has been demonstrated between alendronic acid and risedronate.


Atrial fibrillation has been associated with zoledronic acid and possibly alendronic acid; further investigation into a link between bisphosphonates and atrial fibrillation is ongoing.


Osteonecrosis of the jaw (ONJ) has been reported with bisphosphonates prescribed for osteoporosis, which may be precipitated by dental surgery; the degree of risk in such patients is uncertain and extra vigilance is warranted.


Due to a lack of data all bisphosphonates should be used with caution in severe renal impairment.
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Do we have comparative data? 1





Two head to head trials – alendronic acid vs. risedronate in women with post-menopausal osteoporosis.


FACT – 12 month RCT.  Alendronic acid demonstrated significant improvements in bone density measures maintained at 24 months.


REAL – 12 month retrospective cohort study. Results indicate small difference in absolute risk reduction in fracture rates with risedronate. (Non-vertebral fracture = 0.3%, hip fracture = 0.2%, NNT = 333 and 500 respectively).  








Practice points: 4


In patients at high risk of ONJ (i.e. cancer, chemotherapy, corticosteroids and poor oral hygiene)


Consider dental examination before prescribing bisphosphonates.


Avoid invasive dental procedures during treatment. It is not known if discontinuation of bisphosphonates prior to dental surgery reduces the risk of ONJ.


If patients develop ONJ, dental surgery may exacerbate the condition.
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Guidance Summary:





Established oral treatment should be used as first-line treatment. In terms of efficacy, cost and safety, alendronic acid is the preferred agent.





No difference in the risk of serious upper gastrointestinal reactions has been demonstrated between alendronic acid and risedronate.








IV bisphosphonates may be an alternative in patients where concordance is a specific issue and for patients who cannot tolerate oral bisphosphonate treatment.








Routine use of IV bisphosphonates would have significant cost and service implications.





NB Doses shown are for general comparison only and do not imply therapeutic equivalence. IV administration costs have not been included in these calculations.








RDTC website � HYPERLINK "http://www.nyrdtc.nhs.uk/" ��www.nyrdtc.nhs.uk/�





For a full review of Bisphosphonates in osteoporosis see Drug Update No 58 � HYPERLINK "http://www.nyrdtc.nhs.uk/publications/Drug_updates/drug_updates.php" ��link�





The safety issues highlighted here are also discussed in Safer Medication Use No 2 � HYPERLINK "http://www.nyrdtc.nhs.uk/Services/adr_mon/adr_safer_medicine_use/adr_safer_medicine_use.html" ��link�








