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A key principle of Australia's National Medicines Policy is that
'essential' medicines should be available for all patients who
need them, at a price they and society can afford.1 Decisions
about which medicines will be nationally subsidised through
the Pharmaceutical Benefits Scheme (PBS) are made by the
Pharmaceutical Benefits Advisory Committee (PBAC) on the
grounds of comparative safety and efficacy, as well as costeffectiveness. These decisions challenge us all – patients,
carers, the wider community, prescribers, government and the
pharmaceutical industry.
Limits on public subsidy are increasingly inevitable. Negative
decisions concerning expensive medicines are often
contentious, providing material for the more sensationalist
media. The impression is reinforced that the PBS is a
government mechanism for limiting expenditure, rather than
enabling equitable access to cost-effective medicines based
on careful evaluation of evidence. Can we better balance an
individual's right to optimal care and society's expectation of
effective and efficient health services within the constraints of
the health budget?

For prescribers, whose duty and inclination is to provide
optimal care for patients, denial of subsidised access in some
circumstances raises clinical and ethical dilemmas. Australia's
Quality Use of Medicines (QUM) framework can help. This
means selecting the best treatment options for each patient
(including using no medicines), choosing the most appropriate
and cost-effective medicines, and using medicines safely and
effectively with careful individualisation of regimens.
Restrictions on PBS access are increasingly applied, often
because cost-effectiveness ('value for money') is only
demonstrated in subsets of patients, such as those with more
severe manifestations of disease. Patients with less severe
disease may therefore be denied subsidised access to an
effective medicine. The ethical dilemma here is to balance
individual needs against the greater common good – to
maximise the use of scarce resources for society and have
everyone accept the decision as fair. Vested interests can
encourage an expectation that treatment should be subsidised
irrespective of cost. For example, intense lobbying led the
government to subsidise trastuzumab (Herceptin) by creating a
special program. This was outside the normal PBS mechanisms
because the PBAC had advised against including trastuzumab
in the PBS. Such decisions will inevitably fuel future lobbying
efforts for other expensive drugs. If successful, they will no
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Evergreening prescription products – riding the wave
of patent extension
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The recent regulatory approval of an alternative formulation
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Evergreening is a strategy to extend the effective duration of
a product's patent. Drug patent evergreening refers to filing
'new use' patent claims for a 'known' drug on the grounds of a
change in formulation or method of administration rather than
an alteration in the active chemical entity. Typically, these claims
are made late in the life of the original patent. When successful,
evergreening can delay the entry of generic products into the
market while the originator company maintains the commercial
advantage of a familiar, established brand. Multinational
pharmaceutical companies have used evergreening to sustain
the profitability of their 'blockbuster' (high sales volume) drugs
for as long as possible.1 Australia is not immune from this
practice.
'New' drugs have been developed which are single isomers
of well-established chiral compounds.2 Examples include
esomeprazole (omeprazole) and escitalopram (citalopram).
Despite the promise of potential benefits such as improved
safety or enhanced efficacy because of different pharmacokinetic
and pharmacodynamic properties, there is little evidence to
suggest that these isomers offer clinically meaningful
advantages.
Another evergreening strategy involves changing the
pharmacokinetic properties of the drug. The creation of
'long-acting' or 'modified-release' formulations on the basis
of altered absorption characteristics and/or extended plasma
concentrations after administration is appealing, particularly if it
helps patient compliance. However, there is often no significant
benefit in terms of clinical efficacy or adverse events. In some
cases (such as zolpidem for insomnia) the proposal appears to
be counter-intuitive because the purpose of the drug is to create
a short-term effect.
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of the 'blockbuster' ACE inhibitor, perindopril, has highlighted
the issue of drug patent evergreening in Australia. The previous
formulation contained perindopril erbumine in 2, 4 and
8 mg tablets. The new formulation contains an alternative salt,
perindopril arginine, in different dose formulations of 2.5, 5
and 10 mg. According to an unreferenced statement from the
manufacturer, the principal reason for the change is that the
perindopril arginine formulation has improved stability which
makes it 'better suited to the extremes of the Australian climate'.
The new formulation offers no additional therapeutic benefit,
however some problems with the changeover may arise.
Compliance may be compromised by patient uncertainty about
their therapy if prescribed and dispensed tablets in a 'higher'
strength with different packaging without adequate counselling
about the changes to the product. Busy general practitioners
and pharmacists will be left with this burden of additional
explanation.
Prescribing figures suggest that this 'salt change' may help
the manufacturer maintain a significant commercial benefit.
Perindopril erbumine was the seventh most prescribed
pharmaceutical benefit in 2005–06 with over three million
prescriptions (see page 167). Prescribing figures for general
practitioners in August 2006 show that the new formulation
(PBS-listed that month) entered in seventeenth place. This
equates to an initial uptake of approximately 70% of the
prescribing of the old formulation.3
There is an intriguing anomaly in the approved product
information for the new formulation. Like its predecessor, the
'new' document contains pivotal clinical data from the EUROPA
trial which used the original formulation, that is, 2, 4 and 8 mg
doses of perindopril erbumine.4 However, the new document
portrays the original clinical data as dosing with 2.5, 5 and 10 mg

