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1st March 2010

Senator Rachel Siewert, Chair, Senate Community Affairs References Committee - Therapeutic
Groups Inquiry

Dear Senator Siewert,

We are writing in our capacity as the Therapeutics Committee of the Australian and New
Zealand Bone and Mineral Society (ANZBMS) to urge the Community Affairs References
Committee to consider reversing the proposal by the PBAC to create a new Therapeutics group
ie the Bisphosphonates. These medications are the most commonly prescribed therapy for
Osteoporosis - a disease in the top 10 of Australia’s Health Initiatives. The PBAC propose that
all oral Bisphosphonates be considered as equivalent to generic alendronate and therefore
interchangeable at an individual patient level.

In practice, such interchangeability would mean that when a patient with osteoporosis is being
considered for treatment, the attending doctor would assume there is no difference whether
he/she prescribes generic alendronate once-a-week or branded Fosamax or Actonel once
weekly or Actonel once monthly, with or with out calcium and/or vitamin D. The proposal also
assumes it will make no practical difference to the patient or their subsequent outcome.

The view of the Society is that this is not consistent with the prevailing scientific evidence.
There are substantial differences between alendronate and risedronate as well as emerging
evidence of differences between generic alendronate and branded Fosamax and Actonel, which
could impact on their safety, compliance, persistence and most importantly fracture outcomes.
We say that for a number of reasons:

1. Bisphosphonates are not all the same.

There are well documented differences in bisphosphonate pharmacology such as differences in
potency in inhibition of a key enzyme (FPPS) and binding to bone mineral (see Figure below).
These differences are now thought to translate into differences in terms of absorption and
hence entry into bone, differences in time to onset of anti-fracture efficacy and time to achieve
offset of effects after drug cessation (1-5). The latter is particularly important given the
prolonged retention of bisphosphonates in bone.
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2. Adverse events and poorer compliance

There is beginning to emerge evidence that generic alendronate is associated with altered
dissolution times in the gastrointestinal tract (6-11) and increased gastrointestinal side
effects compared to non - generic bisphosphonates (12-16). Although this area clearly
requires further study, if substantiated in larger independent trials it would lead to poorer
compliance by patients and more fractures (12, 13) and therefore overall increased health
costs.

The Drug Utilization Subcomittee (DUSC) wrote to ANZBMS earlier this year asking for our
views on why antiresorptive therapies are currently under-prescribed in Australia.
ANZBMS outlined a number of reasons for this and the Society believes the current
proposal will may exacerbate this problem due to poorer tolerability as well as poorer
efficacy (in relation to concomitant calcium and vitamin D supplementation, as discussed
below) and may well to lead to overall increased costs to the Government due to more
fractures (17-20).

3. Generic alendronate does not come with calcium or vitamin D supplements.

Fosamax comes with Vitamin D supplementation plus optional Calcium, Actonel also comes
with both Vitamin D supplementation plus Calcium, at no additional cost to the PBS. In this
context it is important to note that the pivotal fracture trials with bisphosphonates were all
done with concomitant vitamin D and calcium supplementation. The number of patients taking
concomitant calcium and vitamin D became a real issue for patients after the previous
Government withdrew Calcium supplementation from the PBS a few years ago. Accordingly
the provision of calcium and vitamin D by industry without additional cost to patients was
welcomed by the Society. With the new proposal many patients will forego concomitant
calcium and vitamin D due to cost. Pensioners, in particular, are likely to be disadvantaged by
the additional cost of purchasing vitamin D and calcium supplements raising issues of equity of
access. Furthermore, although most patients will benefit from supplementation with calcium
and vitamin D, some only need calcium supplements, while others may require vitamin D to
correct their vitamin D deficiency. The non-generic preparations currently available in
Australia allow for differential supplementation of calcium or vitamin D or both in combination
with a bisphosphonate.

3. Constraints on administration regimens

Better compliance and persistence with bisphosphonates is associated with reduced fractures.
Better compliance and persistence is seen with less frequent dosing (22, 23), eg weekly vs
daily, and now once monthly oral administration. There is no once monthly formulation of
generic alendronate. This flexibility in dosing schedules is a real advantage for many patients.

4. Risedronate is approved for treatment of steroid osteoporosis, alendronate is not.

How will this problem be addressed? Presumably a non approved drug could not be supplied
by pharmacists.

To summarise, the view of the Society is that this proposal is economically driven, not
based on medical science or patient concern. The PBAC has advised us that industry is to
blame if patients have to pay a differential for branded non - generic product compared to
generic alendronate. We are not concerned who is to blame, government or industry. Our
practical concern as treating clinicians is that if a therapeutic group for bisphosphonates is
created, there will be inequity of access that is likely to lead to poorer compliance, more
fractures and increased health costs overall. As specialists in the treatment of Osteoporosis
with first hand experience of the therapies available, we are concerned at the lack of



consultation in the development of this economically driven proposal and urge the Senate
References Affairs Committee reverse the recommendation for this proposal. We would be
happy to meet with the Senate Affairs References Committee to further outline our

concerns.

Yours sincerely,

Prof Philip Sambrook

Prof Ego Seeman

A/Prof Peter Nash

A/Prof Mark Kotowicz

Prof Markus Seibel

Prof Rebecca Mason

Members of the Therapeutics Subcommittee, ANZBMS
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