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Bisphosphonates and
Unusual Fractures:
Red Herring or Tip
of the Iceberg?

Is everyone on bisphosphonates?

As a lead investigator at a clinical research
center I have been impressed in recent times
with how difficult it has become to find post-
menopausal women who are bisphosphonate
(BP) virgins! As a clinician over that same period
of time I had become concerned about the use of
BP in many women who most likely did not
have justifiable indications for therapy. In many
instances the latter had occurred because of mis-
interpretation or inappropriate utilization of bone
densitometry.! Now, it seems another concern
has reared its head—unusual fractures in other-
wise healthy women on long-term BP therapy.
The question of the moment is whether this is a
real problem, a direct relationship between long-
term BP use and fractures, or another misdirec-
tion in science and only a coincidence.

The Nature of the Problem

There have been historic concerns about over-
suppression of bone turnover with long-term BP
use leading to so-called “frozen bone,” but until
fairly recently there was little substantial clinical
reporting. The current literature consists largely
of individual or small-number case reports of
unusual, spontaneous, non-spiral fractures of the
temoral diaphysis in women on BP therapy
(largely alendronate) for 3-8 years.>3 Although
most of the fractures have involved the upper half
of the femur, other sites, such as the pubis and
ileum, have also been reported.*

In most of these cases, bone biopsy has re-
vealed reduced bone turnover. Indeed, it has been
suggested that osteoclast tolerance for pharmaco-
logic suppression may vary between individuals,
so that anti-remodeling therapy may, in some
cases, result in skeletal harm.” In other words,
long-term BP use—usually alendronate because it
has been around the longest and is the most widely
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used BP—may overly suppress bone metabolism.
In turn, low-energy femoral shaft fractures with
a simple transverse pattern and hypertrophy of
the diaphyseal cortex may result. It is speculated
that this is a result of propagation of stress frac-
tures, the repair of which were retarded by pro-
longed BP use, which had diminished osteoclast
activity and microdamage repair.®’

Are There Warning Signs or

Early Diagnostic Tests?

There have been other interesting observations
and suggestions. Up to 65% of patients with such
a fracture may demonstrate stress fractures on the
opposite femur.® Warning prodromal symptoms
include thigh pain, vague discomfort or subjec-
tive weakness, often dismissed or treated as symp-
toms of spinal stenosis. Any patient on BP with
these complaints should undergo radiographic
examination of the symptomatic femur. Bone
scanning and magnetic resonance imaging also
should be considered; both have greater sensitiv-
ity for incipient fracture. Any patient with one of
these unusual fractures of the femur should have
the opposite femur screened as well.

Is the Case Against Long-Term BP Use Proven?
The evidence at this time is really narrative in na-
ture (mostly individual case reports) and no long-
term, large-study outcome data are available. So,
the question of whether the unusual fractures are
directly related to prolonged BP use or happen
to have been coincidental in a population over-
exposed to BP remains one for speculation. But
the concern, nonetheless, is there.

It must be stated that these femoral insuffi-
ciency fractures are associated with increased
mortality and may represent markers of ill health
with multifactorial causes.” It would, therefore, be
injudicious and premature to ascribe atypical
fractures only to BP-induced over-suppression of
bone. Secondary factors should always be given
consideration.

What Should Clinicians Do in the Interim?
So, what should we advise our patients in the
absence of evidence? It is my considered opin-

ion, given the evidence for and against all bone-
sparing drugs, that the early postmenopausal
woman with reduced bone mass who is a “virgin”
to any therapy should be placed on hormone
therapy for 5 to 10 years, provided she has no
contraindications and is followed according to
current clinical recommendations. If follow-up
therapy for reduced bone mass is justified beyond
that time, according to current clinical guidelines
and risk assessment, conversion to BP for 5 years
would be the next appropriate step. In this way,
the maximum benefit and minimum harm could
be derived from both these families of drugs.
What about the woman already on long-term
BP therapy? Schneider has recommended that
“it is reasonable to suggest that patients consider
stopping the BP drug after several years, continue
weight bearing exercise and calcium, and wait to
see what the next scheduled DEXA examination
shows.” I can do no better than to concur, per-
haps adding only that vitamin D intake or supple-
mentation should be adequate, and that all
patients should be subject to careful follow-up.
There have been many red herrings in the
history of medicine. Whether this situation is just
another, or is the real thing, will be proven with
time and further study. Until then, keep an open

mind, but stay alert!
Wulf ¥ U
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