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ATYPICAL FEMORAL FRACTURES AND OSTEONECROSIS OF THE JAW:
STRONG ASSOCIATIONS WITH BISPHOSPHONATE USE

We agree with the Food and Drug Administration’s (FDA) assessment that, “Atypical fractures... [as]
defined by the Almerican] S[ociety] for B[one] and M[ineral] R[esearch] Task Force appear to have a
strong association with bisphosphonates.”[1] These rare stress fractures have almost certainly been
under-reported due to the lack of a discrete case definition until recently. With the ASBMR definition,
however, a consistent and very strong association with bisphosphonate use was found across three
studies, with two of the studies finding a duration-response effect.[2]
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Osteonecrosis of the jaw is another dangerous adverse reaction unique to, and defined by,
bisphosphonate exposure and found to occur in 1 of 952 survey respondents treated with oral
bisphosphonates in the FDA Predicting Risk of Osteonecrosis of the Jaw with Oral Bisphosphonate
Exposure (PROBE) cross-sectional study.[3]

NO BENEFIT OF THERAPY IN AT LEAST TWO PATIENT POPULATIONS
Given these, and other, serious risks, bisphosphonates should be restricted to patients who will actually
benefit from therapy. However, there are at least two patient populations in which the drugs have not
been shown to decrease fracture risk: 1) post-menopausal women with osteopenia, and 2) all patients
remaining on the drugs beyond 5 years.

FOR 34 MILLION WOMEN WITH OSTEOPENIA, SERIOUS RISKS WITH
NO CLINICAL BENEFIT

Osteopenia is a condition that was heavily promoted to expand the market of Fosamax to millions of
otherwise healthy women.[4] Yet, all randomized trials of bisphosphonates in women without
osteoporosis have only shown an improvement in a surrogate marker, bone mineral density (BMD) —
and not fracture risk, the only relevant clinical endpoint.[5]

Furthermore, bisphosphonates are currently approved to treat not only all osteopenic patients,
regardless of fracture risk, but virtually all post-menopausal women. According to the Fosamax label,
treatment can be considered in postmenopausal women with a “thin body build” and those of
“Caucasian or Asian race,” thus including in its indicated population almost all postmenopausal
American women.[6]

By contrast, the National Osteoporosis Foundation recommends bisphosphonate use only in osteopenic
patients with a 10-year risk of >3% for hip fracture or >20% for major osteoporotic fracture.[7]

BISPHOSPHONATES SHOULD BE STOPPED AFTER FIVE YEARS

The landmark Fracture Intervention Trial Long-term Extension (FLEX) study also showed no benefit of
Fosamax in almost all patients beyond 5 years of use, even in high-risk women with osteoporosis and a
history of vertebral fracture.[8] This lack of any benefit on fracture incidence extends to all other oral
bisphosphonates, as found in the FDA's pooled analysis.[9] The FDA staff concluded correctly that,
“These results suggest no significant advantage of continuing drug therapy beyond 5 years.”[10]

Prolonged use greater than 5 years exposes patients to serious risks, as the rates of both atypical
femoral fractures and osteonecrosis of the jaw have been shown to increase 3-4 fold beyond this
point.[11]

THE FDA MUST ACT IMMEDIATELY TO RESTRICT UNNECESSARY,
DANGEROUS USE OF BISPHOSPHONATES

Thus, the use of bisphosphonates in these two populations needlessly exposes patients to serious risks
with no evidence of any clinical benefit. This risk:benefit profile is completely unacceptable. Therefore,
we urge the Committee to recommend the following to the FDA:

1) Long-term use of bisphosphonates for the prevention of osteoporotic fractures must
be limited to 5 years.

2) The indication for bisphosphonate treatment for osteopenic women must be
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removed, unless the patient has a significant 10-year fracture risk as determined by the
World Health Organization’s (WHO) FRAX algorithm.[12]
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