
Long term Bisphosphonate therapy. 
 
There is gathering evidence that long term use of oral bisphosphonates 
is not without its risks.  The problem is related to accumulation of the 
bisphosphonate in bone, reducing bone turnover and ultimately 
decreasing healing.  This has resulted in two identified clinical 
syndromes.  Firstly, osteonecrosis of the jaw and secondly atypical 
femoral fractures.  Both these seem to be associated with longer term 
bisphosphonate use, although they are rare, and I should emphasize the 
risks of these side effects need to be balanced with the risks of 
conventional fractures. 
 
The incidence of osteoporosis of the jaw on patients taking oral 
bisphosphonates is extremely low and below 1 in 100,000 patient years. 
The incidence is higher in cancer patients who have high doses of 
intravenous bisphosphonates monthly.  For osteoporosis patients taking 
intravenous Pamidronate or intravenous Zoledronate either three 
monthly or annually, the incidence is uncertain but probably between 
the two. 
 
The area is evolving and there are no official guidelines that I know 
about.  It has been well reviewed by Watts and Diab in the Journal of 
Clinical Endocrinology and Metabolism (2010) Vol. 95 No.4: 1555-1565.  
This is available online. Professor Juliet Compston (Cambridge) also 
reviewed these problems as part of an article in a recent Osteoporosis 
Review (2011; 19: 10-13). Finally my colleague Professor Cyrus Cooper’s 
(Oxford) recommendation is to consider a drug holiday in younger 
people (under 75) after 5 years for perhaps 2 years and then reassess 
fracture risk and either re-start a bisphosphonate or consider an 
alternative.  It should be noted that during that 2 year period the anti-
fracture effect of the bisphosphonate will persist.  For older people, and 
particularly those at very high risk, continuing therapy for 10 years 
seems reasonable. 
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