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Abstract

Background: Cardiovascular disease is the leading cause of death worldwide. Like many countries, Australia is
currently changing its guidelines for cardiovascular disease prevention from drug treatment for everyone with ‘high
blood pressure” or ‘high cholesterol’, to prevention based on a patient’s absolute risk. In this research, we model
cost-effectiveness of cardiovascular disease prevention with blood pressure and lipid drugs in Australia under three
different scenarios: (1) the true current practice in Australia; (2) prevention as intended under the current guidelines;
and (3) prevention according to proposed absolute risk levels. We consider the implications of changing to absolute

sector expenditure over the long term.

year.

cheaper price of statin drugs in New Zealand.

risk-based cardiovascular disease prevention, for the health of the Australian people and for Government health

Methods: We evaluate cost-effectiveness of statins, diuretics, ACE inhibitors, calcium channel blockers and
beta-blockers, for Australian men and women, aged 35 to 84 years, who have never experienced a heart
disease or stroke event. Epidemiological changes and health care costs are simulated by age and sex in a
discrete time Markov model, to determine total impacts on population health and health sector costs over
the lifetime, from which we derive cost-effectiveness ratios in 2008 Australian dollars per quality-adjusted life

Results: Cardiovascular disease prevention based on absolute risk is more cost-effective than prevention
under the current guidelines based on single risk factor thresholds, and is more cost-effective than the
current practice, which does not follow current clinical guidelines. Recommending blood pressure-lowering
drugs to everyone with at least 5% absolute risk and statin drugs to everyone with at least 10% absolute risk,
can achieve current levels of population health, while saving $5.4 billion for the Australian Government over
the lifetime of the population. But savings could be as high as $7.1 billion if Australia could match the

Conclusions: Changing to absolute risk-based cardiovascular disease prevention is highly recommended for
reducing health sector spending, but the Australian Government must also consider measures to reduce the
cost of statin drugs, over and above the legislated price cuts of November 2010.

Background

Cardiovascular disease is a leading cause of death and ill
health in Australia [1]. Despite many decades in decline,
with less smoking and more successful treatment, cardio-
vascular disease remains the number one cost to the Aus-
tralian health sector [2], and its prevention has been
declared a national priority [3,4].
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Pharmaceuticals can be used to prevent ischaemic
heart disease and stroke events by treating unhealthy
blood pressure and lipid levels [5,6]. Around 10% to 20%
of Australians without cardiovascular disease already re-
port taking these preventive therapies, with at least half
taking more than one drug [7,8]. However, some of these
drugs, such as statins, are very expensive, and with rap-
idly increasing costs of the Pharmaceutical Benefits
Scheme (PBS), it is imperative that we are identifying
and providing drug treatment to those most at risk of
going on to develop cardiovascular disease.
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Australian guidelines for identifying those at risk are
currently based on a confusing mix of rules and prescrib-
ing criteria for defining risk factor thresholds for ‘high
blood pressure’ or ‘high cholesterol’ [9-12].

A synthesis of current guidelines and prescribing
criteria for prevention of cardiovascular disease in
Australia
Criteria for treatment of blood pressure:
e Blood pressure > 140/90 mmHg
e Blood pressure > 130/80 mmHg and diabetes
Criteria for treatment of lipids:
e Diabetes and age > 60 years
e Diabetes and total cholesterol > 5.5 mmol/L
e Total cholesterol > 6.5 mmol/L and HDL
cholesterol < 1 mmol/L
e Total cholesterol > 6.5 mmol/L and hypertension
e Total cholesterol > 5.5 mmol/L and HDL
cholesterol < 1 mmol/L and hypertension
e Total cholesterol > 7.5 mmol/L or triglycerides > 4
mmol/L for men aged 35-75 years or post-
menopausal women < 75 years
e Total cholesterol > 9 mmol/L or triglycerides > 8
mmol/L

However, in other countries such as New Zealand
and the United Kingdom, recommended practice has
progressed to screening and treatment based on a
patient’s absolute risk [13], which takes additional risk
factors, such as age, sex, smoking and diabetes, into
account, alongside blood pressure and lipid levels.
This is a more effective and cost-effective approach to
cardiovascular disease prevention [14], and similar
changes have been proposed for guidelines in Austra-
lia [15].

In this research, we model cost-effectiveness of car-
diovascular disease prevention with blood pressure
and lipid drugs in Australia under three different sce-
narios: (1) the actual current practice in Australia
(based on self-reported use of blood pressure drugs,
lipid drugs or both, in a national survey); (2) preven-
tion as intended under the current guidelines (based
on applying current risk factor threshold rules to sur-
vey participants’ measures of blood pressure and chol-
esterol); and (3) prevention according to proposed
absolute risk levels (based on applying an Australian
absolute risk prediction equation to survey partici-
pants’ age, sex, blood pressure levels, cholesterol
levels, smoking status and diabetes status) . We con-
sider the implications of changing to absolute risk-
based cardiovascular disease prevention, for the health
of the Australian people and for Government health
sector expenditure over the long term.
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Methods

Screening

We model cost-effectiveness of cardiovascular disease pre-
vention in the 2008 Australian population aged 35 years
and older [16]. The proportion of Australians currently
taking blood pressure and lipid drugs (‘current practice’) is
determined from self-reported use of cardiovascular dis-
ease drugs in those who have never experienced an
ischaemic heart disease or stroke event in the 1999-2000
AusDiab dataset [7].

Since primary prevention screening occurs primarily in
general practice in Australia, we determine the number of
Australians who would be screened for cardiovascular dis-
ease risk from rates of general practice attendance in
BEACH data [17] and estimates of general practitioner
(GP) participation in risk assessment based on participa-
tion in Practice Incentive Programs. Eligibility for prevent-
ive drugs under the current mix of single risk factor-based
guidelines and prescribing criteria is determined by the cri-
teria defined in the synthesis of current guidelines and pre-
scribing criteria for prevention of cardiovascular disease in
Australia. Eligibility according to absolute risk is derived
using the Framingham risk prediction equation [18].
Guidelines around measuring absolute risk in Australia
[15] and New Zealand [19] are based on the 1991 version
of the Framingham equation, which predicts the probabil-
ity of a fatal or non-fatal ischaemic heart disease or stroke
event in the next five years (in contrast to the ten-year pre-
diction equation used in UK and European guidelines
[13]). It is not possible to translate directly between the
five and ten year predictions, because the risk of an event
will increase with age, but as a rough rule-of-thumb we
can say that a 5% five-year risk is approximately equivalent
to a 10% ten-year risk and a 10% five-year risk is approxi-
mately equivalent to a 20% ten-year risk.

The Framingham risk is determined using the Aus-
Diab data set for 1999-2000 [7]. Probability of an
event in the next five years is derived from data on
the age, sex, smoking status, total cholesterol level,
high density lipoprotein cholesterol level and diabetes
status of AusDiab participants who report never hav-
ing experienced an ischaemic heart disease or stroke
event. For participants reporting current use of blood
pressure or lipid drugs, we assume a mean blood
pressure-lowering effect of 9.1 mmHg (systolic) and
5.5 mmHg (diastolic), and a mean statin therapy effect
of 17.1% reduction in total cholesterol, 25.6% reduc-
tion in low density lipoprotein cholesterol, 9.3% re-
duction in triglyceride and 3.3% increase in high
density lipoprotein [5,6]. The Framingham risk predic-
tion is then calibrated for the Australian population
from the Framingham risk distribution in the
AusDiab population who do not have IHD or stroke,
and known Australian incidence of IHD and stroke
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[1]. We evaluate cost-effectiveness of cardiovascular dis-
ease prevention for three levels of risk, defined by the
probability of a cardiovascular disease event in the next
five years: 215% risk, 210% risk and =5% risk.

Treatment

We evaluate cost-effectiveness for primary prevention with
a combination of statin and blood pressure-lowering drugs
(diuretics, ACE inhibitors, calcium channel blockers and
beta-blockers). Current combinations of blood-pressure
lowering drugs are derived from current usage patterns in
the Avoid Stroke as Soon as Possible (ASAP) study [8]. For
primary prevention according to the existing guidelines
and absolute risk, we assume that blood pressure-lowering
agents are prescribed in the most cost-effective order, with
prescription of one, two or (at most) three blood pressure-
lowering drugs based on the ASAP study data.

Reductions in risk of ischaemic heart disease and stroke
associated with drug use are based on meta-analyses of
primary prevention trials [5,6], with the effect of multiple
drugs determined multiplicatively [20]. We use measures
of statin drug efficacy for men and women combined, but
also evaluate results with different measures of drug effi-
cacy for men and women, based on the meta-analyses of
trials that reported results by gender.

There is limited data on long-term adherence to blood
pressure and statin drugs in primary prevention. We as-
sume that 40% of patients will discontinue treatment at
12 months based on Australian data on discontinuation
of statins [21] and blood pressure-lowering drugs [22].
Remaining patients are assumed to adhere to treatment
long term, with twice-yearly visits to their general practi-
tioner (GP). We do not include any additional costs (or
effects) of intervention to improve or maintain adher-
ence, such as patient education programs and reminders.

The unit costs of treatment are derived from
Pharmaceutical Benefits Scheme (PBS) [23] data on
scripts/services and benefits paid (taking the mix of ‘gen-
eral; ‘concession, ‘safety net’ and ‘non-safety-net’ patients
into account) and Medicare Benefits Schedule (MBS) costs
for associated general practitioner visits and blood tests
(Table 1 and Table 2). Where more than one brand or dose
of drug is available, an average annual cost is determined
from the 2008 PBS mix of scripts provided and the equiva-
lent standard dose of the blood pressure-lowering [24] and
statin drugs [25]. For comparison, we also consider results
when statin drugs are costed at the cheaper price of statin
drugs in nearby New Zealand.

Costs are calculated in the model according to how
many patients receive blood pressure drugs only, how
many receive lipid drugs only and how many receive
both blood pressure and lipid drugs. With single risk
factor screening, some patients will receive blood
pressure or lipid drugs only, while some will receive
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both. With absolute risk screening, however, all eli-
gible patients receive a combination of both blood
pressure and lipid drugs. We assume that all patients
receiving treatment, no matter how they are screened,
will have one long visit (at least 20 minutes) with
their GP and one blood test (e.g. to determine lipid
levels) in the first year of treatment. All patients are
then assumed to have two short visits (up to 20 min-
utes) with their GP and two blood tests annually
thereafter, for on-going monitoring and repeat drug
prescription. Patients receiving blood pressure-lower-
ing drugs (e.g. ACE inhibitors) also receive two add-
itional blood tests and two short GP visits in the first
year of treatment, for monitoring of urea and electro-
lyte levels.

Cost-effectiveness modelling
In a discrete time Markov model, we simulate IHD
and stroke events, by age and sex, over the lifetime of
the Australian population without a history of
cardiovascular disease in 2008, from age 35 years. The
Markov model has four primary health states, with
transition rates capturing probabilities of incidence
and case fatality for fatal and non-fatal IHD and
stroke events. Rates are derived from Australian
hospital and mortality databases [26,27], the Perth
MONICA study [28] and the NEMESIS [29] study.
Trends are incorporated to capture underlying
changes in IHD and stroke incidence and case fatality
over time [30]. A full description of the model and
data inputs is provided in the Additional File 1.
Prevention of cardiovascular disease under the three
scenarios (actual current practice; prevention as intended
under the current single risk factor-based guidelines; and
prevention according to proposed absolute risk-based
guidelines) is evaluated in comparison to no intervention
for prevention of cardiovascular disease. Incidence of is-
chaemic heart disease and stroke under the comparator
conditions of no intervention, are back-calculated using
estimates of relative risks (from Table 3), the proportion
of the population without cardiovascular disease who are
taking preventive cardiovascular drugs as recorded in
AusDiab [7] and BEACH general practice data [31,32].
Using the Markov model, we simulate the difference
between total years of life that would be lived by the
population receiving preventive drug intervention
under the three scenarios (taking uptake and adher-
ence into account), and total years of life that would
be lived if the same population did not receive any
drugs for cardiovascular disease prevention. To cap-
ture the impact on morbidity, we adjust the years of
life that are lived (in both intervention and compara-
tor populations) using utility weights that capture the
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Table 1 Costs of GP visits and blood tests for lipid and blood pressure-lowering therapy

Unit price (2008A$) Number of units Sources and assumptions

Government Patient Year 1 Year 2+
Medical costs with lipid treatment*
Long GP visit $54.19 $9.56 1 - MBS cost of Level C consultation [33]
Short GP visit $28.52 $5.03 - 2 MBS cost Level B consultation [33]
Blood test - lipids $15.13 $2.67 1 2 MBS cost for up to 6 test items (MBS Item 66512) [33]
Medical costs with blood pressure treatment*
Long GP visit $54.19 $9.56 1 - MBS cost of Level C consultation [33]
Short GP visit $28.52 $5.03 2 2 MBS cost Level B consultation [33]
Blood test — urea, electrolytes $15.13 $2.67 3 2 MBS cost for up to 6 test items (MBS Item 66512) [33]
Medical costs with lipid and blood pressure treatment**
Long GP visit $54.19 $9.56 1 - MBS cost of Level C consultation [33]
Short GP visit $28.52 $5.03 2 2 MBS cost Level B consultation [33]
Blood test - lipids, urea, electrolytes $15.13 5267 4 2 MBS cost for up to 6 test items (MBS Item 66512) [33]

* Patients eligible according to single risk factor thresholds.
** Patients eligible according to single risk factor thresholds or eligible according to absolute risk.

average quality of life experienced at each age and sex derived from a Victorian Government study [42] of
[34]. Time lived with heart disease or stroke is also  hospital inpatient costs for ischaemic heart disease
weighted to reflect the associated health loss [35-37]. treatment and rehabilitation admissions, and from a

We simulate the impact of each scenario on costs study by Lim [43] of government and patient out-of-
of treating ischaemic heart disease and stroke over hospital costs for consultations, drugs and diagnostic
the lifetime of the population. Costs of treating is- procedures, and Medicare rebates for private-sector
chaemic heart disease in the first year of illness are consultations and procedures. Costs of treating stroke

Table 2 Costs of lipid and blood pressure-lowering pharmaceuticals

Unit price (2008A%)  Number of units Sources and assumptions
Government Patient Year1 Year 2+

Pharmaceutical costs

Annual cost of low-dose $52.03 $18.79 1 1 Average annual PBS cost for the standard daily dose [24] of
diuretic therapy hydrochlorothiazide, chlorthalidone and indapamide,
weighted by scripts provided in 2008 [23].
Annual cost of calcium channel $163.66 $54.22 1 1 Average annual PBS cost for the standard daily dose [24] of
blocker therapy verapimil, amlodopine (maleate), nifedipine, felodipine,
amlodopine (besylate) and lercanidipine,weighted by scripts provided
in 2008 [23].
Annual cost of ACE inhibit $130.85 $81.21 1 1 Average annual PBS cost for the standard daily dose [24] of
or therapy captopril, fosinopril, enalopril, ramipril, quinapril, lisinopril,
trandolopril and perindopril, weighted by scripts provided in
2008 [23].
Annual cost of beta-blocker $169.59 $47.09 1 1 Average annual PBS cost for the standard daily dose [25]
therapy of fluvastatin, simvastatin, atorvastatin, pravastatin and
rosuvastatin, weighted by scripts provided in 2008 [23].
Annual cost of statin $508.64 $178.79 1 1 Average annual PBS cost for the standard daily dose [25]
therapy of fluvastatin, simvastatin, atorvastatin, pravastatin and rosuvastatin,
weighted by scripts provided in 2008 [23].
Annual cost of statin therapy in $18.25 - 1 1 Average annual cost of simvastatin (40 mg/day) in New Zealand [38].
New Zealand
Annual cost of current practice $559.68 $12337 1 1 Average annual cost from actual PBS expenditure on
lipid-lowering therapy lipid-lowering drugs in 2008 [23].
Annual cost of current practice $169.59 $47.09 1 1 Average annual cost from actual PBS expenditure on blood
blood pressure-lowering therapy pressure-lowering drugs in 2008 [23]. Mix of diuretics, beta-blockers,

calcium channel blockers and ACE inhibitors based on BEACH
general practice data [32].

NB. All costs adjusted to 2008 Australian dollars using Australian health price deflators [39], consumer price index [40] and/or purchasing power parities [41] where
relevant.
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in the first year after a stroke event and annual costs
of treatment in subsequent years are derived from the
NEMESIS study of stroke costs [44].

Total costs of intervention (to Government and
patients), treatment costs that could be averted and over-
all population health impacts (measured in quality
adjusted life years) are determined by simulating the
population over time until everyone is dead or has
reached 100 years of age. All future costs and health out-
comes are discounted back to the baseline year at a rate
of 3% [45]. We take the difference in cost of intervention
to Government, between each scenario and current prac-
tice, to reflect the potential cost-savings in blood pres-
sure and statin drug prescribing.

We derive 95% uncertainty intervals for all cost and
health outcome measures from uncertainty around input
parameters (Table 3) by multivariate probabilistic sensitivity
analysis [46] using the Excel Add-In program @Risk
(Palisade, Version 4.5). Finally, cost-effectiveness ratios are
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evaluated in Australian dollars per quality adjusted life year
(QALY) for the year 2008, and compared with a value-
for-money threshold of $50,000/QALY [51].

Results

Current cardiovascular disease prevention does not
follow the existing mix of guidelines; 1.2 million
Australians are missing out on treatment for which
they are currently eligible and another 1.2 million are
receiving treatment even though they are not cur-
rently eligible (Figure la). Most of those missing out
on treatment under current guidelines are less than
65 years of age. A change to cardiovascular disease
prevention based on absolute risk, however, would
lead to an increase in average age of those eligible for
treatment. If cardiovascular disease prevention is
recommended for everyone with at least 5% absolute
risk (Figure 1b) 2.3 million Australians will be eligible
for treatment, of whom 1.1 million are already

Table 3 Model input parameters and their uncertainty distributions

Parameter Value
Mean (SE or 95%Cl)

Uncertainty distribution

Sources and assumptions

RR of IHD with treatment

-Statin 0.70 (0.61 to 0.81) Normal Meta-analyses of primary prevention
-Diuretic 0.86 (0.75 to 0.98) (INRR) trials [5,6,47]
-Calcium channel blocker 0.85 (0.78 t0 0.92)
-ACE inhibitor 0.83 (0.78 to 0.89)
-Beta-blocker 0.78 (0.89 to 1.02)
RR of stroke with treatment
-Statin 0.81 (0.71 to 0.93) Normal Meta-analyses of primary prevention
-Diuretic 0.62 (0.53 t0 0.72) (InRR) trials [5,6,47]
-Calcium channel blocker 0.66 (0.58 to 0.75)
-ACE inhibitor 0.78 (0.66 to 0.92)
-Beta-blocker 0.70 (0.83 to 0.99)
RR of stroke in IHD
-Men 1.32 (0.20) Normal Busselton study [48,49]
-Women 1.88 (0.30) (InRR)
RR of IHD in stroke
-Men 2.64 (0.07) Normal Busselton study [48,49]
-Women 2.85 (0.04) (INRR)
IHD treatment cost
-First year $12,921 Uniform Lim [43]. Uniform distribution assumed
-Subsequent years $4,539 to vary by £25% around mean.
Stroke treatment cost
-First year $23,581 Uniform Lim [43]. Uniform distribution assumed
-Subsequent years $3,201 to vary by £25% around mean.

Proportion of population
visiting a GP in one year

Men Women

- BEACH data [17]

35-44 yrs 73% 88%

45-54 yrs 81% 89%

55-64 yrs 81% 89%

65-74 yrs 93% 94%

75+ yrs 99% 99%
Proportion of GPs measuring 65% (6.5%) Beta Practice Incentives Program data [50].
absolute risk
First year drug discontinuation 40% (8%) Beta Estimate from Australian survey data [21,22].
rate Standard error assumed to be 20% of point
estimate.

NB. All costs adjusted to 2008 Australian dollars using Australian health price deflators [39]. RR - relative risk.
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Figure 1 Change in eligibility for treatment with preventive drugs. The number of Australians already receiving treatment, newly eligible for
treatment or no longer eligible for treatment, based on: (a) the existing single risk factor-based guidelines; and (b) the proposed absolute risk-

Age (years)

receiving cardiovascular disease drugs. However, 1
million Australians currently taking preventive drugs,
mostly aged under 65 years, will no longer be eligible
for treatment.

A change in guidelines will not lead to an improve-
ment in population health overall, but current levels
of population health could be achieved at a much
lower cost. Cardiovascular disease prevention based
on absolute risk is more cost-effective than prevention
under the current guidelines, which are based on sin-
gle risk factor thresholds, and more cost-effective than
the current practice (Figure 2). Recommending blood

pressure-lowering drugs to everyone with at least 5%
absolute risk and statin drugs to everyone with at
least 10% absolute risk, can achieve current levels of
population health, while saving $5.4 billion for the
Government over the lifetime of the population
(Table 4). If Australia could match the cheaper price
of statins in New Zealand, however, Government cost
savings could be as high as $7.1 billion over the life-
time of the population ($93 million in the first year).

Additional analysis with separate measures of drug effi-
cacy for men and women did not significantly alter cost-
effectiveness (Additional File 2).
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Figure 2 Cost-effectiveness of cardiovascular disease prevention. Graph shows cost-effectiveness of current practice, cost-effectiveness of
existing single risk factor-based guidelines, and cost-effectiveness of prevention targeted at =215%, 210% and 25% absolute risk groups (NB. The
scatter of points for each intervention reflects the uncertainty in the cost-effectiveness result. All points that fall under the threshold line, which is
illustrated here at $50,000/QALY, are considered ‘cost-effective’).

Discussion

Changing from single risk factor thresholds as a basis for
primary prevention of cardiovascular disease to an abso-
lute risk approach is highly recommended. There is po-
tential for substantial reductions in health sector

spending by more efficiently directing preventive drug
therapies to those at greater overall risk. A combination
of blood pressure-lowering drugs for everyone with at
least 5% probability of a cardiovascular event in the next
five years, could save $5.4 billion in health sector costs

Table 4 Lifetime costs, health gain and cost-effectiveness of cardiovascular disease prevention in Australia

Lifetime health gain Lifetime interventi

on Lifetime intervention Lifetime treatment Cost-effectiveness*

(QALYs) costs to Government costs to Patients costs averted ($/QALY)
(Sbillion) ($Shillion) ($billion)

Current practice 270,000 (220,000 to 310,000) $12 ($12 to $12) $2.6 (52,6 to $2.6) -$3.4 (=$4.4 10 -$2.4)  $41,000 (534,000 to
$52,000)

Existing single risk factor- 180,000 (120,000 to 240,000) $7.4 (55.1 to $9.9) $3.5 (524 to $4.7) -$23 (=$34 10 -$1.3)  $49,000 (540,000 to

based guidelines $60,000)

Absolute risk (=15%) 67,000 (44,000 to 91,000) $1.3 (509 to $1.8) 50.8 (505 to $1.0) -50.7 (=$1.0 to -$04)  $21,000 (517,000 to
$26,000)

Absolute risk (=10%) 150,000 (97,000 to 200,000)  $3.5 (52.4 to $4.6) $19 (513 to $2.6) -$1.5 (=$2.3 t0 -$0.9)  $27,000 (522,000 to
$32,000)

Absolute risk (=5%)

- including statins 330,000 (220,000 to 450,000) $10.0 (57.0 to $14.0)

$5.5 (838 t0 $7.4) -$3.7 (=$5.7 t0 -$2.2)  $37,000 ($31,000 to

<10% $44,000)
- excluding statins 290,000 (190,000 to 390,000) $6.5 ($4.5 to $8.6) $43 (529 t0 $5.7) -$32 (-$4.8 t0 -$1.9)  $27,000 ($21,000 to
<10% $33,000)

Absolute risk (=5%) assuming the cheaper price of statins in New Zealand

- including statins 330,000 (220,000 to 450,000) $5.1 ($3.5 to $6.8)

$3.7 (526 to $5.0) -$3.7 (=$5.7 t0 -$2.2)  $16,000 ($12,000 to

<10% $20,000)
- excluding statins 290,000 (190,000 to 390,000) $4.7 ($3.3 to $6.3) $36 (525 to $4.8) -$32 (-$4.8 10 -$1.9)  $18,000 ($14,000 to
<10% $24,000)

NB. All values are rounded to two significant figures. Health gains and costs are presented as mean and 95% uncertainty interval, and cost-effectiveness ratio as

median and 95% uncertainty interval. Costs are presented in 2008 Australian dollars.
A value of $50,000/QALY is often considered a threshold for cost-effectiveness in Au

QALY - quality-adjusted life year*.
stralia.
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over the current practice, without compromising popula-
tion health.

We find that prevention with blood pressure and (low-
price) statin drugs is cost-effective at lower thresholds (5%
five-year risk or approximately 10% ten-year risk) than are
typically recommended for starting drug treatment in
people without existing cardiovascular disease (e.g. 15%
five-year risk in New Zealand [19] or 20% ten-year risk in
the UK [52,53]). Similarly, in Argentina a combination of
statin, diuretic, ACE inihibitor and aspirin was found to be
cost-effective down to at least a 5% ten-year risk of an event
[54] (approximately 10% five-year risk), and in the United
States [55], a combination of statin, ACE inhibitor, beta-
blocker and diuretic when given to men from age 55, was
found to be cost-saving at all levels of risk. Thresholds for
treatment, however, will differ between countries and
change over time, due to variations in disease rates, in
management of risk factors such as smoking, and in the
factors that influence drug prices (e.g. patents) and available
health care budget.

It is important to keep in mind that our estimates of
current use of cardiovascular disease drugs and our cal-
culations of the population proportions that will be eli-
gible, rely on AusDiab data collected in 1999-2000. Not
only is this dataset becoming increasingly dated, it is also
reliant on self-reported use of cardiovascular disease
drugs without specifying the specific drug(s) used. PBS
data suggest an increasing trend in statin prescription,
although trends in general practice (which are more
likely to reflect use in primary prevention) are less ap-
parent [31,32].

A range of other studies have also shown that absolute
risk is a more effective and cost-effective approach to
primary prevention than aiming to reduce blood pressure
and cholesterol below threshold levels [14,56-58]. Our
Australian results concur with the WHO-CHOICE findings
for the WPR A region that includes Australia[14]. Taking
the more recent evidence of drug efficacy into account,
however, as well as the current Australian costs of drugs
and costs of cardiovascular treatment, we would no longer
recommend a combination of statin, diuretic, beta-blocker
and aspirin. The beta-blocker would be better replaced by a
calcium channel blocker and/or ACE inhibitor, both of
which have greater population heath benefits for a similar
level of cost-effectiveness, and recent evidence has cast
doubt on the benefits of aspirin in primary prevention of
cardiovascular disease [59]. New analysis of long-term out-
comes from aspirin prevention trials, however, has found
additional benefits of aspirin in cancer prevention [60], and
further modelling work is now needed to determine if the
health benefits of aspirin will outweigh the bleeding harms,
at a population level, and how these new benefits will influ-
ence its cost-effectiveness if added to the package of drugs
for primary prevention.

Page 8 of 10

The role of statins in primary prevention of cardio-
vascular disease in Australia is uncertain; statins have a clear
health benefit (for people at more than 10% absolute risk
[61]), but they are currently an expensive addition to the
prevention package in Australia. The National Health
Amendment (Pharmaceutical Benefits Scheme) Bill 2010
passed by the Senate in November 2010 will guarantee a
16% price reduction for the two most expensive statins
(atorvastatin and rosuvastatin) when they come off patent
around 2012, but this effect is relatively small considering
that Australia currently pays around five times the average
price paid for statins in other OECD countries [62]. There
is potential for the Government to save as much as $7.1
billion over the lifetime of the population, if Australia could
match the much cheaper price of statins in New Zealand.

Conclusion

Changing to an absolute risk-based approach to cardio-
vascular disease prevention in Australia, in line with
other countries such as New Zealand and the United
Kingdom, can save money for the Australian Govern-
ment. A pure absolute risk-based approach will not lead
to substantial changes in the number of Australians eli-
gible for treatment, and the net difference in population
health effects between old and new approaches will not
be substantial, but it could free health dollars that could
be better spent on achieving other health benefits for the
population.

Additional files

Additional file 1. Cost-effectiveness model and data inputs.

Additional file 2. Cost-effectiveness results with separate effects for
men and women.

Competing interests
The authors declare that they have no competing interests.

Authors’ contributions

RC and TV conceived the cost-effectiveness analysis methods. TV designed
the epidemiological model. AM and LC derived epidemiological data for
model and intervention data for analysis. LC completed the modelling and
data analysis, and drafted the manuscript. All authors contributed to
interpretation of the data, and read and approved the final manuscript.

Acknowledgements and funding

The authors would like to acknowledge the help of Dominique Cadilhac
from the National Stroke Research Institute, in extracting the ASAP data and
providing feedback on aspects of the modelling/analysis.

The research was supported by funding from the National Vascular Disease
Prevention Alliance (NVDPA). The NVDPA played no role in the model
development, data analyses, interpretation of results or writing of the article,
and did not influence the decision to submit the article for publication.

Author details

'School of Population Health, University of Queensland, Herston 4029,
Australia. “Deakin Health Economics, Strategic Research Centre — Population
Health, Deakin University, 221 Burwood Highway, Burwood, Victoria 3125,
Australia.


http://www.biomedcentral.com/content/supplementary/1471-2458-12-398-S1.pdf
http://www.biomedcentral.com/content/supplementary/1471-2458-12-398-S2.pdf

Cobiac et al. BMC Public Health 2012, 12:398
http://www.biomedcentral.com/1471-2458/12/398

Received: 19 October 2011 Accepted: 18 March 2012
Published: 1 June 2012

References

1.

20.

21.

22.

23.

24.

Begg S, Vos T, Barker B, Stanley L, Lopez A: Burden of disease and injury in
Australia in the new millennium: measuring health loss from diseases,
injuries and risk factors. Med J Aust 2008, 188:36-40.

AIHW: Health expenditure Australia 2007-08. Canberra: Australian Institute of
Health and Welfare; 2009.

Australian Government, Australian Government: Taking Preventative Action — A
response to Australia: The Healthiest Country by 2020 — the report of the National
Preventative Health Taskforce. Canberra: Commonwealth of Australia; 2010.
National Health Priority Action Council: National Chronic Disease Strategy.
Canberra: Australian Government Department of Health and Ageing; 2006.
Brugts JJ, Yetgin T, Hoeks SE, Gotto AM, Shepherd J, Westendorp RGJ, de
Craen AJM, Knopp RH, Nakamura H, Ridker P, et al- The benefits of statins
in people without established cardiovascular disease but with
cardiovascular risk factors: meta-analysis of randomised controlled trials.
BMJ 2009, 338:b2376.

Law MR, Morris JK, Wald NJ: Use of blood pressure lowering drugs in the
prevention of cardiovascular disease: meta-analysis of 147 randomised
trials in the context of expectations from prospective epidemiological
studies. Br Med J 2009, 338:01665.

Dunstan D, Zimmet P, Welborn T, Sicree R, Armstrong T, Atkins R, Cameron
A, Shaw J, Chadban S: Diabesity and associated disorders in Australia - 2000,
The Australian Diabetes, Obesity and Lifestyle Study (AusDiab). Melbourne:
International Diabetes Institute; 2001.

Sturm JW, Davis SM, O'Sullivan JG, Vedadhaghi ME, Donnan GA: The Avoid
Stroke as Soon as Possible (ASAP) general practice stroke audit. Med J
Aust 2002, 176:312-316.

Department of Health and Ageing: PBS - Eligibility criteria for lipid
lowering drugs [http//www.hirc.health.gov.au/internet/main/publishing.nsf/
Content/lipid_eligibilitycriteria.ntm].

Harris P, Mann L, London J, Phillips P, Webster C (Eds.): Diabetes
managment in general practice, 15th edition: Diabetes Australia; 2009.
National Heart Foundation: Hypertension management guide for doctors.
2004: National Heart Foundation of Australia; 2004.

National Heart Foundation: Guide to management of hypertension. National
Heart Foundation of Australia; 2008.

Ferket BS, Colkesen EB, Visser JJ, Spronk S, Kraaijenhagen RA, Steyerberg EW,
Hunink MGM: Systematic Review of Guidelines on Cardiovascular Risk
Assessment: Which Recommendations Should Clinicians Follow for a
Cardiovascular Health Check? Arch Intern Med 2010, 170:27-40.

Murray CJL, Lauer JA, Hutubessy RCW, Niessen L, Tomijima N, Rodgers A,
Lawes CMM, Evans DB: Effectiveness and costs of interventions to lower
systolic blood pressure and cholesterol: a global and regional analysis on
reduction of cardiovascular-disease risk. Lancet 2003, 361:717-725.
National Vascular Disease Prevention Alliance: Guidelines for the assessment of
absolute cardiovascular disease risk. National Heart Foundation of Australia; 2000.
ABS: Population by Age and Sex, Australian States and Territories, Jun 2009.
Canberra: Australian Bureau of Statistics; 2009.

Beilby J, Furler J: General practitioner services in Australia. In General
Practice in Australia. Commonwealth of Australia; 2005:128-213.

Anderson K, Odell P, Wilson P, Kannel W: Cardiovascular disease risk
profiles. Am Heart J 1991, 121:293-298.

New Zealand Guidelines Group: New Zealand Cardiovascular Guidelines
Handbook: A summary resource for primary care practitioners. Wellington:
Ministry of Health; 2009.

Ezzati M, Vander Hoorn S, Rodgers A, Lopez AD, Mathers CD, Murray CJL:
Estimates of global and regional potential health gains from reducing
multiple major risk factors. Lancet 2003, 362:271-280.

Simons L, Simons J, McManus P, Dudley J: Discontinuation rates for use of
statins are high [Letter]. B(J 2000, 321:1084.

Simons LA, Ortiz M, Calcino G: Persistence with anti hypertensive
medication: Australia-wide experience, 2004-2006. Med J Aust 2008,
188:224-227.

PBS: Pharmaceutical Benefits Schedule. Canberra: Department of Health and
Ageing, Commonwealth of Australia; 2008.

Law MR, Wald NJ, Morris JK, Jordan RE: Value of low dose combination
treatment with blood pressure lowering drugs: analysis of 354
randomised trials. BMJ 2003, 326:1427.

25.

26.

27.

28.

29.

30.

31

32.

33.

34.

35.

36.

37.

38.

39.

40.

42,

43.

44,

45.

46.

47.

48.

49.

50.

51

Page 9 of 10

Weng TG, Yang YHK; Lin SJ, Tai SH: A systematic review and meta-analysis on
the therapeutic equivalence of statins. J Clin Pharm Ther 2010, 35:139-151.
Weng TC, Yang YHK; Lin SJ, Tai SH: A systematic review and meta-analysis on
the therapeutic equivalence of statins. Clin Pharm Ther 2010, 35:139-151.
PHARMAC: Pharmaceutical Schedule. New Zealand: Pharmaceutical
Management Agency; 2010.

McElduff P, Dobson A, Jamrozik K, Hobbs M: The WHO MONICA Study,
Australia, 1984-93: A summary of the Newcastle and Perth MONICA projects.
Canberra: Australian Institute of Health and Welfare; 2000.

Thrift A, Dewey H, Macdonell R, McNeil J, Donnan G: Stroke Incidence on
the east coast of Australia: The North East Melbourne Stroke Incidence
Study (NEMESIS). Stroke 2000, 31:2087-2092.

Begg S, Vos T, Goss J, Mann N: An alternative approach to projecting
health expenditure in Australia. Aust Health Rev 2008, 32:148-155.

Britt H, Miller G, Charles J, Henderson J, Bayram C, Valenti L, Pan Y, Harrison
C, Fahridin S, O'Halloran J: General practice activity in Australia 1999-00 to
2008-09: 10 year data tables. Canberra: Australian Institute of Health and
Welfare; 2009.

Senes S, Penm E: Medicines for cardiovascular health: are they used
appropriately? Canberra: Australian Institute of Health and Welfare; 2007.
MBS: Medicare Benefits Schedule. Canberra: Department of Health and
Ageing, Commonwealth of Australia; 2008.

Hawthorne G, Osborne R: Population norms and meaningful differences
for the Assessment of Quality of Life (AQoL) measure. Aust N Z J Publ
Health 2005, 29:136-142.

Thrift A, Dewey H, Macdonell R, McNeil J, Donnan G: Stroke Incidence on
the east coast of Australia: The North East Melbourne Stroke Incidence
Study (NEMESIS).Stroke 2000, 31:2087-2092.

Hanmer J, Lawrence WF, Anderson JP, Kaplan RM, Fryback DG: Report of
nationally representative values for the noninstitutionalized US adult
population for 7 health-related quality-of-life scores. Med Decis Making
2006, 26:391-400.

Fryback DG, Dasbach EJ, Klein R, Klein BEK, Dorn N, Peterson K, Martin PA:
The Beaver Dam Health outcomes study: Initial catalog of health state
quality factors. Med Decis Making 1993, 13:89-102.

PHARMAC: Pharmaceutical Schedule. New Zealand: Pharmaceutical Management
Agency; 2010.

AHW: Health expenditure Australia. Canberra: Australian Institute of Health and
Welfare; 2006.

ABS: Consumer Price Index, Australia, June quarter. Canberra: Australian
Bureau of Statistics; 2006.

Department of Health and Ageing: General Practice in Australia: 2004.
Canberra: Commonwealth of Australia; 2005.

KPMG Health Education and Community Services Group: Cost weight study.
Melbourne, Victoria: Department of Human Services; 2002.

NICE: Lipid modification: cardiovascular risk assessment and the modification
of blood lipids for the primary and secondary prevention of cardiovascular
disease (NICE clinical guideline 67). UK: National Institute for Health and
Clinical Excellence; 2008.

NICE: Hypertension: clinical management of primary hypertension in adults
(NICE clinical guideline 127). UK: National Institute for Health and Clinical
Excellence; 2011.

Rubinstein A, Garcia Marti S, Souto A, Ferrante D, Augustovski F:
Generalized cost-effectiveness analysis of a package of interventions to
reduce cardiovascular disease in Buenos Aires, Argentina. Cost Eff Resour
Alloc 2009, 7:10.

Newman J, Grobman WA, Greenland P: Combination polypharmacy for
cardiovascular disease prevention in men: a decision analysis and cost-
effectiveness model. Prev Cardiol 2008, 11:36-41.

Antithrombotic Trialists Collaboration: Aspirin in the primary and secondary
prevention of vascular disease: collaborative meta-analysis of individual
participant data from randomised trials. Lancet 2009, 373:1849-1860.
Knuiman MW, Vu HT, Bartholomew HC: Multivariate risk estimation for
coronary heart disease: the Busselton Health Study. Aust N Z J Publ Health
1998, 22:747-753.

Knuiman MW, Vu HTV: Risk factors for stroke mortality in men and
women: the Busselton Study. Eur J Cardiovasc Prev Rehabil 1996, 3:447-452.
Department of Health and Ageing: General Practice in Australia: 2004.
Canberra: Commonwealth of Australia; 2005.

Douglas GM, Kelvin K, Peter T, Jenny L, Cameron AM, Geoffrey MA, Sten A,
David AA, Andreas L: Effectiveness and efficiency of different guidelines



Cobiac et al. BMC Public Health 2012, 12:398 Page 10 of 10
http://www.biomedcentral.com/1471-2458/12/398

on statin treatment for preventing deaths from coronary heart disease:
modelling study. BMJ 2006, 332:1419.

52. NICE: Lipid modification: cardiovascular risk assessment and the modification
of blood lipids for the primary and secondary prevention of cardiovascular
disease (NICE clinical guideline 67). UK: National Institute for Health and
Clinical Excellence; 2008.

53. Dewey HM, Thrift AG, Mihalopoulos C, Carter R, Macdonell RAL, McNeil JJ,
Donnan GA: Cost of stroke in Australia from a societal perspective: results
from the North East Melbourne Stroke Incidence Study (NEMESIS). Stroke
2001, 32:2409-2416.

54.  Rubinstein A, Garcia Marti S, Souto A, Ferrante D, Augustovski F:
Generalized cost-effectiveness analysis of a package of interventions to
reduce cardiovascular disease in Buenos Aires, Argentina.Cost Eff Resour
Alloc 2009, 7:10.

55.  Briggs A: Handling uncertainty in economic evaluation and presenting
the results. In Economic evaluation in health care: merging theory with
practice. Edited by Drummond M, McGuire A. New York: Oxford University
Press; 2001.

56. George B, Harris A, Mitchell A: Cost-effectiveness analysis and the
consistency of decision making: Evidence from pharmaceutical
reimbursement in Australia (1991 to 1996). PharmacoEconomics 2001,
19:1103-1109.

57. Lim SS, Gaziano TA, Gakidou E, Reddy KS, Farzadfar F, Lozano R, Rodgers A:
Prevention of cardiovascular disease in high-risk individuals in low-
income and middle-income countries: health effects and costs. Lancet
2007, 370:2054-2062.

58.  Ndindjock R, Gedeon J, Mendis S, Paccaud F, Bovet P: Potential impact of
single-risk-factor versus total risk management for the prevention of
cardiovascular events in Seychelles. Bull World Health Organ 2011,
89:286-295.

59. Fowkes FGR, Price JF, Stewart MCW, Butcher I, Leng GC, Pell ACH,
Sandercock PAG, Fox KAA, Lowe GDO, Murray GD: for the Aspirin for
Asymptomatic Atherosclerosis T: Aspirin for prevention of cardiovascular
events in a general population screened for a low ankle brachial index: a
randomized controlled trial. JAMA 2010, 303:841-848.

60. Rothwell PM, Fowkes FGR, Belch JFF, Ogawa H, Warlow CP, Meade TW:
Effect of daily aspirin on long-term risk of death due to cancer: analysis
of individual patient data from randomised trials. Lancet 2011, 377:31-41.

61. Taylor F, Ward K, Moore T, Burke M, Davey Smith G, Casas J, Ebrahim S:
Statins for the primary prevention of cardiovascular disease.Cochrane
Database Syst Rev 2011.

62. Clarke PM, Fitzgerald EM: Expiry of patent protection on statins: effects on
pharmaceutical expenditure in Australia [Letter]. Med J Aust 2011,
194:53-54.

doi:10.1186/1471-2458-12-398

Cite this article as: Cobiac et al: Improving the cost-effectiveness of
cardiovascular disease prevention in Australia: a modelling study. BMC
Public Health 2012 12:398.

Submit your next manuscript to BioMed Central
and take full advantage of:

* Convenient online submission

¢ Thorough peer review

* No space constraints or color figure charges

¢ Immediate publication on acceptance

¢ Inclusion in PubMed, CAS, Scopus and Google Scholar

* Research which is freely available for redistribution

www.biomedcentral.com/submit

Submit your manuscript at ( BioMed Central




	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	A synthesis of current guidelines and prescribing criteria for prevention of cardiovascular disease in Australia
	Methods
	Screening
	Treatment
	Cost-effectiveness modelling

	Results
	Discussion
	Conclusion
	Additional files
	Acknowledgements and funding
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


