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Abstract
Summary Osteoporosis medications are seldom taken
according to the recommendations of health-care providers.
A theoretical model was constructed to investigate the
variables of drug adherence that affect the cost-effectiveness
of drugs, using osteoporosis treatment as a model. Important
variables were the magnitude of drug effect, drug price, and
fracture-related costs.
Introduction Adherence to anti-fracture medication is far
from optimal and poses a challenge in osteoporosis
management. The objectives of this study were to develop
a model that could address adherence and identify the
important drivers of cost-effectiveness.
Methods An individual state transition model was con-
structed to compare two theoretical medications, one of
which conferred optimal adherence and was 50% more
costly. Adherence was divided into persistence and com-
pliance. Partial compliance was assumed to be associated
with a 20% loss of anti-fracture effect. Non-persistent

patients had an offset time as long as their time on
medication, to a maximum of 5 years.
Results The potentially important drivers of cost-effectiveness
include reduced drug effectiveness due to poor compliance,
offset time, fracture risk, anti-fracture drug effect, and drug
price. Optimal adherence was associated with fewer
osteoporotic fractures, and the impact was more evident
among those with prior fractures. However, the health
benefits of adherence were often partially offset by
increased intervention costs associated with the improved
drug-taking behaviour.
Conclusions High adherence is likely to be associated with
added value for health-care systems, but should be used
with care as a central health economic argument.

Keywords Compliance . Cost-effectiveness . Fracture .

Model . Osteoporosis

Introduction

Non-adherence may bemanifest as under- or over-medication,
irregular taking of medication (even though the total
dosage is correct), discontinuation of treatment, or failure
to start taking the medication when recommended by the
health-care provider. Adherence is, therefore, intuitively
important to achieve some, if not all, of the benefits of a
drug. Many studies show that drug adherence is often
suboptimal [1], especially in chronic conditions, and
presents a serious problem for health care. Adherence in
the setting of osteoporosis has been shown to be just as
problematic, if not worse, than that in other chronic
diseases [2–4]. Osteoporosis is asymptomatic until a
fracture has occurred, which may partially explain the
low adherence to therapy [5].
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Economic evaluations based on modelling are common-
ly used to compare alternative treatment strategies in
osteoporosis, to support decision-makers and to inform
treatment guidelines [6–10]. The estimates of treatment
effect in economic evaluation are usually based on the
efficacy results from randomised clinical trials (RCTs), and
the efficacy observed therefore incorporates the adherence
of the trial population. Whereas RCTs remain the gold
standard for comparing alternative treatments, the high
internal validity required to demonstrate efficacy comes at
the expense of external validity. The results of such trials
may therefore generalise poorly to clinical practice [11, 12].
Consequently, the benefits of treatments that offer better
adherence in the real-world setting may be underestimated
in cost-effectiveness models if the comparisons are based
on clinical trial data alone.

Many health economic models have been developed to
evaluate osteoporosis therapies; however, adherence is
seldom included in these models. It is important to
understand the effects of adherence on the cost-effectiveness
ratio of treatments in order to accurately compare the cost-
effectiveness of newer treatments, drug delivery methods,
and dosing regimens. It is still unclear how adherence should
be modelled in economic assessments and which data
elements are needed to show the consequences of introduc-
ing therapies that improve drug adherence and thus the
increased value to patients and health-care systems. The
emergence of new treatment options, such as oral, subcuta-
neous, or intravenous medications that are administered with
longer dosing intervals, is likely to raise questions about how
adherence should be modelled.

This study had two main objectives:

1. To develop a modelling framework that incorporates
variables associated with adherence

2. To identify the important drivers of cost-effectiveness
to inform future studies of adherence in osteoporosis

Materials and methods

Defining adherence

There are a variety of definitions of adherence in the
literature. A distinction should be made between how long
the drug is taken and the proximity of the regimen to the
treatment recommendations. For the sake of clarity, the
following definitions were used:

– Adherence: a general term encompassing all aspects of
persistence, compliance, and primary non-adherence

– Persistence: duration of therapy. Persistence can be
expressed as the number of days until discontinuation

of the proportion of the cohort still on mediation after a
give time

– Compliance: proximity to the recommendations of
optimal treatment. This includes how long a drug is
taken and can be simplified as the number of doses
taken, divided by the number of prescribed doses
during a defined period. The term compliance also
includes other aspects that impact outcomes, such as if
a drug should be taken with or without food, the time
of day it should be taken, whether doses are taken to
compensate for forgotten doses, drug vacations, pill
dumping etc.

– Primary non-adherence: if patients are prescribed a
drug and never fill the prescription they are termed a
primary non-adherent.

The model

The model used (Fig. 1) was an individual state transition
model constructed with TreeAgeis® software. This model
was selected instead of a cohort model because calculations
were dependent on knowledge of when individual patients
dropped out of treatment. The cycle length was 6 months,
and all patients were followed from the start of treatment in
the base case, at age 70 years, until the age of 100 years or
death. All patients began in the well state and during each
cycle patients had a probability of having a fracture,
remaining healthy, or dying. If a fracture occurred, the
patient moved to the hip fracture, spine fracture or wrist
fracture health state, depending on the site of fracture. After
6 months, the patient could sustain a new fracture, move to
the post-fracture state, or die. Wrist fracture was assumed
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Fig. 1 Structure of the individual state transition model (arrows to
dead were excluded for simplicity)
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to have an impact on costs and morbidity only in the first
year after fracture. Thus, after two 6-month cycles with
costs and loss of quality of life (QoL), wrist fracture
patients moved back to the well health state unless another
fracture had occurred. Patients who experienced a hip or
vertebral fracture moved to the post-fracture state and could
remain in that state, have another vertebral or hip fracture,
or die. If a patient sustained multiple fractures at different
sites during simulations, the cost and QoL loss from the
fracture associated with the most severe consequences (high
costs and low QoL) were used. A total of 30,000 first-order
simulation trials were deemed sufficient to reach stability in
the incremental cost-effectiveness ratio (ICER).

Modelling compliance and persistence

The model investigated the cost-effectiveness of two
different treatment alternatives with different adherence
profiles (i.e. full adherence compared with partial adher-
ence). Patients in the full adherence arm stayed on the
treatment for as long as it was intended, and received the
full anti-fracture effect that a fully compliant patient would
be expected to have. In the partial adherence arm, patients
were at risk of dropping out of treatment and also had, due
to an assumption of poor compliance, a fraction of the
benefit (FOB) that a fully compliant patient would have. A
third arm, simulating a no treatment alternative (with an
intake of calcium and vitamin D), was also modelled.

Persistence

In the partial adherence arm of the model, every patient in
every cycle had a defined chance of dropping out of
treatment and thus did not receive the same anti-fracture
benefit as did a persistent patient. In the base case, patients
were assumed to be at risk of dropping out during the first
3 years. Thereafter, persistence remained stable until
treatment was stopped (i.e. 5 years). This assumption was
based on long-term studies indicating that drop-out rates are
highest shortly after the initiation of treatment, after which
drop-out rates plateau and remain stable for 5 or more years
[4, 13]. The risk of dropping out within the first 3 years was
estimated from persistence data obtained in a large
automated US health-care claims database previously
described by Weycker et al. [14]. The persistence rates
were based on composite estimates of patients taking
bisphosphonates daily, bisphosphonates weekly, or estrogen
or raloxifene.

Evaluations of persistence should take into account the
fact that persistence is imperfect in RCTs and that fracture
risk reductions are estimated from such a population. Most
large clinical trials indicate that at least 80% of the patients
are on medication at the end of the trial [15]. In this study,

no adjustments were made to account for suboptimal
adherence in RCTs in the full adherence arm because our
model was used in a conceptual context, rather than to
reproduce a clinical trial.

If a patient dropped out during the first 6 months, no
effect of treatment was assumed, but initial costs (physi-
cian’s visits and BMD measurements) and 3 months of drug
costs were incurred. The proportion of patients that
remained on treatment and the corresponding biannual
incidence of dropping out are shown in Fig. 2. The drop-out
incidence is likely to differ in other parts of the world, and
different drop-out rates were therefore explored in a
separate analysis.

Compliance

Compliance is defined as how well a patient follows the
recommendations for optimal drug treatment. From a
modelling perspective, however, that information is irrele-
vant without knowledge of how compliance is related to
fracture risk. Studies investigating the link between fracture
risk and refill compliance, as estimated from the medical
possession ratio (MPR) [4, 16, 17] suggest that differences
in fracture rates between compliant and partially compliant
patients range between 16% and 44%. However, non-
compliant patients have higher co-morbidity rates, are more
frail, and have higher health-care expenditure than do
compliant patients [4, 18], and fracture rates are higher in
non-compliant patients taking placebo [18]. The MPR
estimates are seldom controlled for clinical risk factors,
such as smoking, diet, lack of physical exercise, BMD,
excess alcohol intake or propensity of falling [19]. Further,
MPR should only be estimated in persistent patients since
otherwise it will reflect a mixture of both persistence and
compliance.

Due to these difficulties in directly linking compliance to
fracture rates, poor compliance was modelled as a FOB that
ranged from 0 to 100%. FOB refers to treatment benefit and
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Fig. 2 Proportion of patients still on treatment and the corresponding
biannual drop-out incidence used in the model. Incidence is shown as
the proportion dropping out at each time point
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does not affect the cost of intervention. FOB was the
proportion of the optimal anti-fracture effect that a
population derived from treatment. In the absence of em-
pirical data, a FOB of 80% was used in the base case. For
example, a drug that reduced fracture risk by 50% in a fully
compliant population would reduce the risk by 40% in a
persistent but partially compliant patient (i.e. 0.5*0.8=0.4).

Primary non-adherence

Primary non-adherence was set to 4% in the base case,
based on a study by Ekedahl and Mansson [20], which
investigated filled prescriptions at 21 pharmacies in
Sweden. The study found that 4% of 70-year-old patients
never filled their prescriptions when musculoskeletal drugs
were prescribed and were classified as primary non-
adherent patients. Primary non-adherent patients were
assumed to incur the cost of once physician visit (€100)
and one BMD measurement (€100).

Intervention length and offset of treatment effect after
discontinuation

The modelled intervention is shown in Fig. 3. In the base
case, the maximum duration of drug use (X1) was set to
5 years. The remaining fracture risk reduction after
stopping treatment is not known, but it is usually assumed
that the anti-fracture effect continues for a period of time
[21]. Offset time was assumed to be 5 years, which has
been a commonly used assumption about the treatment
effect in previous health economic evaluations of osteopo-
rotic treatments [6, 22, 23]. During this “offset time” (X2),
the fracture risk reduction was assumed to decline linearly
to zero. Thus, an intervention in a persistent population had
an effect for 10 (5+5) years in the base case. In the partial
adherence arm, the offset time was assumed to be as long as
the time the patient took the drug; thus, the maximum offset
time was also 5 years. An exception to this assumption
applied to patients who dropped out during the first

6 months of treatment and therefore received no treatment
effect. Two additional scenarios were investigated in
sensitivity analyses: one where the offset time was 5 years
irrespective of the time of dropping out and one where an
offset time of zero was assumed (i.e. there was no residual
benefit after stopping treatment).

Onset time of anti-fracture effect

The duration of time treatment is needed to reduce fracture
risk to the levels reported in RCTs is uncertain. This was
termed “onset time”, and was defined as the time on
treatment necessary to receive the full treatment effect.
Some RCTs show that the anti-fracture effect is highest
during the first year of treatment, which indicates that onset
time is minimal [24, 25]. In the base case, the anti-fracture
benefit was assumed to start immediately. A 1-year onset
time for treatment effect was explored in a sensitivity
analysis. In this scenario, a drug with 50% risk reduction
was assumed to reduce fracture risk by 25% after 6 months
and then reach its full effect (50%) at 1 year.

Data used to populate the model

The analysis was done from a societal perspective,
including health-care costs, costs of informal care, and loss
of productivity. Mortality costs were not included in the
analysis. All costs were in year 2005 values, and are given
in euros. Swedish costs were converted using the average
exchange rate (9.26 Swedish krona [SEK]/€ for the year
2005. When needed, the costs were inflated using the
Consumer Price Index from Statistics Sweden [26]. A
yearly discount rate of 3% was used for both costs and
effects.

Risk in the population and relative risk of fracture

The age-specific risks of hip, vertebral and wrist fractures
for Swedish females used in the model were taken from a
population-based study from Malmö, Sweden [27]. To
estimate the risk after the age of 89 years, logistic
regressions were fitted to the observational data. Fracture
risks from the general population were adjusted to reflect
the increased fracture risk in the target patient group. The
relative risk of fracture of patient groups compared with the
risk in the general population was calculated from the BMD
and the prevalence of vertebral fractures in the patient
groups by methods described previously [10, 28, 29].

The cost of fractures

Costs of a fracture (Table 1) were divided into acute costs,
which occurred the first year following the fracture, and
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long-term costs, which persisted several years after the
fracture or even for the rest of the patient’s life. Direct and
indirect fracture costs in Sweden during the first year after a
hip, clinical vertebral or wrist fracture were derived from
the costs and quality of life related to osteoporosis fractures
in Sweden (KOFOR) database [30] with the following
adjustments to fit the model:

– Costs were calculated for 0–6 months and 7–12 months
respectively to fit the cycle length in the model [30].

– 20% of patients with clinical vertebral fractures were
assumed to require hospitalisation, based on data from
the Swedish inpatient register and population fracture
incidence [27], which is more representative of the rate
of hospitalisation than the sample of vertebral fracture
patients in the KOFOR database [30].

– Costs of hip and vertebral fractures were adjusted
downwards because some fracture patients would have
been institutionalised at the time of fracture, or would
have died shortly after the fracture, and would therefore
not incur the same costs [30, 31].

Hip fracture costs after the first year were based on the
age-specific proportion of patients [32] who lived at home
before the fracture, but then resided in nursing homes
1 year after the fracture (Table 2). These patients were
assumed to remain in a nursing home for the rest of their
lives [6], at a daily cost of €173 [33]. If a patient sustained a
second hip fracture, the proportion going to long-term care
(LTC) was dependent on the patient’s age at the time of the
second fracture. Wrist and vertebral fractures were assumed
to incur costs only in the first year after fracture.

The cost of intervention

All patients assigned to treatment had one initial BMD
measurement and one initial physician visit during the first
year, and then incurred 0.25 BMD tests and 0.5 physician
visits every cycle on treatment during the second and

subsequent years (i.e. one physician visit every year and
one BMD measurement every second year). The drug price
in the partial adherence arm was chosen to approximate the
cost of oral fracture prevention treatment in Sweden, and
was set to €400/year. Together with the costs of physician
visits (€100/visit) and the cost of BMD measurements
(€ 100/measurement), the yearly intervention cost was €600
the first year and €550 in subsequent years for a persistent
patient. To achieve meaningful ICERs, patients in the fully
adherent arm were assumed to be on a drug 50% more
expensive (€600/year), and that represented a newer “high
adherence drug”. The yearly intervention cost in the full
adherence arm was €800 for the first year and €750 in
subsequent years. Sensitivity analyses were conducted
where drug costs were assumed to be equal.

Quality of life

The reduction in QoL the year after an osteoporotic fracture
was derived from the KOFOR study [30, 34]. The average
1-year QoL loss (area under curve) was divided by the QoL
before the event to calculate a measurement of the
proportional disutility of a fracture. The first-year disutility
multipliers were 0.80, 0.65 and 0.93 for hip, vertebral and
wrist fractures respectively. The QoL in subsequent years
after a hip fracture was assumed to be 90% of that of a
healthy individual [6]. A case-control study of patients
enrolled in the Multiple Outcomes of Raloxifene Evaluation
(MORE) trial showed that the QoL was reduced by
approximately 9% when a clinical vertebral fracture had
occurred previously at an unknown time [35]. Based on
these findings, we conservatively assumed that the QoL the
second and following years for a clinical vertebral fracture
was 0.05, which gave a multiplier of 0.93. Wrist fractures
were not associated with any utility loss beyond the first
year.

Mortality

The age-specific annual mortality rates for the general
population in Sweden were based on the years 1998–2002
[26]. Swedish age-specific post-hip and post-clinical verte-

Table 1 Cost of fractures (€)

Age (years)

50–64 65–74 75–84 85+

0–6 months
Hip fracture 9,685 9,957 9,254 9,958
Vertebral fracture 1,966 4,150 4,150 4,150
Wrist fracture 2,090 1,891 1,891 1,891
7–12 months
Hip fracture 2,073 884 1,908 3,038
Vertebral fracture 711 2,796 2,796 2,796
Wrist fracture 299 507 507 507

[30, 50, 51] and the Swedish inpatient register

Table 2 Proportion of patients going to long-term care (LTC) after
hip fracture

Age at fracture (years) Proportion to LTC

50 0.067
60 0.065
70 0.102
80 0.147
90 0.226

[32]
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bral mortality rates the first and following years after a
fracture event were derived from studies by Odén et al. [36]
and Johnell et al. [37]. In accordance with previous findings
[38, 39], it was assumed that 30% of the excess mortality
after a hip or a vertebral fracture was caused by the fracture.
The remaining excess mortality was attributed to the higher
degree of frailty after a fracture compared with the general
population. Wrist fracture was assumed not to be associated
with any excess mortality [40].

Model validation

The model output was successfully validated against the
International Osteoporosis Foundation (IOF) reference model
[41, 42] and estimated cumulative hip fracture rates were
validated against the Swedish hip fracture incidence [27] and
mortality in the normal population [26]. Small differences in
estimated fracture risks were found, as expected, because the
adherence model used somewhat different assumptions, for
example, it allowed vertebral fractures after hip fractures,
used a cycle length of 6 months instead of 1 year, and
allowed each patient’s individual fracture history to be
tracked when post-fracture mortality was calculated. The
results from the adherence model were also subject to first-
order uncertainty as is inherent in trial simulations.

When persistence was isolated in the model by dis-
regarding effects from FOB and primary non-adherence,
patients in the full adherence arm sustained 32% fewer hip
fractures than in the partial adherence arm when simu-
lations were run for 3 years. Although not directly
comparable, the figure is similar to published estimates
[16, 17, 43].

Presentation of the base case

The base case population was defined to be at the threshold
of osteoporosis, but still with a relatively low fracture risk
(Table 3).

Drivers of cost-effectiveness

Determining what drives cost-effectiveness of a high-
adherence alternative is complex, since low adherence
often is associated with lower intervention costs (drugs,
BMD scans and physician visits), which will favour the low
adherence alternative. To determine which variables had
the greater impact on cost-effectiveness, the “variable-
dependent elasticity” (VDE) was assessed. Elasticity meas-
ures the responsiveness of the outcome to changes in the
value of an input parameter [44]. In this study, we defined
VDE as the percentage change in the ICER that occurred in
response to a percentage change in a given variable. For
example, if, in response to a 20% increase in the price of

the high adherence drug, the ICER increased by 10%, the
VDE would be 10/20 = 0.5.

VDE ¼ Relative% change in the ICER

Relative% change in variable X
ð1Þ

The VDE was determined for the FOB, drug efficacy,
duration of treatment, dropout rate, primary non-adherence,
offset time, discount rates, cost of fractures and the
pretreatment fracture risk. The estimate allowed a given
variable to freely vary ±50% around its base case value,
based on uniform distributions (all values were equally
likely to be sampled). A total of 1,000 different ICERs were
created in the simulation model. For these 1,000 samples,
both the ICER and the variable were log-transformed to
give a percentage change [44] rather than a change in the
magnitude of the non-transformed variable. In the absence
of transformation, for example, an increase in the treatment
duration by X years would increase the ICER by Y euro (€),
which would make the variables difficult to compare. A
multivariate linear regression was then performed where the
logarithms of each variable were the independent and the
logarithm of the ICER the dependent variable (a log–log
model). The coefficients should be interpreted as the
average VDE over the whole ±50% range around the base
case (e.g. an increase in the risk of fractures by 1% will, on
average, decrease the ICER by 1.73%).

Changes in variables were, as far as possible, made for both
treatment arms simultaneously. FOB, relative risk of dropping
out and primary non-adherence could only be altered in the
partial adherence arm. For simplicity of interpretation, drug
price was only changed in the full adherence arm.

Results

Base case analysis

The base case analysis included a no treatment arm
(Table 4). The comparison partial adherence vs no

Table 3 Base case characteristics

Characteristic Statistic

Age (years) 70
Average T-score (SD) −2.5
Prevalent vertebral fracture No
Incidence of primary non-adherence (%) 4
Fraction of benefit (%) 80
Annual drug price partial/full adherence
alternatives (€)

400/600

Treatment duration (years) 5
Offset time for persistent patients (years) 5
Fracture risk reduction from treatment (%) 50
Persistence See Persistence

Osteoporos Int



treatment represents how a typical anti-fracture drug (e.g. a
bisphosphonate) compares with no treatment if adherence
in clinical practice is taken into account. Both incremental
costs and effects were, as expected, quite low when the
effects of poor adherence were included.

In the partial adherence arm, the higher drop-out rate and
the assumed reduction in FOB markedly reduced the
QALYs gained and increased the total treatment cost.
Compared with the partial adherence arm, 0.038 QALYs
were gained and considerably fewer patients (37 vs 107)
needed to be treated to avoid a hip fracture in the full
adherence arm, showing the added value of improved
adherence. It should be noted that this benefit came at a
considerably higher treatment cost, which to some extent
was offset by saved fracture costs. The results in Table 4
also show that considerably fewer QALYs are gained with
oral medication when poor adherence is taken into account.

Age, risk groups and FOB

Table 5 shows the cost-effectiveness analysis for women
aged 60–80 years, with or without prevalent vertebral
fractures and with or without 100% FOB. The table shows
that the cost-effectiveness of the full adherence alternative
was improved in high-risk patients (i.e. those with a prior
vertebral fracture), mainly due to a higher number of
fractures avoided, whereas drug costs were largely unaf-
fected by changes in the fracture risk. In other words,
treating patients with a higher fracture risk will increase the
number of avoided fractures without increasing the treat-

ment costs. Treating patients with improved persistence will
also avoid more fractures, but will also generate increased
drug costs. As expected, if full FOB was assumed in the
partial adherence arm, the full adherence alternative became
less cost-effective.

Cost-effectiveness was also assessed at varying baseline
T-scores. As seen in Fig. 4, the cost-effectiveness improved
markedly with every half point decrease in the baseline T-
score value. This is because the risk of fracture increases
with decreasing T-score, and so does the potential benefit of
full adherence.

Analysis of persistence

A separate analysis was performed on the incidence of non-
persistence (Table 6). This was done by varying the relative
risk (RR) of not persisting with treatment. An RR of 0.8
would thus reduce the drop-out rate by 20% in each cycle
compared with the base case.

A high drop-out rate (low persistence) in the partial
adherence arm adversely affected cost-effectiveness, which
in turn beneficially affected the incremental cost-effectiveness
of full adherence. The effect on the ICER was relatively small
since decreased persistence was associated with lower
treatment costs. When drug costs were assumed to be the
same for the two treatment alternatives, the full adherence arm
was cost saving due to more avoided fractures. Notwith-
standing equal drug prices, the incremental treatment cost of
full adherence continuously increased with higher drop-out
rates, since more doses were then taken.

Table 4 Base case analysis,
including a no treatment arm
(€)

QALYs = quality adjusted life
years; NNT = number needed
to treat; ICER = incremental
cost-effectiveness ratio

No
treatment

Partial
adherence

Full
adherence

Difference

Partial vs no
treatment

Full vs
partial

Treatment cost 0 1,101 3,434 1,101 2,333
Fracture costs 14,626 14,022 12,401 −604 −1,621
Total cost 14,626 15,123 15,835 497 712
Number of hip fractures 0.400 0.390 0.364 −0.009 −0.027
Life years 15.3985 15.4076 15.4289 0.009 0.021
QALYs 7.7588 7.7739 7.8118 0.0151 0.0379
NNT to avoid a hip fracture – 107 37
ICER 32,914 18,809

Table 5 The ICER (€) for
women aged 60–80 years with
or without prevalent vertebral
fractures (VF) and with or
without 100% fraction of
benefit (FOB)

a Base case

Age (years)

Full adherence vs partial adherence 60 70 80

T-score −2.5, no prevalent VF, FOB 80% 52,301 18,809a Cost saving
T-score −2.5, prevalent VF, FOB 80% 14,384 Cost saving Cost saving
T-score −2.5, no prevalent VF, FOB 100% 60,073 25,177 Cost saving
T-score –2.5, prevalent VF, FOB 100% 19,089 Cost saving Cost saving
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Switching

Two estimates of switching medication were assessed
(Table 7). Introducing switching was associated with more
QALYs in the partial adherence arm, but was also
associated with extra costs, resulting from an extra visit to
a physician and the continued cost of treatment with a drug.
Thus, the effect of a larger proportion of the partial
adherence cohort still being on medication was to a large
extent offset by the extra costs.

Offset of treatment effect after discontinuation and onset
of drug effect

In the base case, the offset time was assumed to be equivalent
to the time on treatment. Two additional offset scenarios
were examined: one where the offset time was 5 years
irrespective of the time of drop-out and the other where an
offset time of zero was assumed. Assumptions regarding
offset time had a large impact on cost-effectiveness (Table 8).
In contrast to the base case, both treatment alternatives
shared the same offset properties in the sensitivity analyses,
and this explains the higher ICERs. When treated patients

had an offset time of zero, loss of effect due to poor
persistence was always accompanied by decreasing treat-
ment costs, since there was no “free” drug effect in either of
the two arms. The better ICER in the scenario where a 5-
year offset time was assumed for all patients was because
the risk of fracture increased with age, and patients reached
higher ages with a persisting drug effect in this scenario.
The older the patient, the higher the fracture risk will be
during the period when the “free” drug effect is decreasing
fracture risk. This decreased the number of fractures in the
full adherence arm to a greater degree and thus improved
the cost-effectiveness compared with the scenario with an
offset time of zero.

Onset time did not have a large impact on cost-
effectiveness since both partially and fully adherent patients
sustained more fractures when an onset time was assumed.
As shown in Table 8, cost-effectiveness actually worsened
compared with the base case since a larger proportion of
patients in the full adherence arm received treatment during
this period of onset when the drug effect was incomplete.

Important variables affecting cost-effectiveness

As indicated in the Materials and methods section, when a
change in an input variable of a given proportion results in
a comparable change in the ICER, the variable dependent
elasticity (VDE) equals 1.0. The larger the VDE, the larger
the impact of the input variable on the cost-effectiveness.
Positive values indicate that the ICER increased when the
input variable value was increased, whilst negative values
indicate that the ICER decreased (Table 9). For example, an
increase in the risk of fracture by 20% lowered the ICER by
40% (−2.0*20%).

Our results show that the VDE values ranged from 0 to
2.7. Changes in FOB (VDE=1.1), drug effect (VDE=−2.2),
offset time (VDE=−0.7) and risk of fractures (VDE=−2.0)
had a large impact and affected both costs and QALYs
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Fig. 4 Cost-effectiveness as a function of T-score (SD), full
adherence vs partial adherence in women aged 70 years

Table 6 Effect of changing the drop-out incidence when comparing full adherence with partial adherence (€/QALY)

Persistence analysis

RR of dropping out of treatment compared with base case 0.5 0.8 1.0a 1.2

QALYs gained in the full adherence arm compared with the partial adherence arm 0.0278 0.0343 0.0379 0.0402
Proportion of the initial cohort that dropped out during the treatment period 0.45 0.62 0.71 0.77
Analysis with base case assumption 1.5 × drug price (€ 600/€ 400)
Saved fracture cost (full adherence) −1,128 −1,473 −1,621 −1,755
Extra treatment cost (full adherence) 1,806 2,144 2,333 2,493
ICER 24,367 19,548 18,809 18,360
Analysis with equal drug price for the treatment alternatives
Saved fracture cost (full adherence) −1,128 −1,473 −1,621 −1,755
Extra treatment cost (full adherence) 904 1,242 1,431 1,591
ICER Cost saving Cost saving Cost saving Cost saving

a Base case persistence
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simultaneously to jointly “push” the ICER in a single
direction. For example, when the risk of fractures was
increased, more fractures were avoided, which also saved
fracture-related costs. The same pattern applied with an
increased effect of the drug, since the benefit of full
persistence in the full adherence arm resulted in a larger
increase in the number of avoided fractures than in the
partial adherence arm.

Conversely, when the risk of dropping out of treatment
(VDE=−0.2), intervention duration (VDE=0.5), or primary
non-adherence was changed (VDE=0), the impact on cost-
effectiveness was dampened because costs and effects
partially offset each other. For example, a higher persis-
tence generated more QALYs, but also incurred higher
treatment costs. Primary non-adherence had, in our model,
no effect on the ICER, since changes in effects were totally
offset by changes in cost.

As expected, drug price (VDE=2.7) and cost of fractures
(VDE=−1.2) influenced the cost-effectiveness ratio. Al-
though the cost of fractures was much higher than the
treatment cost, the variable had less impact because it only
made a difference for patients who sustained a fracture
whilst the change in drug price affected the entire treated
population.

Discussion

Health economic modelling of anti-fracture therapies is a
thoroughly researched area, and many publications are
available on the topic. However, adherence is seldom
included in the cost-effectiveness models. Poor adherence is
commonly believed to have an impact on cost-effectiveness
in clinical practice, since poor adherence reduces costs as
well as outcomes. Of greater relevance is that with poor
adherence many fewer patients will be properly treated, and

thus fewer fractures prevented, which is the principal goal of
treatment. Nevertheless, cost-effectiveness analysis is also
important since future improvements in fracture prevention
may come not only from more effective treatments, but also
through improved drug delivery and adherence. Thus, the
prices, costs and cost-effectiveness of these new alternatives
need to be compared with the present alternatives in clinical
practice.

This article introduces a theoretical modelling frame-
work for this increasingly important area of osteoporosis
modelling and identifies several important drivers of cost-
effectiveness. Our model compared conventional drug
treatment, associated with suboptimal adherence, with a
hypothetical fully adherent population. It should be noted
that such a population probably does not exist, and that
even a drug regimen with 6-monthly or yearly dosing
intervals would be subject to patient drop-outs. In previous
economic studies of persistence [45, 46], including one
commissioned by the National Institute for Health and
Clinical Excellence (NICE) [46], it was assumed that 20–
80% of patients completed the full 5-year course, with the
remaining patients receiving 3 months of drug costs, but no
health gain. A problem with this approach is that those who
discontinue treatment are likely to do so at time points
throughout the 5-year period and should thus receive some
health benefit as well as additional drug costs. How this
approach changes the cost-effectiveness compared with the
approach in the present analysis is unclear, but if
osteoporosis models that incorporate adherence should
evolve beyond the crude methods previously employed,
there are several gaps in empirical data that need to be
filled. Information is lacking, for example, on the relation
between treatment duration and offset time, the reduction in
FOB from poor compliance, and country-specific persis-
tence and compliance data. In our study, the components of
adherence were separated into compliance and persistence
in order to assess their impact on cost-effectiveness. The

Table 8 Offset and onset of drug effect (€/QALY)

ICER

Base case 18,809
Always 5-year offset time 35,523
No offset time assumed 54,803
1-year onset time 20,833

Table 7 The effect of switching treatments on cost-effectiveness (€/
QALY gained)

Proportion switching (%) ICER

Base case 0 18,809
Melton et al. [52] 19 19,144
McCombs et al. [53] 31 19,907

Table 9 Variable dependent elasticity (full vs partial adherence)

Variable Average VDE

Fraction of benefita 1.1
Drug effect −2.2
Intervention duration 0.5
Risk of dropping out of treatmenta −0.2
Drug priceb 2.7
Primary non-adherencea 0.0
Offset time −0.7
Discount rates (both costs and effects) 0.4
Cost of fractures (including long-term care) −1.2
Risk of fractures −2.0

a Variable only changed in the partial adherence arm
bDrug price was only changed in the full adherence arm
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often-used measure of MPR was not considered because it
sometimes blurs the distinction between persistence and
compliance, which should not necessarily be linked to each
other. However, this does not preclude the present model-
ling framework from being used with fracture risks elicited
from studies using MPR estimates from retrospective data.
Although problematic, they are the best data presently
available for describing the link between fracture rates and
adherence. The inclusion of compliance and FOB in the
evaluation of treatments that have high persistence rates
should be explored thoroughly. In some instances, the
benefit of improved compliance may already be captured
by RCTs. For example, the marked 77% reduction in
clinical vertebral fractures with zoledronic acid [47] may be
partially due to better drug compliance. For this reason, a
conservative approach to modelling compliance in health
economic evaluations is appropriate, until more evidence
becomes available.

The drivers of cost-effectiveness were explored by
randomly changing variables, and then, in a log–log
regression model, by assessing their individual effect on
the ICER comparing full adherence with partial adherence.
The variables that on average had the greatest effect on the
ICER included the efficacy of the intervention, drug price,
risk of fractures, FOB, and fracture-related costs. For
example, a 1% increase in general drug effect lowered the
ICER by 2.2%, and a 1% increase in the drug price of the
high-adherence comparator increased the ICER by 2.7%.
When comparing the VDE of these variables with each
other, one should keep in mind that they will differ in how
likely they are to undergo large changes.

The benefits of increased persistence are, to some extent,
neutralised by the fact that much of the gain on the effect
side is offset by cost savings due to lower drug costs in the
partial adherence arm. Although many of the benefits of
high adherence are to some extent offset by higher drug
costs, the ICER did decrease when the difference in
persistence was increased, indicating that high persistence
can improve cost-effectiveness as long as the difference in
drug price is not too large. The cost offset will also be
dependent on what fracture costs and other intervention
costs are used in a model. It was clear that the cost-
effectiveness of high adherence is better in high risk
populations since more fractures will be avoided. However,
this is not surprising and the pattern is similar for most
diseases and treatments.

The assumption that the lingering anti-fracture effect is
longer if the patient has taken the drug longer is important
since it implies anti-fracture effect without drug costs.
When offset time was assumed to be equal in both arms,
incremental cost-effectiveness of full adherence worsened
markedly. The same applies to FOB since it represents an
effect reduction without cost savings. If FOB is based on

MPR, a drug cost reduction might be necessary and a cost
offset would also affect cost-effectiveness in this case.
Other aspects such as switching, primary non-adherence
and onset time were found to be of lesser importance due to
cost offsets and scenarios where both partially and fully
adherent patients are affected similarly.

This study had some limitations. First, the base case
results are critically dependent on assumptions regarding
both costs and effects. Second, although we undertook
sensitivity analyses, these will be affected by the base case
that we used. This is also true for the analysis of VDE,
which is affected by the chosen base case. For example,
changing a variable can have a different impact on the
ICER depending on the starting assumption for that
variable (i.e. the ICER and particular variable will not
always have a linear relationship, and the VDE can
therefore be over- or underestimated at different points
along the ±50% range of the variable values). This non-
linearity can make the exercise seem arbitrary, but the
average VDE will still be an indicator of which variables
are governing the ICER. The persistence data used in this
analysis were taken from a large claims database from the
US. It is likely that drug persistence is dependent on a
number of factors, such as drug costs, insurance status [48]
and cultural setting, and can thus vary between countries
and even within countries. As persistence levels potentially
vary between settings, so will the cost-effectiveness of
improving it. Compliance with treatment recommendations
and consistency of refilling are also likely to differ between
health-care systems and cultural settings. For example,
Lillard et al. [49] showed that insurance coverage for
prescription drugs increases the probability of use. Thus,
when evaluating the cost-effectiveness of drugs that
improve persistence and/or compliance it is important that
country-specific data are used where possible, not only for
fracture risks and costs, but also for adherence. In this
study, US persistence data were combined with Swedish
cost and epidemiological data, but since no attempt was
made to evaluate the cost-effectiveness of a particular
therapy, this is of minor importance.

Conclusions

In this article we describe a modelling framework that
incorporates adherence in health economic modelling of
osteoporosis. Adherence is one of the most complex
aspects of health economics, and future evaluations will
need to be carefully constructed to maintain external
validity. From a health economic perspective, high adher-
ence is particularly important when treating high-risk
populations. Cost-effectiveness of treatments that confer
high adherence will be sensitive to assumptions regarding
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offset time and drug effect reductions from poor compli-
ance. The health benefits of improved adherence are often
partially offset by increased intervention costs that are
associated with the improved drug-taking behaviour. None-
theless, our results indicate that high adherence is likely to
be associated with added value for the health-care system.

Acknowledgements We thank Enkhe Badamgarav and David
Marcarios for their critical evaluation and helpful comments on the
manuscript. Holly Zoog provided editorial support.

Conflicts of interest Research for this manuscript was supported by
Amgen Inc.

References

1. Osterberg L, Blaschke T (2005) Adherence to medication. N Engl
J Med 353:487–497

2. Cramer JA, Amonkar MM, Hebborn A, Altman R (2005)
Compliance and persistence with bisphosphonate dosing regimens
among women with postmenopausal osteoporosis. Curr Med Res
Opin 21:1453–1460

3. Seeman E, Compston J, Adachi J, Brandi ML et al (2007) Non-
compliance: the Achilles’ heel of anti-fracture efficacy. Osteo-
poros Int 18:711–719

4. Huybrechts KF, Ishak KJ, Caro JJ (2006) Assessment of
compliance with osteoporosis treatment and its consequences in
a managed care population. Bone 38:922–928

5. Gold DT, Silverman S (2006) Review of adherence to medications
for the treatment of osteoporosis. Curr Osteoporos Rep 4:21–27

6. Jonsson B, Christiansen C, Johnell O, Hedbrandt J et al (1996)
Cost-effectiveness of fracture prevention in established osteopo-
rosis. Scand J Rheumatol Suppl 103:30–38

7. Kanis JA, Borgstrom F, Johnell O, Odén A et al (2005) Cost-
effectiveness of raloxifene in the UK: an economic evaluation
based on the MORE study. Osteoporos Int 16:15–25

8. Stevenson M, Lloyd Jones M, De Nigris E, Brewer N et al (2005)
A systematic review and economic evaluation of alendronate,
etidronate, risedronate, raloxifene and teriparatide for the preven-
tion and treatment of postmenopausal osteoporosis. Health
Technol Assess 9:1–160

9. Borgstrom F, Jonsson B, Strom O, Kanis JA (2006) An economic
evaluation of strontium ranelate in the treatment of osteoporosis in
a Swedish setting: based on the results of the SOTI and TROPOS
trials. Osteoporos Int 17:1781–1793

10. Strom O, Borgstrom F, Sen SS, Boonen S et al (2007) Cost-
effectiveness of alendronate in the treatment of postmenopausal
women in 9 European countries—an economic evaluation based
on the fracture intervention trial. Osteoporos Int 18:1047–1061

11. Fayers PM, Hand DJ (1997) Generalisation from phase III clinical
trials: survival, quality of life, and health economics. Lancet
350:1025–1027

12. Simon G, Wagner E, Vonkorff M (1995) Cost-effectiveness
comparisons using “real world” randomized trials: the case of
new antidepressant drugs. J Clin Epidemiol 48:363–373

13. Solomon DH, Avorn J, Katz JN, Finkelstein JS et al (2005)
Compliance with osteoporosis medications. Arch Intern Med
165:2414–2419

14. Weycker D, Macarios D, Edelsberg J, Oster G (2006) Compliance
with drug therapy for postmenopausal osteoporosis. Osteoporos
Int 17:1645–1652

15. Jones ML, Wilkinson A (2006) Adverse effects and persistence
with therapy in patients taking oral alendronate, etidronate or
risedronate: systematic reviews (NICE). University of Sheffield,
School of Health and Related Research (http://www.nice.org.uk/
guidance/index.jsp?action=download&o=36718)

16. Weycker D, Macarios D, Edelsberg J, Oster G (2007) Compliance
with osteoporosis drug therapy and risk of fracture. Osteoporos Int
18:271–277

17. Siris ES, Genant HK, Laster AJ, Chen P et al (2007) Enhanced
prediction of fracture risk combining vertebral fracture status and
BMD. Osteoporos Int 18:761–770

18. McCloskey E, De Takats D, Orgee J, Aropinn S et al (2005)
Characteristics associated with non-persistence during daily
therapy. Experience from the placebo wing of a community based
clinical trial. J Bone Miner Res 20 [Suppl 1]:S282

19. Kanis JA, Borgstrom F, De Laet C, Johansson H et al (2005)
Assessment of fracture risk. Osteoporos Int 16:581–589

20. Ekedahl A, Mansson N (2004) Unclaimed prescriptions after
automated prescription transmittals to pharmacies. Pharm World
Sci 26:26–31

21. Black DM, Schwartz AV, Ensrud KE, Cauley JA et al (2006)
Effects of continuing or stopping alendronate after 5 years of
treatment: the Fracture Intervention Trial Long-term Extension
(FLEX): a randomized trial. JAMA 296:2927–2938

22. Borgstrom F, Johnell O, Kanis JA, Odén A et al (2004) Cost
effectiveness of raloxifene in the treatment of osteoporosis in
Sweden: an economic evaluation based on the MORE study.
Pharmacoeconomics 22:1153–1165

23. Johnell O, Jonsson B, Jonsson L, Black D (2003) Cost
effectiveness of alendronate (Fosamax) for the treatment of
osteoporosis and prevention of fractures. Pharmacoeconomics
21:305–314

24. Ortolani S, Vai S (2006) Strontium ranelate: an increased bone
quality leading to vertebral antifracture efficacy at all stages. Bone
38:19–22

25. Wallace DJ (2005) Rapid prevention of vertebral fractures
associated with osteoporosis. Orthopedics 28:291–298

26. Statistics Sweden. Swedens Statistical Databases. http://
wwwscbse/eng/databaser/ssdasp

27. Kanis JA, Johnell O, Odén A, Sembo I et al (2000) Long-term risk
of osteoporotic fracture in Malmo. Osteoporos Int 11:669–674

28. Kanis JA, Johnell O, Odén A, Jonsson B et al (2000) Risk of hip
fracture derived from relative risks: an analysis applied to the
population of Sweden. Osteoporos Int 11:120–127

29. De Laet CE, van Hout BA, Burger H, Hofman A et al (1997)
Bone density and risk of hip fracture in men and women: cross
sectional analysis. Br Med J 315:221–225

30. Borgstrom F, Zethraeus N, Johnell O, Lidgren L et al (2005) Costs
and quality of life associated with osteoporosis-related fractures in
Sweden. Osteoporos Int 1–14

31. Johnell O, Gullberg B, Kanis JA (1997) The hospital burden of
vertebral fracture in Europe: a study of national register sources.
Osteoporos Int 7:138–144

32. Zethraeus N, Strom O, Borgstrom F (2006) What is the risk
of institutionalization after hip fracture? Osteoporosis Int 17
[Suppl 2] :S60

33. Stockholms stads budgetavräkning 2003. http://www.stockholm.
se/files/71600-71699/file_71645.pdf. Accessed 20 December
2004

34. Ström O, Borgstrom F, Zethraeus N, Johnell O et al (2008) Long-
term cost and effect on quality of life of osteoporosis-related
fractures in Sweden. Acta Orthop (accepted)

35. Oleksik A, Lips P, Dawson A, Minshall ME et al (2000) Health-
related quality of life in postmenopausal women with low BMD
with or without prevalent vertebral fractures. J Bone Miner Res
15:1384–1392

Osteoporos Int

http://www.nice.org.uk/guidance/index.jsp?action=download&o=36718
http://www.nice.org.uk/guidance/index.jsp?action=download&o=36718
http://wwwscbse/eng/databaser/ssdasp
http://wwwscbse/eng/databaser/ssdasp
http://www.stockholm.se/files/71600-71699/file_71645.pdf
http://www.stockholm.se/files/71600-71699/file_71645.pdf


36. Odén A, Dawson A, Dere W, Johnell O et al (1998) Lifetime risk
of hip fractures is underestimated. Osteoporos Int 8:599–603

37. Johnell O, Kanis JA, Odén A, Sernbo I et al (2004) Mortality after
osteoporotic fractures. Osteoporos Int 15:38–42

38. Parker MJ, Anand JK (1991) What is the true mortality of hip
fractures? Public Health 105:443–446

39. Kanis JA, Odén A, Johnell O, De Laet C et al (2003) The
components of excess mortality after hip fracture. Bone 32:
468–473

40. Cauley JA, Thompson DE, Ensrud KC, Scott JC et al (2000) Risk
of mortality following clinical fractures. Osteoporos Int 11:556–561

41. Zethraeus N, Borgstrom F, Strom O, Kanis JA et al (2007) Cost-
effectiveness of the treatment and prevention of osteoporosis—a
review of the literature and a reference model. Osteoporos Int
18:9–23

42. IOF Cost-effectiveness reference model (http://www.iofbone
health.org/health-professionals/health-economics/iof-cost-
effectiveness-reference-model.html

43. Van den Boogaard CH, Breekveldt-Postma NS, Borggreve SE,
Goettsch WG et al (2006) Persistent bisphosphonate use and the
risk of osteoporotic fractures in clinical practice: a database
analysis study. Curr Med Res Opin 22:1757–1764

44. Gujarati DN (1995) Basic econometrics. McGraw Hill, Singapore
45. Kanis JA, Stevenson M, McCloskey EV, Davis S et al (2007)

Glucocorticoid-induced osteoporosis: a systematic review and
cost-utility analysis. Health Technol Assess 11:1–256

46. Stevenson M, Davies S (2006) DSU economic evaluation of
pooled alendronate and risedronate compared with strontium
ranelate, raloxifene, etidronate and teriparatide. http://guidance.
nice.org.uk/page.aspx?o=370643

47. Black DM, Delmas PD, Eastell R, Reid IR et al (2007) Once-
yearly zoledronic acid for treatment of postmenopausal osteopo-
rosis. N Engl J Med 356:1809–1822

48. Liel Y, Castel H, Bonneh DY (2003) Impact of subsidizing
effective anti-osteoporosis drugs on compliance with management
guidelines in patients following low-impact fractures. Osteoporos
Int 14:490–495

49. Lillard LA, Rogowski J, Kington R (1999) Insurance coverage for
prescription drugs: effects on use and expenditures in the
Medicare population. Med Care 37:926–936

50. Zethraeus N, Stromberg L, Jonsson B, Svensson O et al (1997)
The cost of a hip fracture. Estimates for 1,709 patients in Sweden.
Acta Orthop Scand 68:13–17

51. Kanis JA, Johnell O, Odén A, Sembo I et al (2000) Long-term
risk of osteoporotic fracture in Malmö. Osteoporos Int 11:669–
674

52. Melton LJ III, Gabriel SE, Crowson CS, Tosteson AN et al (2003)
Cost-equivalence of different osteoporotic fractures. Osteoporos
Int 14:383–388

53. McCombs JS, Thiebaud P, McLaughlin-Miley C, Shi J (2004)
Compliance with drug therapies for the treatment and prevention
of osteoporosis. Maturitas 48:271–287

Osteoporos Int

http://www.iofbonehealth.org/health-professionals/health-economics/iof-cost-effectiveness-reference-model.html
http://www.iofbonehealth.org/health-professionals/health-economics/iof-cost-effectiveness-reference-model.html
http://www.iofbonehealth.org/health-professionals/health-economics/iof-cost-effectiveness-reference-model.html
http://guidance.nice.org.uk/page.aspx?o=370643
http://guidance.nice.org.uk/page.aspx?o=370643

	Incorporating adherence into health economic modelling of osteoporosis
	Abstract
	Abstract
	Abstract
	Abstract
	Abstract
	Abstract
	Introduction
	Materials and methods
	Defining adherence
	The model
	Modelling compliance and persistence
	Persistence
	Compliance
	Primary non-adherence
	Intervention length and offset of treatment effect after discontinuation
	Onset time of anti-fracture effect
	Data used to populate the model
	Risk in the population and relative risk of fracture
	The cost of fractures
	The cost of intervention
	Quality of life
	Mortality
	Model validation
	Presentation of the base case
	Drivers of cost-effectiveness

	Results
	Base case analysis
	Age, risk groups and FOB
	Analysis of persistence
	Switching
	Offset of treatment effect after discontinuation and onset of drug effect
	Important variables affecting cost-effectiveness

	Discussion
	Conclusions
	References




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (None)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 524288
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /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
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /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)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org?)
  /PDFXTrapped /False

  /SyntheticBoldness 1.000000
  /Description <<
    /ENU <>
    /DEU <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [5952.756 8418.897]
>> setpagedevice


