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CHAPTER 1

Introduction



In the past decades the demand for health care has increasingly surpassed the supply.
This is due, in part, to continuing technological developments in the field of medicine,
as well as to other factors such as the increasing number of elderly people in western
societies. Conseguently, health care budgets are currently under pressure, which raises
the question as to whether the health benefits of a new technology can justify its costs.
This question is typically addressed through an economic evaluation of the new
technology, where it is compared with its best alternative. Unfortunately, such
economic evaluation does not always provide a definite answer, partly because the
outcome of the evaluation will always be surrounded by some degree of uncertainty.

Several sources of uncertainty can be distinguished (see Manning et al, 1996;
Drummond et al, 1997: Briggs & Sculpher, 1995). Manning and colleagues
differentiate between two main types of uncertainty: parameter uncertainty and
modelling uncertainty.

Parameter uncertainty is the uncertainty about the true value of the parameters used
as input and can arise in several ways. For instance, the value of a parameter may be
estimated from a study sample or may be estimated on the basis of opinion, e.g. from
an expert panel. Furthermore, parameter uncertainty may be introduced when fairly
certain outcomes are generalised to a larger population or another setting, or
extrapolated beyond the observation period or from an intermediate to a final endpoint
{e.g. from bone mineral density to quality-adjusted life years). Parameter uncertainty
also occurs when there is disagreement about the appropriate value, as might be the
case with the discount rate or when a choice is made for the valuation of quality of life
through either time trade-off or standard gamble.

Modelling uncertainty arises when the analyst is uncertain about the mathematical
equations of the model, regarding both the inclusion of certain variables and the
functional form by which parameters should be combined. For example, does coronary
heart disease multiply the age-sex-specific mortality rates by a constant amount or
does it add a constant amount to the mortality rate. Such choices are often made in
the absence of clear evidence that one or other of the functions is the appropriate one
to use.

In summary, there are many sources of uncertainty and it is unrealistic to assume
that all uncertainty can be eliminated. Instead, methods are developed to deal with
uncertainty in the best possible way. A first step in dealing with uncertainty is to
establish how uncertzin we are; for example, a well-known way of describing
uncertainty is through use of a 95% confidence interval. Next, methods are sought to
decrease uncertainty as much as is feasible. This may be achieved, for example, by
specifying before a study is conducted which level of uncertainty is acceptable and
then calculating the corresponding sample size, Or, after the results of a study become
available, by combining these results with results of previous studies, for instance
through meta-analysis. Finally, we should strive to help decision makers to deal with
uncertainty in the decision-making process.
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Overview of developments

In the early days of cost-effectiveness analysis in health care, most studies used a
modelling approach, since data on costs and effects at the patient level were scarce.
Decision trees, a frequently used type of model, had been used for years in operations
research and medical decision making. Decision irees allow a systematic assessment of
all possible outcomes of a process given a set of decisions on, for example,
interventions and diagnostic procedures. A sensitivity analysis has always been part of
such analysis: probabilities in the model are varied to see if and how the decision
changes. It seems reasonable to assume that sensitivity analysis would also be an
integrated part of modelling studies in economic evaluations of medical technologies.
However, this proved to be less obvious than expected. In 1995, Briggs & Sculpher
reviewed economic evaluations published in 1992. A total of 93 studies (modelling,
prospective and retrospective)] were examined. Of these, 240% failed to consider
uncertainty at all and 38% of the studies had attempted a sensitivity analysis that was
judged too limited to provide an adeguate representation of uncertainty. Of the
remaining studies, 14% was judged good and 25% adequate in representing
uncertainty.

Agro et al. (1997} published a similar review; they studied 90 articles published
between January 1989 and December 1993, equally divided among health economic
Joumals, medical journals and pharmacy journals. They concluded that only 59% of
the studies used sensitivity analysis. However, there was a large difference between the
types of journals: 80% of the articles in the heaith economics journals and 77% of the
articles in the medical journals had conducted sensitivity analysis, compared with only
20% of the articles in the pharmacy journals.

In those studies that did include a sensitivity analysis, these analyses were mainly
one-way, multi-way or extreme case sensitivity analyses. In a one-way or multi-way
analysis one or more (usually not more than three) parameters are varied between
certain limits. However, no attention is given to the fact that the limits are often less
likely to occur than the baseline estimate. Consequently, in the last few years some
studies aiso include a probabilistic sensitivity analysis, in which all input variables are
varied simultaneously, according to probability distributions (e.g. chapter 5; Michel et
al.,, 1996; Doubilet et al.,, 1985). Such an analysis presents information on all possible
outcomes, as well as on the likelihood of these outcomes.

Simaations may occur where parameters themselves are not associated with
uncertainty because the parameter is a decision parameter. However, when no final
decision has yet been made, it may be unclear how these parameters influence the
outcome. For instance, in a cervix cancer screening prograrm, a decision has to be made
about the screening frequency. This could be once every 3 years or once every 5 years
and it may not be clear how this choice influences the cost-effectiveness ratio. In such
a situation a scenario analysis can be used 1o calculate the outcome for several options
of the decision parameter. The scenario analysis can also be used to see what happens
to the outcome when decision makers influence certain parameters, Le. when there are
external influences on a parameter. This is, for instance, the case for transplantation
programs: while it is possible to estimate the number of donor organs availabie from



observations, this number can be influenced by e.g. new laws or protocols.

In recent years, data on costs and effectiveness at the patient level are often
collected alongside clinical trials. The analysis of such data requires statistical methods
describing the uncertainty due to sampling. For a large part, the same methods used
for the analysis of clinical data were used for the economic and outcomes data. The
analysis of cost data, however, raised some imported issues, due 1o the skewness of the
cost distribution. This skewness is easily explained by the fact that, for many discases
and their treatments, most patients will incur small to moderate costs, while a small
number of patients will incur very high costs due to medical complications or extended
hospital stay. In biostatistics, skewed data is usually log transformed and all statistical
inference is then performed on this transformed data. Testing the mean of log
transformed data is equivalent to testing the geometric mean on the original [cost)
scale. For skewed data, the geometric mean costs will always be smaller than the
average costs. However, for economic evaluations the measure of interest is the average
costs per patient, as the purpose of the analysis is to inform decision makers on the
budget needed to treat patients, which can be obtained by multiplying average costs
by the total number of patients. Thus, inference based on the geometric mean will
provide irrelevant conclusions. Clearly, the analysis of skewed cost data is not
straightforward and consequently this subject has recently received much attention (see
e.g. Briggs & Gray, 1998a; Thompson & Barber, 2000; O'Hagan & Stevens, 2001b).

Another feature of economic evaluations that attracted attention is the incremental
cost-effectiveness ratio {ICER}, as a ratio of two stochastic variables. The ratio of two
normally distributed wvariabies will rarely have a well-behaved distribution. The
distribution may be skewed, and may also have heavy tails, which implies that,
theoretically, mean and variance do not exist. In 1994, ('Brien et al. proposed an
analytical method for the calculation of a confidence interval around the ICER. This
report was the first of numerous papers on this issue, one of which is presented in
chapter 2. Both analytical and bootstrap (i-e. simulation) methods have been proposed
and compared (see e.g. O'Brien et al., 1994; van Hout et al., 1994; Wakker & Klaassen,
1995; Sacristan et al., 1995; Chaudhary & Stearns, 1996; Willan & O'Brien, 1996;
Briggs et al., 1997; Polsky et al., 1997).

When confidence intervals for the JCERs are calculated, it becomes clear that these
intervals are usually very wide, as a direct result of the fact that the sample size of
clinical trials is usually based on the primary clinical endpoint of the study. As the
variation in costs is often much larger than in the primary (clinical) endpoint, cost-
effectiveness shzdies usually have little power to detect whether a new intervention is
cost-effective compared to the altemative. In cost-effectiveness studies, we study the
1atio of two variables, which may be highly correlated. This means that the methods
for sample size calculation used for the primary endpoint cannot easily be translated
to methods for the ICER. Consequently, specific methods for sample size calculation in
economic evaluation have been developed. At first a simulation method was proposed
(see chapter 3) and recently several papers have described analytical methods (see e.g.
Briggs & Gray, 1998b; Laska et al,, 1999; Willan & O'Brien, 1999).

Theoretically, it would be possible to include economic parameters in a sample size
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calculation for randomised clinical irials. However, in studies where the primary goal
is to show improved efficacy or effectiveness, with proof of cost-effectiveness as
secondary goal, the question arises whether it would be ethical to include economic
parameters in the sample size calculation. Surely an important purpose of sample size
calculation is to assure that enough patients enter a randomised clinical trial to allow
for statistically significant results while ensuring that not too many patients are
exposed to the risks that usually accompany such a trial. When the primary goal of 2
study is to prove cost-effectiveness, while superior efficacy has already been
demonstrated, it may be considered unethical to assign patients to a control group with
the lower efficacy. Besides ethical issues, practical reasons may preclude basing sample
size on economic parameters; for example, the period of enrolment may become too
long, or the costs of the clinical trial might become too high.

Clearly it is unreasonable to expect that the sample size of future studies should be
increased in order to reduce uncertainty around the ICER. Therefore it is important to
consider other available options. One impertant option is to use Bayesian statistics. In
1763 Bayes' paper “Essay Towards Solving a Problem in the Doctrine of Chances™ was
published posthumously and this paper became the basis of what is now called
Bayesian statistics. In Bayesian statistics, a prior probability distribution for the
parameter of interest is specified first. Sample information is then obtained and
combined using Bayes’ theorerm, resulting in a posterior probability distribution for the
parameter. This posterior distribution can then be used for statistical inferences about
that parameter. The key, and somewhat controversial, feature of Bayesian methods is
the notion of a probability distribution for a population parameter. According to
frequentist statistics, parameters are constants and cannot be represented as random
variables. Bayesian proponents argue that, if a parameter value is unknown, it is logical
to specify a probability distribution that describes the possible vaiues for the parameter
as well as their likelihood. In general, we can state that Bayesians deal with the
probabilities of hypotheses, given a data set, whereas frequentists deal with the
probability of data sets, given a hypothesis.

The use of Bayesian methods in health care has been proposed in an attempt to
make full use of other information already available outside the clinical trial (see for
instance Eddy et al, 1990; Jones, 1396). Since the Bayesian approach deals with
uncertainty by treating data collection as an ongoeing process whereby current beliefs
are modified in the light of new information, the uncertainty about the parameter
values is reduced but is never completely removed. One of the main challenges of using
a Bayesian approach in health economics is describing these current beliefs through a
prior distribution (see also chapter 4).

Besides being able to reduce uncertainty by combining sources of information, the
use of Bayesian methods may offer other benefits (Briggs, 1999; Heitjan et al., 1999).
One such benefit is that Bayesian inferences are easier to understand in the sense that,
for instance, Bayesian confidence intervals have a far more intuitive interpretation
than classical confidence intervals. A frequentist 95% confidence interval tells us that
if the trial was repeated often encugh and if a confidence interval was calculated each
time, 95% of those intervals would contain the true difference. Most people, however,



are inclined to interpret the interval as having a 95% chance that the true difference
lies within the interval. Within the frequentist framework this interpretation is not
allowed, whereas it is within the Bayesian framework. Another benefit is that some
problems that cannot be easily handled with classical methods are rather
straightforward using Bayesian analysis. A well-known example is the testing for
equality of means with unegual variances (see Box & Tiao, 1973).

The recent interest in the use of Bayesian analysis in economic evaluations has led
to the “Bayesian Initiative in Health Economics & Outcomes Research™ This initiative
was established in 1997 by MEDTAP Intemational to explore the value of the Bayesian
approach to health economics and outcomes research. Their premise is that the unique
decision-oriented perspective of the Bayesian approach will produce information that
is more interesting and relevant to decision makers (see also www.bayesian-
initiative.com). This idea is, for instance, also supported by Claxton, who describes a
Bayesian approach 1o the value of information and its impiication for the regulation of
new pharmaceuticals (Claxton, 1999a) and optimal trial design (Claxton, 1999b).

Thus, there is a growing trend in health economic literature towards discussions on
how the outcomes of health economic evaluations are used and may be used in aiding
decision making. Results of these evaluations may be used for decisions on
reimbursement for one specific technology, or for the allocation of a budget over a
large number of technologies. Furthermore, outcomes may be used to decide on further
data collection. Some methodological issues regarding the possible role of uncertainty
in the decision-making process are discussed in this thesis.

Outline of this thesis

Chapter 2 presents the *C/E acceptability curve’ as a method for statistical inference
regarding the ICER. This method can be used in economic evaluations that are
performed alongside randomised clinical trials, in which economic data, such as safety
and efficacy data, are collected at the patient level. The acceptability curve measures
the probability that the ICER is acceptable in comparison to a predefined limit R (which
reflects the critical cost-effectiveness ratio society has decided on} for all positive
values of R. The problems and proposed methodology are Hlustrated by using, as an
example, data from a phase I triat in which the costs and effects of anakinra (a poten-
tial therapeutic agent for the treatment of sepsis syndrome} were investigated.

In chapter 3 uncertainty in the design phase of a cost-effectiveness study is
addressed. A simulation method is presented for sample size calculation in such studies
and an assessment made as to how sensitive the esimated sample size is to changes in
assumptions about the expected costs, effectiveness and the correlation between them.
Data from two trials are used to illustrate this; one comparing primary coronary
angioplasty and streptokinase in the treatment of acute myocardial infarction and the
other comparing the efficacy and safety of lansoprazole with omeprazole in the
treatment of reflux oesophagitis.

Chapter 4 summarises some first experiences with a Bayesian economic analysis
based on data from a randomised clinical trial using informative priors. First, &
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univariate approach is presented for the analysis of the differences in costs and effects.
Second, some initial ideas about a multivariate approach for the analysis of the ICER
are presented. Subsequently, the methodology is applied using data from two trials. For
both trials, the balance was assessed between the costs and effects of stent implantation
compared with balloon angioplasty in patients with angina. Several prior distributions
are used for the analysis of the second trial to see how the conclusions differ after
combining data with these priors.

I chapter 5 an example is given of a modelling study that uses sensitivity analysis
to address uncertainty. The objective of this study was to compare the costs and effects
of a fixed dose combination diclofenac/misoprostol and diclofenac alone in the
treatment of patients with rheumatoid arthritis. The sensitivity of the results for
variation in the input variabies was studied both univariately and multivariately {i.e.
probabilistic). The univariate analysis shows which variables markedly influence the
outcome, whereas the multivariate analysis yields the most probable outcome, the
‘worst” and the ‘best’ possible outcome and also the distribution of possible outcomes.

Chapter 6 presents an example of a scenario analysis, as it was performed in the
economic evaluation of the Dutch lung transplantation program. The scenario analysis
describes future transplantation programs, operational for 15 years. This simulation
period is necessary to reach a stable number of patients on the waiting list, which has
not yet been established during the observation period. Societal costs, survival and
quality of life are followed for up to 40 years, comparing the situation with and
without a lung transplantation program. Besides a baseline scenario (i.e. a prolongation
of the current program), two alternative scenarios will be presented: a policy scenario,
resticting the inflow of patients on the waiting list and a donor scenaric assuming a
larger supply of donor lungs. These scenarios address the uncertainty arising from
possible external influences on a parameter.

In chapter 7, models for budget allocation are explored. In most textbooks and
articles on the foundation of cost-effectiveness analysis, one of the basic premises is
that the goal is to maximise health gains given a fixed budget. However, this
optimisation problem does not allow for decreasing marginal value and uncertainty.
An altermative model is proposed with decision makers maximizing a value function
with decreasing marginal returns over health effects and the budget available for
purposes competing with health care spendings. The question is raised whether
different models lead to differences in the decision as to whether a new program should
be implemented, and in the effect of the introduction of a new program on current
programs. Next, attention is given to the fact that, in practice, the estimates of costs
and effects will be surrounded by uncertainty. Clearly, if costs are uncertain, it is
impossible to stay within the fixed budget with certainty. In this chapter an
optimisation problem is formulated that aillows for uncertainty, based on expected
utility. The question may now be asked whether accounting for uncertainty has any
influence on the decision which programs should he funded.

Finally, chapter 8 presents the conclusions of the previous chapters and discusses
recent developments and areas for future research.






CHAPTER 2

Costs, effects and ¢/e-ratios
alongside a clinical ¢rial

Summary

A general approach is discussed to assess the uncertainty surrounding the incremento/ cost-
effectivenass ratio {ICER] estimated on the basis of dote from a randomised clinical trial, The
approach includes the calculation of a 95% probability ellipse and introduces the concept of o
so colled C/E-acceptability curve. This latter curve defines for each predefined ICER the
probability thot the ICER found in the study is gcceptoble. The approach is illustrated by
estimates of costs per fife saved and costs per patient discharged alive on the bosis of data from
o phase I trie/ addressing the value of anokinra in treating sepsis syndrome,



Introduction

Before new medical procedures are introduced, they are traditionally assessed in terms
of safety and efficacy. Such assessments are obligatory in the case of the registration
of pharmaceutical products and there are strict rmales on how such assessments should
take place.

While safety and efficacy may be the primary parameters for the registration of
pharmaceutical products, it is increasingly recognised that additional parameters, such
as costs, need 1o be considered when decisions have to be made about reimbursement.
Since policy makers have encountered large increases in health expenditures because
of the introduction of new medical procedures, there is a growing interest in
information on the additional costs and benefits of these procedures. This need for
information has been formalised in the guidelines concerning pharmaceutical products
in Australia {see Commonwealth of Australia, 1992), in the proposed guidelines in
Canada (see Schubert, 1993), and in the requirement for information about costs and
benefits when financing new health care programmes in The Netherlands (see Rutten
& Bonsel, 1992).

Among the techniques to assess safety and efficacy, the randomised clinical trial
(RCT) is, despite its limitations, respected as the golden standard. The results of an RCT .
may not always reflect common practice and the comparator may not always be the
appropriate one. However, the experimental design minimises potential biases in the
measurement of differences (e.g. Pocock, 1983). Additionally, the RCT offers the
possibility to test, by use of statistical procedures, whether the observed differences are
due to coincidence or not. P-values and confidence limits are common concepts within
clinical trials.

For similar reasons as with respect to safety and efficacy one may state that
economic data should also he gathered in an RCT. This could permit the use of &
statistical paradigm similar to that used for safety and efficacy. However, while there
are a number of well developed statistical procedures, for example concerning survival,
such procedures are not available for the principal outcome of an economic evaluation:
the incremental cost-effectiveness ratio (ICER).

This chapter sets out to solve some of the problems in the statistical assessment of
a ICER. The problems and methodology are illustrated using, as an example, data from
a phase II trial in which the costs and effects of anakinra, a potential therapeutic agent
for the treatment of sepsis syndrome, were investigated. We look at the possibilities for
statistical inference regarding the costs and effects calculating a 95% probability ellipse
and we introduce a new concept based on some of the ideas of O'Brien et al. (1994):
the so-called ‘C/E-acceptability curve. This curve measures the probability that the
ICER -resulting from a trial- is acceptable in comparison to a predefined ICER R for alt
positive values of R. The basic idea behind this concept is generally applicable to a
large number of situations and its use is illustrated using the data from the
anakinra-trial.
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Anakinra versus placebeo

Anakinra is a therapeutic agent developed for the treatment of patients with sepsis
syndrome. Sepsis syndrome is caused by a bacterial infection and may lead to multiple
organ failure, shock and death. During the last ten years aggressive antibiotics and
cardiovascular support have been the standard management, but 4-week mortality has
remained at 20 to 60% (see Parrilo et al., 1990). One of the natural body responses to
infection is the production of interieukin 1 (IL-1) which, when over-produced, may
help lead to sepsis syndrome. In response, the body produces a natural IL-1 receptor
antagonist (IL-1ra) which counteracts the effects of IL-1. [L-1ra can now also be
produced by recombinant techniques {(recombinant methionyl human interleukin 1
receptor antagonist or rhil-1ra) and is being tested in patients with sepsis syndrome.
Here the results will be used of the phase II study. In this study data about costs and
effects were gathered regarding 99 patients with sepsis syndrome (see Gordon et al.,
1992; Fisher et al., 1994). Patients with underlying disease or injury anticipated to be
rapidiy fatal were excluded. In addition, patients with neutropenia due to cancer
chemotherapy or AIDS were not included. Patients were randomised to receive a 100
mg bolus of placebo or anakinra followed by a 72 hours continuous infusion of placebo
or anakinra at 17, 67 or 133 mg/hr: 25 patients were treated with placebo, 25 with low
dose anakinra, 24 with medium dose and 25 pafients received a high dose. Here,
efficacy is determined by evaluating 28 day all cause mortality and the proportion of
patients discharged alive. Additionally, costs are analysed by using length of stay data
during the 28 day study period distinguishing hetween normal and intensive care.

Sepsis is an acute illness which usually results in either a cure or death within 5-10
days. Hence, in order to capture the effects on survival clinical trials such as those for
HA-1A, another experimental agent (see Ziegler et al., 1991), and anakinra have limited
their follow up period to 28 days. It is clear that 28 days is not enough for an estimate
of costs per life year gained. For that purpose one needs long term data. When this is
lacking, one tends to make assumptions, gather information from other sources and use
epidemiological knowledge (e.g. Schulman et al, 1991), but this may produce
unreliable estimates. Here, we limit ourselves to some short term parameters for
effectiveness and we wiil concentrate on costs per additional survivor and costs per
additional patient discharged alive. Additionally, as we are only using the data for
illustrative purposes, we limit ourselves to the comparison between the high dose
anakinra group and the placebo group. Figure 2.1 presents product-limit estimates of
the duration distributions until death and discharge.



The figure clearly indicates the process leading to the results after 28 days of using high
dose anakinra: a trend towards an iIncrease in survival, an increase in the
discharge-rate and an increasing proportion of patients hospitalised. The P-values
indicated in figure 2.1 result from tests on differences in durations (Wilcoxon and
log-rank) under the obvious assumption that patients who have died cannot be
discharged alive.

To obtain an estimate of costs, we distinguish between intensive care and
non-intensive care, Using an estimate of NLG 2,500 for an intensive care day and NLG
1,000 for a non-intensive care day (see Hilgeman et al,, 1992), total costs per patient
are estimated at NLG 33,720 for the placebo group and at NLG 35,100 per patient in
the high-dose anakinra group. The incremental cost-effectiveness or the additional
costs per additional life saved (hereafter called ‘costs per life saved’) can be estimated
at NLG 4,928 and the additional costs per additional patient discharged alive {(hereafter
called ‘costs per patient discharged’) at NLG 11,500. Both figures do not seem to be
particularly high in comparison to the average costs per patient but it is emphasised
that the costs of anakinra are not included since the price has not vet been fixed.
Having only 25 observations the question remains how reliable these results are. In the
next sections we will present a methodology to assess this in a formal way.
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Costs, effects and ¢/e~ratios

The methodology presented in this section has primarily been developed in relation to
the results for the anakinra trial in which effects are measured in terms of costs per life
saved and costs per patient discharged. The results however are applicable to all types
of ICERs such as ‘costs per life-year gained’, ‘costs per percentage change in ejection
fraction’, ‘costs per percentage change in cholestero] level’ etc. Therefore, we will use
a general notation and present the basic formula for the ICER as:

ICER=M5=£ Eq.1
E —-E, AE

in which:
Cr: average costs per patient in the treatment group
Cr: average costs per patient in the placebo group
Er: average effects per patient in the treatment group
Ep: average effects per patient in the placebo group

Following the ideas of O'Brien et al (1994), costs and effects per patient can be
considered as the outcomes from a random distribution. Although costs and effects
may not be distributed normally, with increasing numbers, the averages do approach a
normal distribution. So,

Cr ~ N(lte, ,GF)
C, ~ Nl .0¢,)
E, ~N(u, .0} )
E, ~ N(i;, ,0%)

In all equations L represents the mean and ¢* the variance of a normal distribution.
Additionally E refers to average effects, C to average costs, T to treatment and P to
placebo.



As a conseguence, the denominator and numerator in equation 1, measuring
differences between normally distributed random variables, approach normal
distributions too. So,

AC~N (Juzscro-ic)
AE~N(1,6.6%)

in which:
Hac = He, — He,
Hap = He, —Hg,
Oac =0¢, +0¢,
Car =03 +0Cp
Costs may be correlated with effects and consequently, both variables are not
independent and the combination of both can be seen as the result from a bivariate

nommal distribution f{AE,AC} including five parameters. The joint probability density
function can be expressed as:

FAEAC)= S
ZEO'ACGAE\/ (I~p*)

where:

sl el
1-p~ Coc Oac Car Cae

Here, p is the correlation coefficient of AC and AE taking values between -1 and 1. In
the appendix we show how estimates of all parameters can be obtained when
observations are availzable.

The joint probability distribution of AC and AE can be graphically represented in a
5o called AC/AE-plane (figure 2.2). The lines in figure 2.2 represent for three selected
values of fIAE,AC) the corresponding values of AC and AE. These are “ellipses of equal
probability’, indicating the shape of the joint probability density function of AC and
AE.
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However, this is not what we are interested in, we are interested in the distribution of
the ICER. Formally, the ratio of two normal distributed variables has neither a finite
mean nror a finite variance. This is a well known problem to statisticians and
publications about this go back to 1928 (e.g. Merril, 1928; Geary, 1930; Fieller, 1932).
One of the consequences is that using a Taylor approximation to calculate 95%
confidence limits (as proposed by O'Brien et al., 1994) is formally incorrect. Therefore,
another approach has to be followed. One may propose the calculation of a surface that
would cover 95% of the integrated probability. A possible choice for the shape of such
a surface, leading to a relatively simple analytic solution, is the ellipse of equal
probability. Such an ellipse, containing an integrated probability equal to & (0 < A <
1), is characterised by (see e.g. Gnedenko, 1968) :

1 [AC— Hoc J _2P(AC- Hac }[AE ~ Har ] {AE‘ Her ] = 2In(1-4)
1-p° Gy Tac COae Ose

Eq.2




And by choosing A to be 0.95 a 95% confidence ellipse may be defined. But, this only
regards AC and AE and it does not concern the ICER. For that purpose one would need
to define two straight lines through the origin and choose them in such a way that the
surface included by the two lines would cover 95% of the integrated probability. Again
the shapes of the ellipses of egual probability might be used to choose those lines but
unfortunately, there is no simple analytic solution. (The resulting 95% confidence
intervals will, in general, be asymmetric with respect to the ICER, which is contrary to
the approach of O'Brien et al., 1994} However, the upper and lower C/E-ratios
corresponding with the ellipse characterised by equation 2 might be used as an interval
covering at least 95% probability, indicating that smaller intervals can be obtained.
Additionally, it is noted that this last approach only makes sense when the origin falls
outside the ellipse.

The C/E-ucceptability curve

Building further on ideas of O'Brien et al. (1994) a more general approach can be
followed. Here, the focus is on the probability that the ICER is under a certain
acceptable limit, say R. To calculate this probability we may divide the AC/AE-plane in
two surfaces: above and under the AC/AE = R-line {see figure 2.3).
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The origin of the AC/AE-plane corresponds with the situation where the new therapy
is equivalent to the old therapy. At all other points the new therapy differs either in
terms of costs or in terms of effects. Above the AC/AE=R-line the preference is to reject
the new treatment (see also Black, 1990). Under this line the preference is to accept the
new treatment. Both surfaces can be broken down into three components. Here we wiil

concentrate on the last surface, indicated as the ‘acceptability-surface. The three
components are:

I AC< 0, AF >0
I AC > 0, AE > 0, AC/AF<R
I AC < 0, AE < 0, AC/AE>R

The first component of the acceptability surface corresponds with the situation in
which the new therapy is more effective and is saving costs. The second component
corresponds with the situation that the new therapy is more effective but also more
expensive. The last component corresponds with the situation that the new therapy is
less effective but is saving costs. (This last component can be seen as the mirror of the
second by imagining that the standard therapy is newly introduced and compared with
the new therapy. The standard therapy is more effective but also more expensive and
again, the AC/AE = R-line marks the acceptability from a cost-effectiveness point of
view.)

Increasing the value of R corresponds with turning the AC/AE = R-line anti-
clockwise. Consequently, while increasing the value of R {at positive values of R} does
not affect the size of the first component of the acceptability surface, it increases the
second component and it decreases the third component.

Having divided the AC/AE-plane into two surfaces, above and under the AC/AE =R~
line, we may now calculate the probability that the ICER resulting from a trial is under
R. This probability equals the integrated probability density of f {AE, AC) under the
AC/AE = R-line. Additionally, when R is defined as the limit for which the ICER is
acceptable, we may define this probability as the probability that the ICER that is found
in the study is acceptable. Consequently, this probability changes when R changes and
the exact relaton between the two can be put forward by defining a so called
‘C/E-acceptability curvel In algebraic terms:

F(R)= T TfM,AC(AE,AC) dAC dAE

-0 =00

This curve can be calculated for all non-negative values of R. When R = 0, it measures
the probability that the new therapy will save costs {the integrated density under the
AE-axis). When R is infinite, it measures the probability that the new therapy will be
effective (the integrated density at the right side of the AC-axds). How such a curve can
be used is ilustrated in the next section where it is estimated on the basis of the data
from the anakinra trial.



The C/E-acceptability curve
of high dose anakinra versus placebo

To be able to flustrate the approach introduced in the former section we need patient
specific data about costs and effects from a random sample. In the case of anakinra we
define average costs per patient per day which means that we disregard the fact that
the costs per inpatient day may differ per day and per patient. Additionally, effects are
defined as the change in the proportion survived. It is emphasised that this limits the
range of potential effects to the interval [-1, 1] but it can be shown that the distribution
of the average effects will still approximate a normal distribution.

—

table 2.1 Parameter-estimates of the bivariate normal distribution f{AE.AC)
AE=A (proportion survived) AE=A (proportion discharged)
M. 1380 1380
Hop 0.28 0,12
C..  32x107 3.2 x 107
ie 00152 0.0177
Iol 0.24 -0.31

Table 2.1 shows the estimates of the bivariate normal distributions regarding the
proportion survived and the proportion discharged. Figure 2.4 and 2.5 present the

corresponding probability contours. Here, the outer contours are the 95% confidence
ellipses.
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If the covariance would have been zero, the figures would have formed horizontal
ellipsoids. Here, we recognise a positive and a negative shape in the eliipsoids reflecting
the positive covariance between costs and the proportion survived and the negative
covariance between costs and the proportion discharged. The integrated densities can
be calculated in at least two ways. First, one may use a computer programme like
Mathematica. Second, one may simulate data from the bivariate normal distribution
{for algorithm, see Bratley et al., 1987, sort them, vary the value of R, and calculate
the number of observations with an acceptable ICER. The results concerning the four
quadrants of the AC/AE-plane are presented in table 2.2.

table 2.2 integrated probability density of f(AE,AC)
in the four quadrants of the AC/AE-plane

AE=A [proportion survived) AE=4, [proportion discharged)
2) AC<Q,AE>Q 39.69% 35.79%
b) AC>0,AE>0 59.16% 46.13%
d AC<0,AE<Q 0.73% 4.33%
d AC>0,AE<O 0.42% 13.76%

Concerning the costs per life saved we may conclude that:

a)  The probability that the ICER will be under 0, showing negative costs
and positive effects, equals 0.3969.

b)  The probability that the ICER will be under a certain R showing more
effects and more costs, increases from 0 for R= 0 to 0.5916 for R is
infirite (for R = NLG 100,000, it is 0.5865).

¢)  The probability that the ICER will be under a certain R showing less
effects but also less costs, starts at 0.0073 for R = 0 and decreases to
0 for R is infinite (for R = NLG 100,000 it is 0.0044).

d)  The probability that the ICER will show negative effects and positive
costs equals 0.0042.

We are now able to calculate the C/E-acceptability curve. Figures 2.6 and 2.7 show the
results for R from NLG 0 to NLG 100,000. Under this curve we recognise the three
compenents within the acceptability surface. The first component (I) is independent of
R; this corresponds with the surface of the probability distribution in the
AC-negative/AE-positive quadrant. The second component (1T} increases with R; this is
the integrated density under the AC/AE = R-line in the AC-positive/AE-positive
quadrant. The third component (I) decreases with R. This component (which is
extremely small with respect to lives saved where the relevant lines almost overlap
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each other; figure 2.6) corresponds with the integrated probability under the R-lin¢ in
the AC-negative/AE-negative quadrant.

Having noticed the problems in calculating confidence intervals surrounding a
ICER, other approaches have to be followed. One of the possibilities will be the
calculation of a C/E-acceptability curve as presented here for the case of high dose
anakinra in comparison to placebo. In relation to the small mumber of observations it
may be assumed that the shape of the curve is relatively gradual in this case. It is
expected to be steeper when there are more observations and the exact intervai
between which it is to be estimated will have smaller limits.

In the case that the C/E-acceptability curve exceeds 0.95 it will be possible to give
a 95% maximum level. Here, in the case of costs per life saved, the C/E-acceptability
curve takes the value 0.95 at about NLG 42,000. One may conclude that the ICER - for
which the central estimate was NLG 4,928 - is acceptable with 950 certainty when a
limit to cost-effectiveness is used of NLG 42,000. A similar calculation cannot be made
for the case of costs per patient discharged. There is a 13.4% probability that the ICER
will indicate higher costs and less effects. Therefore, the C/E-acceptability curve will
never exceed 95% and an upper 95%-limit cannot be estimated.
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Discussion

In this chapter we have presented a methodology that is meant to give an idea about
the uncertainty surrounding the estimate of the ICER. Additionally, the methodology
may be useful in following the lines of thought as presented in earlier drafts of the
guidelines for economic appraisal of pharmaceuticals in Ontario {see Laupacis et al.,
1992). Here it was proposed to cluster various technologies according to their ICER and
the C/E-acceptability curve can be used to indicate whether the ICER is within a certain
cluster. As such the approach can be seen as an addition to common statistical analyses
and therefore it is to be preferred that the relevant clusters and their boundaries are
defined in advance together with the clinical hypotheses. This also prevents the use of
the C/E-acceptability curve as & post-hoc instrument to safely indicate which limit has
not been exceeded, an approach that might be seen as of questionable value.

The methodology has been illustrated using the results from a randomised clinical
trial concerning anakinra. This is a typical example of a trial in which the number of
observations is small, where the ICER looks relatively small in comparison to the
average costs, but where there is considerable uncertainty about the reliability of the
estimates. [t is noted that the price of anakinra has not been included in the
calculations and therefore it is emphasised that our example should be interpreted
solely as an illustration.

With respect to the underlying assumptions, it is emphasised that the approach does
not assume normally distributed costs and effects but it does assume that gverage costs
and average effects are normally distributed. This assumption is based on the Central
Limit Theorem and as such it {s ar approximation. Of course, the more observations,
the better the approximation. Ideally, testing for normality would be possible by
splitting the observations in a number of groups each with its own group mean, and
testing whether these means are normally distributed. Such an approach would ask for
many observations. When these are not available, like in the case of anakinra, one
should be aware of the underlying assumption of normality, an assumption that is not
formally tested.

A final remark concerns the usage of the methodology presented here for the
outcome which is more commonly used: costs per life-year gained. For an unbiased
estimate of the covariance between life-years gained and costs, complete patient
specific observations are needed and the use of censored data may bias the estimates.
Such complete chservations are rarely gathered. Moreover, one often needs modelling
techniques to estimate life-years gained and costs in later years. For these analyses
sensitivity analysis will remain very useful and it may be expected that it will only be
replaced by a formal procedure like the one presented here in some ideal cases.
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Appendix

If ohservations per patient are available, estimates of means and variances are obtained
by:

A < “n 1 & (C,T _}a-c )‘.!.
fie, sUm Y, Cr G =~ -
. ; iT C nT_ por nT

J&C,. =1/nP"zPCJP 6'2 m 1 HZP(C':P"HCP)—
i=1

n, —14o np

- < s 1 & (Ep—-fi )

Ju’ET zl/nTZE,T O'E:T = 2 T MET
i=1 ny =143 ny
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Here, the Cr and Er refer to the costs and effects of patient i in the placebo group and
the Cir and Eir refer to the patient specific data in the treatment group. The variables nr
and nr refer to the number of observations in both groups.
Now:

ﬂAC = ﬂc, - .ﬁc,,

IELA.E = ﬁET - ﬁ.e,,

¥ 22 a2

Cyc =0;, +0¢,

a2 ap a2
Gpr =0, T0g,

The correlation coefficient can be estimated by:
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p=
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CHAPTER 3

Sample size calculation
in economic evaluations

Summary

A simulation method is presented for sumple size calculation in economic evaluations. As input
the method requires: the expected difference ond variance of costs and effects, their
correlation, the significance level and the power of the testing method and the maximum
acceptable incremental cost-effectiveness ratio. The method is iflustrated with doto from two
trials. The first compares primary coronary angioplasty with streptokinase in the treqtment of
acute myocgrdicl infarction, in the second triol, lansoprozole is compared with omeprozole in
the treatment of reflux oesophogitis. These cose studies show how the various parameters
influence the sample size.

Given the large number of parameters that hove to be specified in odvance, the lock of
knowledge about costs and their standard devietion, and the difficulty of specifying the
meaximum gcceptable cost-effectiveness ratio, the conciusion of the study is that from a
technical point of view it is possible to perform a sample size colculation for an economic
evaluotion, but one should wonder how useful it is.



Introduction

In general, randomised double-blind controlled clinical trials are seen as the optimal
method to evaluate the efficacy and safety of a new medical technology. These trials
may be either designed to prove superior efficacy or equivalence of the new treatment.
An important part in the design of a clinical trial is the calculation of the sample size
required to demonstrate, with high statistical significance, that the new treatment is
equivalent or superior if indeed it is.

Nowadays, more and more decision makers are not only interested in safety and
efficacy, but also in the balance between costs en effectiveness (e.g. life years or
quality-adjusted life-years), and a goal of a study may be to prove that the new
treatment is cost-effective, i.e. that the incremental cost-effectiveness ratio {ICER) is
below a certain limit. As a result, in the design of a study increasingly the question is
asked what the sample size should be to be able to prove cost-effectiveness. One may
expect the required sample size to be larger compared to efficacy trials, since variation
in costs is usually larger than the variation in treatment efficacy.

For efficacy trials we know that the required sample size is depended on the
assumptions made about efficacy in both treatment groups. If efficacy is measured as -
a proportion, assumptions have to be made about only two parameters. Even with this
small number, the influence of small changes in the assumptions on the required
sample size can be large. This problem will only be exacerbated by assessing cost-
effectiveness, since assumptions have to be made about many more variables.

The purpose of this study is twofold. First, we will show how, using a formula for
the confidence interval of the ICER previously published (see Sacristan et al., 1995;
Laska et al,, 1997), the required sample size may be estimated. Second, we will assess
how sensitive this estimate is for changes in assumptions about the expected costs,
effectiveness and the correlation between them.

Data from two trials will be used to illustrate this: one comparing primary coronary
angioplasty and streptokinase in the treatment of acute myocardial infarction and the
other comparing the efficacy and safety of lansoprazole with omeprazole in the
treatment of reflux oesophagitis.
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Theory

Before sample size calculations can be performed, the hypothesis to be tested, the
method of testing, and the acceptable errors should be known. In testing efficacy the
null-hypothesis usually is Er - Ec = 0, with Er as the expected effects in the treatment
group, and Ec representing the expected effects in the comparator group. If the efficacy
parameter is a continuous variable a t-test will be performed to test the hypothesis, if
it is a dichotomous variable, for instance cure, a chi square test might be used. In
testing, the probability that an cbserved (or more extreme) difference could have been
obtained if the null hypothesis were true is calculated. If this probability is < o, the
nul! hypothesis is rejected. Often 5% is chosen for ¢. Thus, the probability of falsely
rejecting the null hypothesis (type I error), is less than 5%. However, there is also a
chance that one might accept the null hypothesis, when the alternative is true {type I
error). The probability that this happens is usually denoted by B. The power of a study
to detect an effect of a specified size then is 1 - B. If &, the sample size and the effect
one wants to detect are specified, the power may be calculated. On the other hand, it
is also possible to fix B in advance and te calculate the required sample size so that
the study will have a high probability of finding a true effect of a given magnitude.
Much literature has already been devoted to sample size calculations for efficacy trials
(c.g. Lwanga & Lemeshow, 1991; Cohen, 1997).

But imagine that instead of efficacy cost-effectiveness has to be proven. What
should be the null hypothesis, how should it be tested, and how can the required
sample size be calculated? In economic evaluations the variable of interest is the ICER:

CT '"Cc ,
E. -E.
where Crare the expected costs per patient in the treatment group, and Cc in the

comparator group, respectively, and Er and Ec here represent effectiveness rather than
efficacy. This ratio may be estimated by
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One may assume that society will put a limit R on the additional costs that will be
accepted to obtain additional effects. Now, the null hypothesis should be that AC/AE is
unacceptable, i.e. that it is above the R-line {above the R-line means AC/AE < R if AE<0
and AC/AE > R if AE>0, see figure 3.1}. To test this hypothesis, a confidence interval
for the ICER may be calculated and then one may check whether the interval is below
the R-line.

The formula for the confidence interval of a ICER is presented by several authors (see
e.g. Sacristan et al,, 1995; Laska et al., 1997) and is based on Fieller's theorem (Fieller,
1954). The limits L: and L. of the confidence interval of the true ICER may be written
as:

2

(ACAE -1, COV 0 ae ) EI(ACAE =17 | COV, )’ —(ACT 1 O )AE" — 12 05"
(AE* ~1 . 02p)

where t.pe 1s the upper 1-1/20¢ percentage point of a student distribution with
(nr-1)+(ne-1) degrees of freedom, where nr and ne indicate the sample sizes in both
groups (in the appendix it is shown how estimates of all parameters can be obtained
when observations are available).

If the denominator of the above equation is <0, the limits L, and L. represent a
confidence interval of the form (-ee, L] W [Lzee) [(this occurs when AE does not
significantly differ from 0}, if the denominator is >0, we find a confidence interval of
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the form [L,L:]. If both AC and AE do not significantly differ from ¢ at the chosen
significance level, no limits will be found. This means that at that significance level,
the data are consistent with all possible hypotheses concerning the value of AC/AE, and
thus the null-hypothesis can not be rejected.

Fieller's theorem, on which the confidence interval is based, assumes that the
underlying distributions are normal. When working with costs, this will almost
certainly not be the case. However, we are interested in the distribution of the average
costs and the average effects, and the Central Limit Theorem tells that the distribution
of those will approximate a normal distribution if the sample size is large encugh. If
our proposed sampie size estimation method shows that the required sample size is
small, one might suggest the use of a bootstrap method (see e.g. Chaudhary & Stearns,
1996; Briggs et al., 1997; Polsky et al., 1997) for the calculation of the confidence
interval. However, performing a bootstrap simulation within a simulation will increase
computation time considerably.

Since the hypothesis to be tested is one-sided, we seek a 95% one-sided confidence
interval, which is equivalent to caiculating a 90% two-sided confidence interval {of
which one limit is disregarded). If the confidence interval is now below the R-line, we
can reject the null hypothesis that the ICER is unacceptable, i.e. that it is above the R-
line, at the 5% significance level.

Having answered the questions what the null hypothesis should be, and how it
should be tested, the next section will present a simulation method to calculate the
sample size for a given power and .

Sample size calculation

If a trial that aims at demonstrating that the ICER is below a certain limit (say,
arbitrarily, NLG 40,000 per additional survivor] with & = 5% and a power of 80% is set
up, the required sample size can be calculated by simulation. For this simulation,
estimations of the average costs (Lo, Mo and effects {Uer, Jec) in both groups, the
standard deviation of the costs (oo, Ger) and effects (G, Gig) for both groups and the
correlation between costs and effects (p) are required. Furthermore, an assumption
should be made about the distribution of the costs and effects in the patient groups.
For the costs, often a log normal distribution will be a realistic assumption, if the effect
measure is dichotomous a binomial distribution is appropriate. It is assumed that the
sample size shouid be equal in both groups, so nr = ne = n.

Now the estimations are assumed to represent the true distribution of costs and
effects, and thus we can also calculate the expected ICER, which could be for example
NLG 20,000. Since this ICER is indeed below R = NLG 40,000, we expect that the trial
outcome will lead to rejection of the null hypothesis that the ICER is above the R-lire.

The next step is to simulate trial outcomes by drawing random samples from the
specified cost and effect distributions. First this is done for a trial with the arbitrary
sample size n=25. For this sample, it can be tested by means of the method explained



in the Theory section, whether the ICER is above the R-line. If the confidence interval
includes R, the ICER is unacceptable, and thus the null hypothesis will be accepted.
Remember that the distributions of costs and effects are specified in such a way that
we know that the true outcome (NLG 20,000) lies below the line R = NLG 40,000. So,
by accepting the null hypothesis we will make an error.

If 1,000 samples of size 25 are drawn, sometimes the null hypothesis is rejected, in
the other samples it will be accepted. By counting how often the null hypothesis is
rightly rejected, the power may be estimated. In this example, if for 400 of the 1000
trials with a sample size of 25 the right decision is made, the power will be 40%. Since
this power is too low, the procedure can be repeated, now with a sample size of n=50.
By subsequently increasing the sample size, the required sample size for a power of
80% can be found. It should be emphasised that the limit R should be specified in
advance, since this limit has a large influence on the power of the study.

To summarise, 2 backward procedure is used to calculate the required sample size
i.e. for a given n, the power is calculated. As long as the power does not equat the value
predefined, the sampie size is changed and the new power is calculated. This is repeated
until the power has reached the required value. This simulation method is easily
programmed, for this study Pascal was used.

Below, the proposed method will be illustrated with data from two clinical trials. In
the first, both additional costs and additional effects occuy, in the second, effects are
egqual for botk treatment groups, and the additional costs are mainly dependent on the
price difference between the two drugs considered.

Niustration 1: angioplasty vs. streptokinase

In the Zwolle trial patients with acute myocardial infarction either underwent primary
coronary angioplasty or received intravenous streptokinase (see Boer et al., 1594).
Alongside this trial, an economic evaluation was done (see Boer et al., 1995). Effects
were measured in terms of event-free survival after 1 year, here defined as survival
without recurrent myocardial infarction, stroke or additional revascularization
procedures. In the angioplasty group 103 patients out of 152 (68%j) survived without
events, compared to 67 patients out of 149 (45%j] in the streptokinase group.

Costs were defined as all direct medical costs during the first year, including ali
hospital admissions, additional procedures, and other medical events. The average costs
per patient in the angioplasty group were NLG 27,354 (standard deviation NLG 16,245);
in the streptokinase group the average costs per patient were NLG 26,264 (standard
deviation NLG 14,570). The ICER was NLG 4,739 per event-free survivor, and the 95%
one-sided confidence interval was (-o0, 24,1371,

Consider the hypothetical situation where a new trial is to be set up, aiming at
proving superior efficacy of angioplasty in terms of event-free survival after 1 vear
Suppose that, from literature study, we postulate that the probability of success in the
angioplasty group is [er = 0.68 and in the streptokinase group Uec = 0.45. If the
significance level ¢ is set at 5%, in order to achieve a power of 80% we require a
sample size of 65 patients per group.

Now it is decided that proving superior efficacy is not sufficient, it should be proven
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that the ICER is below the (arbitrarily chosen) limit of NLG 40,000 per additional eveni-
free survivor. We use the same ter and pec, and for the costs in each group we postulate
per = NLG 27,354, G = NLG 16,245, Mee = NLG 26,364 and G = NLG 14,570. For the
moment, we assume p=0. The same ¢ and power are assurmed.

Using the simulation method described in the previous section, it is estimated that
each group should consist of 125 patients. Figure 3.2 presents the relation between
power and sample size for varicus limits. Clearly, as the limit increases, the sample size
required to prove that the ICER lies below that limit decreases. For instance, if the limit
is increased from NLG 17,500 to NLG 25,000, the sample size decreases from 500 to
250.

In this example, no correlation was assumed between costs and effects (p = 0). The
simulations were repeated with p = -0.5 and p = 0.5, respectively. If the limit of
R = NLG 40,000 is used, postulating a correlation of -0.5 results in a required sample
size of 175 per group, whereas a correlation of 0.5 yields a required sample size of 70
per group. These results indicate that if a negative correlation is postulated, the
required sample size increases, and if a positive correlation is postulated, the required
sample size decreases. If other estimates of costs and effects are used, the above still
holds. An intuitive explanation for this is that if costs and effects are positively
correlated, the simultaneous distribution of the costs and effects is more or less
‘parallel’ to the R-line. If on the other hand the correlation is negative, this distribution
is perpendicular to the R-line. Thus, a much larger sample size is required for the
simultaneous distribution to lie below the R-line.

fig3.2  Relation between power, sar
. acceptable incremental C/E




We also used the simulation method to study the effect of increasing or decreasing the
standard deviation of the costs, by either multiplying or dividing the standard
deviation by 2. Table 3.1 shows that the closer R is to the ICER (NLG 4,739), the larger
the effect of changes in the standard deviation is.

table 3.1 Effect of changes in standard deviation of the costs on sample size
sD"2 sD /2
R n n n
20,000 350 1050 150
30,000 170 400 100
40,000 120 275 85
50,000 100 175 75

Finally, to see how small changes in all parameters simuitaneously may effect the
resulting sample size, we entered rounded estimates of costs and effects into the
simulation method. So, our parameter estimates are now: Uer = NLG 27,000, Gor =
NLG 15,000, pee = NLG 26,000, Occ = NLG 15,000, per = 0.7, Uee=0.45, p=-0.5 and

R=NLG 40,000. This results in a required sample size of 230 instead of 175, an increase
of 31%%.
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llustration 2: lansoprazole vs. omeprazole

Lansoprazole is a new proton pump inhibitor, developed for the treatment of acid-
reiated gastrointestinal diseases like peptic ulcers and reflux oesophagitis. Proton pump
irhibiters such as lansoprazole and omeprazoie establish a more rapid and frequent
healing of erosive and ulcerative lesions than histamine-receptor antagonists like
ranitidine and famotidine (see Bardhan et al.,, 1995; Umeda et al., 1995). A trial was set
up to compare lansoprazole 30 mg and omeprazole 40 mg in the weatment of acute
reflux oesophagitis {see Mulder et al., 1996).

Patients were included if they had endoscopically proven ulcerative, non-bleeding,
reflux oesophagitis grade I, OI or [Va. The duration of treatment was 4 weeks, but if
lesions had not been healed after 4 weeks, the treatment was extended to 8 weeks. The
lansoprazoie group consisted of 106 patients, the omeprazole group of 105. Cure was
defined as grade 0. After 4 weeks 86% of patients in the lansoprazole group and 80%
of patients in the omeprazole were cured (confidence interval for difference:
[-5%,+18%]). After 8 weeks the healing rates were 96% for the lansoprazole group and
93% for the cmeprazole group (confidence interval for difference: [~4%, +10%)]).

Costs were calculated by considering the price of the drugs. Costs of endoscopy were
not included in this example, since all patients undergo an initial endoscopy, and the
percentage of patients with complaints after 4 weeks was approximately equal (mild to
moderate symptoms: lansoprazole 25.8%, omeprazole 27.2%, p=0.91). The costs of
lansoprazole treatment are NLG 110.45 per month for 30 mg od whereas the costs of
omeprazole treatrnent are NLG 193.50 per month for 40 mg od. Note that the defined
daily dose for omeprazole is 20 mg. In daily practice however, a higher dose of
omeprazole, Le. 40 mg od., is commonly used in patients with severe reflux
oesophagitis (see Mulder et al., 1996). At 8 weeks, the average costs per patient in the
lansoprazole group were NLG 125 (standard deviation NLG 38); in the omeprazole
group the average costs per patient were NLG 228 (standard deviation NLG 74). The
correlation between costs and effects was -0.48. The ICER (at 8 weeks) was - NLG 3,430
per additional patient cured, and the 95% one-sided confidence interval was [-es, 0] \U
[4,287, o). Figure 3.3 shows the 95% confidence ellipse, i.e. a simultaneous confidence
region for both costs and effects. Clearly, even though efficacy of lansoprazole did not
significantly differ from that of omeprazole, it is cost saving.

Again, consider the hypothetical situation where a new trial is set up, with the aim
to prove that lansoprazole and omeprazole are equally effective. The assumption is that
the probability of cure in the omeprazole group wiil be 90%. It now has to be decided
which cure rate for lansoprazole will be considered equally effective and this decision
should be based on which difference is considered clinically relevant. In this exampie
we assume that the efficacy of lansoprazole will be regarded as equivalent if its cure
rate is within 5 percent points of 90%, Furthermore, 0. = 5% and B = 20% are chosen.
By using formulas given by Makuch & Johnson (1989), it may be calculated that such
equivalence study requires 756 patients in each group.



Starting a trial with 756 patients in each group wili be very expensive, so it may be
worthwhile to try to prove cost-effectiveness instead of equivalence,

We assume that effectiveness in both groups is equal, so we postulate
Mer = ee = 0.90; for the costs the assumptions are ter = NLG 125, Gor = NLG 38, pec =
NLG 228 and gcc = NLG 74, and we expect the correlation to be p=-0.5.

fig3.3 Bivariate normal distribution of costs and effect
e paring:lansoprazole and omeprazole. - =
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In deciding on the limit R, it is a good idea to first have a look at figure 3.3. It shows
that lansoprazole will almost certainly be cost-saving, so the limit R now indicates how
much costs we should save, before we are willing to accept 1 patient less cured by
lansoprazole. If a limit of R = NLG 500 is chosen (curing 1 patient less should result in
cost savings of at least NLG 500), the simulations show that, with & = 5%, already with
40 patients in each group a power of 80% is reached. If the limit is R = NLG 1,000 the
required sample size per group becomes 125, and for R = NLG 1,500 the sample size
should be at least 270 patients per group.

Just to see what the effect is of the difference in treatment costs, we ran the
simulation again, now assuming the costs of lansoprazole per month are NLG 155,
leading to por = NLG 176, Gor = NLG 53 (all other parameters remain unchanged).

If R = NLG 500, 175 patients per group are required to arrive at a power of 80%.
Using a stricter limit of R = NLG 1,000, 520 patients per group are necessary, and for
R = NLG 1500 the required sample size becomes 1100 per group.

To summarise, in this example of equivalent efficacy, the number of patients
required to prove that the ICER is acceptable is much smaller than the number required
to prove equivalency. Furthermore, decreasing the difference in treatment costs
provided that all other parameters remain constant, leads to an increase of the required
sample size.



Discussion

Analogous to the calculation of sample size in efficacy or equivalence trials, one would
like to calculate sample size for economic evaluations. This chapter presents a
simulation method that enables the calculation of sample sizes for economic
evaluations, by using the confidence interval for ICERs that has been published by
several authors {e.g. Sacristan et al, 1995; Laska et al., 1997).

It is important to realise that for sample size calculation in economic evaluations,
more prior information is required compared to efficacy or equivalence trials. In the
illustrations presented in this chapter only dichotomous effect measures have been
used. If instead life-years gained or quality-adjusted life-years (QALYs} gained are used,
not onty the expected outcome should be estimated, but the standard deviation as well.
Furthermore, the required sample size is influenced by the expected costs and their
standard deviations and the correlation between costs and effects. In practice it may be
difficult to find a reasonable estimate for the expected costs, and it will be even more
difficult to find an estimate for the standard deviation of the costs. Moreover, the
variation in costs will depend on how detailed resource utilisation is measured. For
instance, if it is expected that some patients in a study may need a PTCA, one might
decide to assign a fixed price to every PTCA performed, but one may also record lengih
of hospital stay, all procedures, medication etc. per patient, to find the costs of the
PTCA. The second method will lead to a larger standard deviation of the costs, and thus
to a larger required sample size.

Besides the above mentioned variables the significance level and the power of the
testing method should be specified in advance, but, moreover, the hypothesis to be
tested should also be clearly defined, that is, it should be decided in advance which
ICER is the maximum acceptable ratio. Defining this maximum acceptable ratio will
not be easy in practce. If QALYs are used as a measure of effectiveness, one may look
at the ICER of other technologies that have already been approved. Here, a distinction
may have to be made betweenr prophylactic treatment policies {e.g. breast cancer
screening), common therapies {e.g. treatment of heart failure with ACE-inhibitors) and
‘high tech’ procedures (e.g. heart transplant}. Unforturately, many clinical trials do not
use QALYs or life years as a measure of effectiveness, but intermediate (efficacy}
measures, like disease-free period, or percentage cured. Such effectiveness measures
make it difficult to compare technologies, and to decide what is acceptable. In our case
studies, this problem clearly arises in the comparison of lansoprazole versus
omeprazole. How does one determine how much society is willing to pay to cure one
extra patient with reflux cesophagitis?

From the above it will be clear that it will not be difficult to manipulate the outcome
of a sample size calculation. If one prefers a sample size of 100 for practical reasons,
it is possible to specify parameters in such a way that the calculations result in a sample
size of 100. So, one may conclude that from a technical point of view it is possible to
perform a sample size calculation for an economic evaluation, but one should wonder
how useful it is.

Regarding the technicalities of samplie size calculation a remark should be made,
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Stinnett (1996) has shown that the estimator for the ICER, as presented in the theory
section, is biased but consistent. Consistent estimators are asymptotically unbiased, and
therefore the bias may be negligible in studies with large sample sizes but is potentially
important when sample sizes are small. This bias does not only influence the point
estimate of the ICER, but also its confidence interval. Both Chaudhary & Stearns (1996)
and Briggs et al. {1997) suggest that the so-called bias-corrected and accelerated
bootstrap interval, which adjusts for bias of the estimator, may be used. For large
sample sizes, the Fieller confidence interval and this bootstrap interval seem
comparable. For smaller sample sizes, it might be better to use the baotstrap confidence
interval, both because of the bias and because the parametric assumptions necessary to
use Fieller may not be valid for small sample sizes. One shouid realise, however, that
performing a bootstrap simulation within the sample size simulation will lead to a large
increase of computation tme.

Finally, one ought to be aware of the fact that the uncertainties in health care are
not only of a statistical nature. An example might be the price difference between
lansoprazole and omeprazole. Given the price difference one may state guite firmly
that lansoprazole is very cost-effective. However, if the cost difference between both
agents decreases, for example due to a price reduction of omeprazole, treatment with
lansoprazole will be less or not cost-effective. One should take into account that just
as with clinical trials research in health care is a snapshot in time and extrapolation to
the future or to other countries may be difficult. That of course makes it even more
important that statistical procedures are available to address those uncertainties in
economic evaluations that gre of a statistical nature.
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Appendix
Cr represents the average costs per patient in the treatment group. For each patient i

(i=1..n7 } an observation Cr is available. Now the average costs in this group may be
estimated by:

R 1 -
Co=—>C.,.
T o Z, T
In the same way, Ce, Er and Ec are estimated.

For the variances of the average costs and effects, the following estimates are

applicable:
6ic = SEéT + SEEC and 57 = SE;T + SEéC where

nr(n,- D1
SEZ_,SE; and SEj_are calculated by the same formula.

Finally, the covariance between the average costs and effects may be estimated by:

€OV scap = €OV, £, +COVe g, :
DVe, g, = (n 2«2.«,- CEr—Ep)
T T
cov Ce—CNE.-E
C(nc DZ( e —C)Ec—E)
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CHAPTER 4

A Bayesian approach te economic
analyses of clinical trials:

the case of stenting versus balloon angioplasty

Summary

New results about the costs and effects of o new therapy may be weighted with prior
information. As such, classical confidence intervals surrounding the costs and effects of a
therapy may not reflect the real uncertainties. Boyesian technigues may improve this by
formalising the way that prior information is taken into occount in assessing the new evidence.
Costs and effects can be anolysed separately, but also, when considering the balance between
costs and effects, they can be anolysed simultaneously. Here, an exomple is given using data
from two tricls that compered costs and effectiveness of stent implantation versus boiloon
angioplasty. The Boyesian results moke it clear that different prior distributions may lead to
different decisions end it is concluded that even Bayesian analysis may not always reflect the
process of capturing the remaining uncertainties.



Introduction

Economic evaluations assessing the balance between the costs and effects of a therapy
may not only summarise the results in terms of single point estimates for the
incremental costs, effects and cost-effectiveness ratio (ICER), but they may also indicate
what the uncertainties are surrounding these estimates. Even when the uncertainty
around the difference in efficacy is reasonable or small, the uncertainty around the
difference in costs and the ICER can be quite large. However, the real uncertainties that
remain after a study has been completed may vary from what is suggested by the data
alone. There may be prior information or prior ideas and the results will often be valued
with this prior knowledge in mind. Bayesian analysis offers a method to take explicit
account of this, potentially reducing the uncertainty surrounding the cost-effectiveness
ratio.

An additioral advantage of using a Bayesian approach is that the interpretation of
the results is more appealing. In the classical frequentist way of analysing data, results
are often dichotomised: a difference is either significant or not. And although some
joummals now propagate the use of confidence intervals instead of P-values, the
interpretation of the confidence interval within a frequentist framework is hardly
appealing. A frequentist 95% confidence interval telis us that if the trial was repeated
often enough and if a confidence interval was calculated each time, 950 of those
intervals would contain the true difference. Most people, however, are inclined to
interpret the interval as having a 95% chance that the true difference lies within the
interval. Within the frequentist framework this interpretation is not allowed, whereas
it is within the Bayesian framework.

Many articles have been published propagating the use of Bayesian analysis in
biostatistics {e.g. Breslow, 1989; Spiegelhalter et al., 1993; Kadane, 1995; Brophy &
Joseph, 1995; Lilford & Braunholtz, 1996) and pointing out the potential advantages
of using Bayesian analysis in economic evaluations (e.g. Eddy et al., 1990; Manning et
al., 1996; Jones, 1996). Moreover, Manning et al. {1996) state that 2 major goal of
methodologists in cost-effectiveness analysis should be to further explore methods like
Bayesian analysis. And while some first steps were taken by Eddy et al. (1990) about
10 years ago, concentrating on univariate analyses estimating single parameters, it was
only recenty that Heitjan et al. {1999} addressed Bayesian estimation of a cost-
effectiveness ratio, using non-informative priors.
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In this chapter, we summarise our first Bayesian experiences of an economic
analysis based on data from a randomised clinical trial also using informative priors.
First, a univariate approach for the analysis of the differences in costs and effects is
presented. Second, some initial ideas about a multivariate approach for the analysis of
the ICER are presented. Subsequently, the methodology is applied using data from the
Benestent [ and [ trials (see Serruys et al., 1994; Serruys et al., 1996; Serruys et al.,
1998). For both trials, the balance was assessed between the costs and effects of stent
implantation in comparison with balloon angioplasty. Finally, the results are reviewed
by asking how the Bayesian results compare with the classical ones in reflecting our
uncertainties.



Background

Currently, there are a number of ways to assess the uncertainties surrounding estimates
of costs, effects and the ICER. Within the recent literature, the assessment of the ratio
has drawn most attention, and currently there are at least two methods that are
comrnoniy used to find a confidence interval surrounding this ratio: Fieller's method
(Fieller, 1954) and bootstrapping (see e.g. Chaudhary & Stearns, 1996). Both methods
do not use any prior information and inference is solely based on the data from the
trial. Usually no assumption is made about the underlying distribution of costs and
effects. In practice it is only assumed that the average costs and effects follow a normal
distribution which is reasonable for sample sizes large encugh. Which sample size is
large enough depends on the underlying distributions (see Briggs & Gray, 1998a), for
binomial distributions, for example, a rule of thumb is np>5 and n{1-p}>5. When the
number of observations is large, both methods lead to similar results concerning the
distribution surrounding the ICER.

In order to carry out a Bayesian analysis, it is necessary to assume parametric
probability distributions for both costs and effects and their simultaneous distribution.
When such a probability distribution is seen as a function of its parameters, for fixed
observations, it is called the likelihcod function. Additionally, prior distributions need
1o be specified for the parameters of both distributions. Subsequently, posterior
distijbutions are obtained after combining the data from the experiment with the
knowledge reflected by the prior distributions. Thus, the posterior distributions reflect
all uncertainties after having carried out the study.

A variety of likelihood functions can be chosen for costs and effects and an
additional variety of distributions can be chosen for the priors. Generally, both the
likelihood function and the prior distribution may be extremely flexible, such as a
mixture of normals. Most combinations of prior distribution and likelihood will result
in posteriors that do not follow any standard parametric form. Subsequently,
evaluation of such posteriors may require extensive simulation methods, like Markov
Chain Monte Carlo (MCMC) methods (see e.g. Gelman et al., 1995; Carlin & Louis,
1996). If one does not want to use these simulation methods, the potential choices of
distributions are rather limited. Here, we will avoid MCMC simulation by choosing
convenient priers for the parameters of the distributions and we will concentrate on
the situation where costs may be characterised by a log normal distribution and where
effectiveness is described by a dichotomous variable.

If one has no prior ideas about the distribution of the parameters being studied, one
may choose a non-informative prior. For the mean of a normal distribution, a non-
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informative prior would be a distribution giving equal weight to all values from -=o to
%0 {e.g Carlin & Louis, 1996). However, a prior distribution may also be more
informative, for example based on the ideas of one or more experts. In this case, it is
advisable to explore a number of different priors and see how the conclusions after
combining data with these priors differ.

Another possibility is to use data from previously completed studies. This approach
is followed by Eddy et al. (1990): updating the distribution of the parameter as data
comes along. Here, if a technology is studied for the first time, a non-informative prior
is used. Subsequently, when a second study is conducted, the posterior from the first
analysis is used as a prior for the analysis of the second study, and so on. In practice,
such an approach will lead to similar results as a ‘classical’ fixed-effect meta-analysis.

In the exaraple discussed here, the last approach will be followed. Additionally,
when addressing the multivariate model, we wiil also follow the idea of Brophy &
Joseph {1995) and we will weigh the data from the previous trial when specifying the
prior distribution. This is achieved by using the observed mean from the previous
trial(s) as the mean of the prior, and by multiplying the observed variance from the
previous trials with a factor greater than one to define the variance of the prior. This
factor is chosen greater than one to reflect additional uncertainty due to unknown
factors.

gyesion approach te economic analyses of clinical tricls



Methods

Costs ~ univariate analysis

A Bayesian analysis of costs starts with assuming a parametric distribution. This may
be any kind but here we will assume - as indicated before - a log normal distribution
{ie. the log of the costs follow a normal distribution) characterised by two parameters,
u and o If we have n observations of ¢, the likelihood of all the observations is the
product of the likelihood [(the probability density function (pdf) flc|(.¢%) regarded as a
function of 1 and &% for a fixed observed value ¢ of each individual observation, i.e.

flelp.o?)= f[f(cf- (TR 8
iz

Additionally, it is assumed that the parameters L and ¢° themselves have a pdf (U, G%),
the so-called prior distribution. Here we assume that w(L¢% = n(Wn(c?) and that
(U} = N(tho,%). Furthermore, following the literature we choose an inverse gamma
distribution Inv-y*(ve,0%) for m(G*) (e.g. Gelman et al., 1995; Box & Tiao, 1973).

The posterior distribution of UL and 6%, given our ohservations, can be calculated as:

R 7,6 flel p.o")
- E = n - ?
T O Tatnot e oo ydude?

e (11.0°) flc | n.o™)

o1, in words, as the product of the prior distribution and the likelihood function, up to
a normalising constant.

Given that the combination of the various distributions results in a posterior that
does not follow a standard parametric form, we use the fact that the conditional
marginal posterior distribution of |1 given G* is normal:

plote~ N, 12 | Eq. 4
where
A {7 g— . 1
H, = 2 ﬂ0+ 2 ) 1036',- and T, =
4T o+ T+

( logc, denotes the average of the log costs).
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For the marginal posterior distribution of ¢° it can be shown that (e.g- Gelman et al.,
1995):

Flo®leyee T, N, | 1. 73) Inv=27(0" vy, 05) [ Nloge, 1 ,.67) - Eq. 2
i=1

This posterior function can now be evaluated on a discrete grid of values of G* by
choosing values of ¢* at regular intervals, calculating £ (G%/¢) for each of these values,
and by normalising the results so that they add up to 1. Subsequently, values can be
drawn (for instance 1000} from this grid (i.e. from the posterior distxibution), and these
values can be used to estimate the posterior mean and a 95% posterior interval {the
Bayesian equivalent of a confidence interval) for ¢°. Furthermore, every draw of ¢*
can be used to draw a posterior value of U using the conditional posterior distribution
of [, thus allowing the estimation of the posterior mean of [, and the estimation of a
95% posterior interval.

By saving all of the simulated values of ¢ and [, the expected costs can then be
calculated by using

E(COStS)z gi.H-O.S*a: - Eq_ 3

When starting the analysis, one may or may not use prior information or ideas about
the parameters of the cost distribution. Without such information, so-called ‘non-
informative’ distributions are used for L and ¢* The prior distribution for u, N(ts, %)
can be made non-informative by choosing the variance large enough to ensure that the
choice of Wo has little influence on the posterior. Analogously, the inverse gamma
distribution Inv-y*(ve, ¢%) for ¢° becomes non-informative if vo is chosen sufficiently
small to ensure that the choice of ¢% has little influence on the posterior.

Effectiveness - univariate analysis

As with costs, a Bayesian analysis of effects starts with assuming a parametric
distributior. When considering for example event-free survival at a certain point of
time, one may use a binomial distribution with parameters n and p. In that case, the
beta-distribution may be a convenient prior, characterised by two parameters (a,b) and
defined on p €[0,1]. It is convenient in the sense that it is conjugate io the binomial
distribution, ie. it yields a beta posterior distribution. If y is the number of event-free
survivors and n is the sample size, the posterior pdf is Beta(a+y,b+n-y) (see Gelman et
al., 1995), with

E(ply=—23Y  and Var(ply)=ELYE-E@IN] Eq. 4
a+b+n at+b+n+l

A non-informative distribution is found by choosing a=b=1, equivalent to a uniform
prior.
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Incremental cost-effectiveness ratio - multivariate analysis

For the assessment of the uncertainty surrounding the ICER, costs and effects have to
be analysed simultaneously in order to take account of the correlation between costs
and effects. Suppose that we have observations (c,er)...., (cne.) on costs and
effectiveness for n patients. These costs and effects have a pdf with one or more
parameter f{c,ei0s,...,04), and it is assumed that the parameters ©h,...,8: themselves have
a prior pdf wt(6r,....0). According to Bayes’ rule the posterior distribution is

F8,,...8,1c.e) o< 1(B,,....6,) fc.e 1 6.....0,) .

Often, it will not be easy to define the likelihood function f(c.el0r,....8:) directly. When
applying the examples for our univariate case, a simultaneous distribution for costs
and effects should be defined so that the marginal distributions are a log normal and
a binomial distribution. If a suitable likelithood function is found, it will often lead to
a complicated posterior distribution that requires advanced techniques like MCMC
methods to be evaluated. However, when confronted with large sample sizes one might
also use an approximation based on the Central Limit Theorem. In that case, the
averages of costs and effects approximately follow a bivariate normal distribution, or

VG e-r{(2)).

where X is the 2x2 variance matrix (here the variance is the square of the standard
error).

]

If we write  § = (i) and U= (?] , the likelihood function is
e

FEImE) = [Z eXP(—%(i ~Wy 2N~ u)) :

Our parameter of interest is |l However, £ is also an unknown parameter and the
posterior distribution of L when Z is known differs from the distribution of |1 when X
is unknown (see Gelman et al., 1995). Without a formal solution for small sample sizes,
we use the knowledge that for a large sample size the sample variance matrix
converges to the true variance matrix. Thus, we assume that Z is known and equal to
the sample variance matrix (Heitjan et al., 1999 make the same assumption in their
non-informative approach).

T
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Now, given our former choices, it is only the prior distribution of [ - the parameter
of interest - that remains to be specified. Choosing a normal prior may now be most
convenient, considering that the likelihood is also normal and that the combination of
both will Iead to a normal posterior. Additionally, unless prior knowledge is heavily
skewed, a bivariate normal prior will often be sufficient to describe the prior regarding
L. So, the prior can be defined as follows:

f~ Nty Ay)

and non-informative priors can be obtained by choosing large variances.
It can now be shown that the posterior can be written as (see Gelman et al., 1995)

Suiy.n)= N(:urAi) s

where .
U = (A;: +3 )‘ (Al +=7'9),
A =AL+E

After calculating the posterior distributions for two treatment groups, the posterior
distribution of incremental costs and incremental effects can be found by using the fact
that the difference of two independent normally distributed variables is itself normally
disributed, with the mean equal to the difference between the two means, and the
(cojvariance equal to the sum of the two (co)variances. And, with this multivariate
posterior distribution, the ICER can be calculated with its 950 posterior interval {sce
Fieller, 1954).

Another way of describing the uncertainty surrounding the estimate of the ICER is
to use the acceptability curve presented in chapter 2. Wakker & Klaassen (1995) pointed
out that, in the frequentist framework, the acceptability curve can not be seen as a
confidence interval in a formal statistical sense. Within the Bayesian framework
however, the interpretation of the acceptability curve becomes straightforward: this
curve gives for every limit (R) that society might place on the ICER the probability that
the ICER is indeed below this limit. As Briggs & Fenn (1998) argue, the information
contained in the acceptahility curve will often be more in line with the information
required by decision makers. It should be noted that an ICER is considered acceptable
either if the incremental effects are larger than zero and the ICER is smailer than R or
if the incremental costs and effects are both smaller than zero and the ICER is larger
than R. This means that, assuming R=50,000, an ICER of 1,000/0.1=10,000 is
acceptable, whereas an ICER of -1,000/ -0.1=10,000 is not acceptable.



An example

Here we wili apply the ideas presented above to the analysis of the Benestent I and
Benestent II studies. In both trials, the balance between costs and effectiveness of stent
implantation in comparisor with balloon angioplasty was assessed. The first study,
carried out between 1990 and 1993 (see Sermuys et al., 1994}, was z landmark study
which showed that stents were superior in terms of the prevention of revasculaxisations
but that treatment was associated with increased risk of bleedings and increased
hospital stay. In the second study, carried out between 1995 and 1997, a heparin-coated
stent was used in combination with a better anticoagulation regimen, and as tested in
a pilot study, this decreased the risk of bleeding and lead to no excess hospital stay (see
Serruys et al.,, 1996; Serruys et al., 1998). Effectiveness was defined as ‘event-free
survival after 1 year, where events were: death, myocardial infarction, cerebrovascular
accident and revascularisations. Costs included the costs of the initial procedure,
follow-up (including the costs of events), medication and diagnostic procedures.

For the analysis of the stent group in the Benestent I trial, it seems very reasonable
to assume a non-informative prior, since little was known zabout the costs and
effectiveness of stent procedures at that time. For the balloon angioplasty group one
might have a less vague idea about costs and effectiveness prior to the analysis of the
Benestent I, but here we will assume a non-informative prior for this group too.

Before the results of the Benestent II were available, it seemed reasonable to expect
the results of the balloon angioplasty group to be similar to the results of the Benestent
I. For the stent group however, an improvement in effectiveness might be anticipated.
With this in mind, a non-informative prior for the stent group was chosen for the
analysis of the Benestent II. For the balloon angioplasty group, three prior distributions
were specified: a non-informative prior (thus disregarding all information from the
Benestent I), a prior equal to the posterior of the Benestent I analysis, and a prior using
only 50% of the information from the Benestent I trial {this latter prior is only used in
the multivariate analysis).

All calculations and simulations were done using a spreadsheet program (Quattro
Pro).

The classical approach

Table 4.1 shows the main summary statistics of the trials and figure 4.1 shows the
estimated confidence ellipses for both studies. We immediately recognise that the
outcormnes will pose a problem in the interpretation of the results of the suggested
Bayesian analysis. That is, contrary to our expectations we see substantial differences
in the effectiveness of the balloon angioplasty: 67% in the Benestent I trial and 79%
in the Benestent I trial, This might be a coincidence, but given the differences in timing
it may not be. However, it was highly unexpected which is contrarily to the difference
in the costs and the effectiveness in both the stent arms, which were expected.
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table 4.4 Summary statistics for Benestent | & H (all costs in NLG)
Benestent | £ Benestent li
Stent Balloon Difference Stent Balloon Difference
angio angio
plasty plasty
N | 259 257 205 200
% event-free 77.6 66.9 10.7 88.7 79.0 9.7
survivors (SE) | {2.6) (2.9 (3.9} 2.2) (2.9) (3.6)
average costs 24,5892 15,867 8,725 18,028 15,877 2,149
per patient (SE) & {553) (633) (840) {832) {748) {1.118)
ICER 81,688 21,975
SE= Standard error
ICER: Incremental cost-effectiveness ratio




Bayesian analysis of costs and effects

Given the lack of prior knowledge, non-informative priors were used for the Bayesian
analysis of the Benestent I data. For costs we defined the priors for
W and ¢® as N(10,100) and Inv-%*(0.01, 0.26), respectively. Both distributions have a
large variance, ensuring that our arbitrary choices for fo (10) en 6% (0.26} have little
influence on the posteriors. The non-informative priors for effectiveness were defined
as beta(1,1), which is equivalent to a uniform prior on [0,1].

In the method section, we described how the posterior distribution of ¢* {equation
2) can be evaluated through simulation. Using this method, we find (with 2000 draws
from the grid) a posterior mean of 0.269 and a posterior variance of 0.00055 for G%
when considering the balloon angioplasty group in the Benestent I data. Every draw of
¢* is now entered into eguation 1, and from this conditional distribution a posterior
value of | is drawn. From these draws, we find that the posterior mean of W is 9.52
and the posterior variance is 0.001. Every pair of il and &7 is then entered into equation
3 resulting in an estimate for the posterior expected costs in the balloon angioplasty
group of 15,599, with a standard error of 546. The same can be done for the stent
group. Then, by taking the difference between the costs in the two groups for every
draw, we also find the distribution of the difference of the expected costs.

To calculate the posterior effectiveness, equation 4 can be used. This leads, for
example in the balloon angioplasty group in the Benestent I trial where 172 patients
out of 257 survived without an event, to a beta(173, 86) posterior distribution with a
posterior mean of 0.668 and variance 0.00085. The distribution of the difference in

table 4.2 Univariate Bayesian analysis of costs and effectiveness
in Benestent trials {all costs in NLG)
Benestent | Benestent il
Stent Balloon | Difference Stent Balloon | Difference
angio angic
plasty plasty
Posterior mean % | 77.4 | 66.8 | 10.6 | ss4 |787 |97
event-free survivors: & {2.6) (2.9) (X)) f{2.2) (2.9 (3.7)
non-informative prior (SE)
Posterior mean costs: © 24,468 | 15583 | 8,858 17,572 | 15572 | 1,997
non-informative prior (SE) | (475} (548) om) (548} {614) (831)
Posterior mean % 88.4 721 16.3
event-free survivers; (2.2) 2.1 (3.0)
Benestent | prior for balloon
angioplasty group (SE)
Posterior mean costs; 17,572 | 15,639 | 1,934
Benestent | prior for balloon (548} (430) (696)
angioplasty group (SE)
SE = Standard error
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effectiveness can be evaluated by drawing from both posterior beta distributions and
calculating the difference for each draw. Table 4.2 presents the results for both arms
and their difference.

For the analysis of the Benestent II, we first used the same non-informative priors
as for the Benestent I {N(10,100); Inv-%2(0.01, 0.26}; beta(1.1) ) and followed the same
procedure as above to estimate the posterior costs and effectiveness. The results of this
analysis are given in table 4.2. Additionally, we used the posterior results for the
balloon angioplasty group from the Benestent I as prior for the same group in the
Benestent T study while using a non-informative prior for the stent group. So, for the
balloon angioplasty group the prior of U is now N(2.52, 0.001). Since the posterior
distribution of 62 was very close to a normal distribution, the prior of G2 is defined as
N(0.269, 0.00055). Notice that in equation 2, the inverse gamma distribution is replaced
by a normal distribution. The prior for effectiveness in the angioplasty group is the
beta(173, 86) distribution, equal to the posterior of the Benestent I analysis. In figure
4.2, this prior distribution is shown together with the distribution of the observed data
and the resulting posterior.

In the same way as before, we may simulate from the posteriors of both groups and
calculate the differences in costs and effectiveness. Again, table 4.2 shows the results
of the analysis with an informative prior for the angioplasty group.

If we compare the results of a Bayesian analysis with a non-informative prior (table
4.2} to the average costs per patient as we calculate them in the classical framework
(table 4.1), we see that the difference is very small. This is what we expected to find,
given the non-informative priors. The reason for this difference is that the data does



not follow a log normal distribution exactly. So it is not the Bayesian approach itself
causing the difference, but the explicit use of a model (that does not fit the data
perfectly) for the cost data instead of simply calculating the sample mean and variance.

Bayesian analysis of the incremental cost-effectiveness ratio
For the multivariate analysis, we use a bivariate normal distribution as prior

for u:(‘ch : M~ N Ay)
My

For the analysis of the Benestent 1 data, we again use a non-informative prior. In the

Benestent trial, the square of the standard errors was of the order of 10%, so a prior with

a variance of 10° will be non-informative. Given this large variance, the prior mean

has little influence on the posterior, so any reasonable value may be used. The prior we

used had the following mean and variance:

20,000 U
Ho _( 0.9 ] and - Bo={ 100 qg )
With these, the posterior distributions for the two groups are equal to the likelihood.
Table 4.3 presents the posterior for both groups and for the differences in costs and
effects.

For the analysis of the Benestent II, we again used a non-informative prior for the
stent group. For the angioplasty group three different priors were defined: a non-
informative prior, a prior equal to the posterior of the Benestent I and a prior giving a
weight of 500 to the Benestent I data (this is done by multiplying the variance matrix
of the Benestent I by 2).

table 4.3 Resuits of multivariate Bayesian analysis
of costs and effectiveness in Benestent |
{presented are the five parameters of the bivariate normal distribution;
2ll costs in NLG; effectiveness in proportion avent-free survival)
He He o’ o’ 4

Prior stent 120,000 0.9 10% 10" 0.1

Likelihood/ posterior stent  £24,583 0.776 305,759 | 0.00067 =0.80

Prior angioplasty  £20.000 0.9 10'° 10" 0.1
Likelthood/ posterior angioplasty 315,869 0.689 401,228 |0.00086 -0.80

Posterior difference 8,724 0.107 706,979 |0.00153 -0.80

Note: for the liketihood, sample means, their squared standard errors
and the sample correlation are reported.
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Table 4.4 presents the results of the multivariate Bayesian analysis of the Benestent
Il data. One might notice from this table that the posterior mean costs for priors 2 and
3 (NLG 15,462 and NLG 15,460) are not between the prior mean costs (NLG 15,869)
and the mean observed costs (NLG 15,877) as one might expect intuitively.
Furthermore, the posterior mean costs for prior 3 (NLG 15,460) does not lie between
those associated with prior 1 (NLG 15,877) and 2 (NLG 15,462} which one might have
expected. It should be noted that in general, when working with multivariate models
in a Bayesian framework, intuitions developed in basic models may not always
correspond with the outcomes in more complicated settings. In our situation, the
posterior for the costs is influenced by the effects and vice versa. Carlin & Louis (1996)
discuss several examples of non-intuitive posteriors.

tabte 4.4 Results of multivariate Bayesian analysis
of costs and effectiveness in Benestent |l
[presented are the five parameters of the bivariate normal distribution;
all costs in NLG; effectiveness in proportion event-free survival}

He He o o P
Prior stent | 20,000 0.8 10" 10" 0.1

Likelihocd/ posterior stent 18,026 0.888 692,771 0.00049 | -0.67

Likelihood angioplasty 15877 0.79 557,199 | 0.00083 | -0.65
Prior angioplastyl | 26,000 0.9 0% 10 0.1
Prior angioplasty 2 15,868 0.669 401,220 | 0.00086 | -0.80
Prior angicplasty 3 15,869 0.669 802,440 1 0.0172 | -0.80

Posterior angioplasty 1 15877 0.78 557,199 | 0.00083 | -0.65
Posterior angioplasty 2 15,462 0.73 223918 | 0.00042 | -0.75
Posterior angioplasty 3 15,460 0.75 315,547 | 0.00056 | -0.72

Posterior difference 1 2,148 0098 1,249,971 | 0.0013 -0.62

Posterior difference 2 2,564 0.158 916,641 0.00091 ~0.64
Posterior difference 3 2,567 0.137 1,008,27¢ | 0.00105 | -0.64

Prior angioplasty 1: non-informative prior; Prior angioplesty 2. posterior Benestent | is used as prior
for Benestent il; Prior angicplasty 3:only 50% of the information from the Benestent | trial is used.

Note: for the likellhood, sample means, their squared standard errors and
the sample correlation are reported.




Figure 4.3 shows the confidence ellipses for the three posterior distributions for the
angioplasty group. From left to right the ellipses become smaller, indicating the
decrease in uncertainty that is observed when some knowledge from the previous trial
is included in the analysis.

For each of the posterior distributions of additional costs and effects, the ICER and
its 95% posterior interval can be calculated (see Fieller, 1954). When no information
from the Benestent I trial is used, the ICER is NLG 21,984 with a 95% posterior interval
(2,265, 90,612]. If the prior for the bailoon angioplasty group is based on the posterior
from the Benestent I, we find an ICER of NLG 16,269 with a 95% posterior interval of
[5,157 , 35,413] and if only 50% of the information in the Benestent I on the balleon
angioplasty group is used as prior, these numbers become NLG 18,642 and [5,247 ,
45,576]. So, the point estimates vary substantially, and while NLG 16,269 per
additional event-free survivor might be considered acceptable, NLG 21,984 might not
be. Here, it may be more appropriate to consider the three acceptability curves

Benestent | prao' '
aHoongr
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associated with the three different prior distributions used as presented in figure 4.4.
(Note also that all values have positive incremental effects.) The question whether the
three different posteriors lead to different decisions depends on the limit that society
puts on the ICER. If the limit is about NLG 10,000 per additional event-free survivor,
the probabilities that the ICERs are acceptable are almost identical (20%). However, if
the limit is about NLG 30,000, the probabilities differ substantially (65%, 80%, 90%)},
presumably leading to quite different decisions.



Discussion

This chapter has explored a Bayesian approach to economic analyses of clinical trials.
First, a univariate method was discussed where costs and effectiveness were analysed
separately. Second, a multivariate approach for the analysis of the ICER was presented,
taking account of the covariance between costs and effects. Both types of analyses
were illustrated with data from two clinical trials. For the illustration of the
multivariate approach, three different prior distributions for the balloon angioplasty
group were defined, each leading to a different posterior distribution.

Within our approach, the goal was to keep the computations as simple as possible,
as the main purpose was to get an impression of how the use of prior information
influences the ocutcome. Unfortunately, almost any full model leads to complicated
posterior distributions that require advanced technigues to evaluate them. Even in the
simple example of the Benestent study we had to rely on an approximation method
that is expected to work well only if the sample size is large enough (some simple
simulations indicate that n should be at least 50). In that case, one may assume that at
least the average costs and effects follow a normal distribution and that the posterior
(co)variance will be very close to the observed (cojvariance. Naturally, the next step
towards a multivariate approach must be to work with the full model for individual
observations and to compare the results of MCMC approaches with the results of the
current approximation method.

In general, if non-informative priors are used, the results of the Bayesian and
frequentist analysis will be similar, but as was mentioned in the introduction, an
important advantage of using Bayes is the straightforward interpretation of the
confidence interval and the acceptability curve. The 95% confidence interval (or
posterior interval) now tells us that the probabilizy that the ICER is in this interval is
0.95, and the acceptability curve actually tells us for various limits on the ICER what
the probability is that the ICER is acceptable.

As such, using non-informative priors has its advantages. However, in order to take
full advantage of everything Bayesian analysis has to offer, one may want to use
informative priors. Here, an example was used where data from an earlier trial were
used as the prior for a later trial, an approach that leads to similar results as obtained
by weighted pooling of the data in a frequentist meta~analysis. The example led 10
some striking results. At the start of the Benestent I trial, it was expected that the costs
and effects in the balloon angioplasty arm would be similar to the results in the
Benestent I trlal. However, while costs were very similar, the effectiveness differed by
more than 10%, suggesting that the two balloon angioplasty groups may not have been
as comparable as thought beforehand.

This is why it is recornmended, when using a Bayesian approach, to calculate a
posterior distribution for a number of prior distributions. These priors should represent
the various ideas that experts and decision makers may have on the subject. If the
posterior distribution is more or less the same for each of these priors, the choice of
prior is apparently not very important. If on the other hand the posterior distributions
clearly differ, it might be an indication that more research is required.
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One aspect of Bayesian analysis that has not been discussed in this chapter is model
checking. As in frequentist analysis, it is important to check the adequacy of the fit of
the model to the data. Gelman et al. (1995) devote a chapter of their book on methods
- for model checking. In frequentist analysis, assumptions about the underlying
distribution of costs and effects are seldom made explicit, and consequently model
checking is hardly ever seen as part of a study. Within the Bayesian framework, explicit
assumptions are made about the distribution of costs and effects and about the prior
distribution, and thus an explicit, critical evaluation of the model may always be
needed. An advantage of a Bayesian approach is that testing hypotheses about different
models (model refers here both to the likelihood function and the prior distribution) is
fairly straightforward, with no requirement about hypotheses being nested and no limit
on the number of hypotheses considered simultanecusly.

In the analysis of the Benestent II, we found unexpected results in the balloon
angioplasty group, i.e. an improved event-free survival compared to the Benestent L
This was probably the resuit of the availability of bailout stenting, permitting a more
aggressive approach to balloon angioplasty. With this in mind, it might have been
better to have used a completely different model for the data. The method used in this
chapter, using the posterior of the Benestent I as a prior for the Benestent II, is
comparable to a fixed-effect meta-analysis. Given the ocutcome of the Benestent I, a
so-called hierarchical model might have been preferable. Such a model is similar to a
random-effects model in frequentist meta-analysis. However, exploring such a model
would require computations that are far more complex.

Finally, our exploration of Bayesian analysis in economic evaluations does not
answer the question whether all health economists showld become Bayesians. We
expect that disadvantages of a technical nature, for example having to calculate the
posterior distribution, may be overcome. However, we also expect the problems about
formulating the prior distributions wiil never be resolved. What is known and what is
not, and how to reflect this, may remain an art and may never become a science. On
the one hand, one would like to define one’s prior knowledge beforehand. However,
one may then get the peculiar results as presented in our example. On the other hand,
one might be tempted to redefine the prior after assessment of the posterior, so that the
posterior will lead to a certain decision. This seems extremely opportunistic, and this
may also not be what we are searching for.

In conclusion, we feel that the potentials of the Bayesian approach need o be
investigated further. In Bayesian terms, we may conclude that adding our experience
to our prier expectations has left us with a posterier distribution with a large variance.
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CHAPTER 5

The cost-effectiveness of diclofenac
plus misoprostol compared with
diclofenac monotherapy in patients
with rheumatoid arthritis

Summary

The objective of this study was to estimate the cost-effectiveness of treatment with o fixed
dose combination of diclofenac and misoprostol compared with diclofenac monotherapy in the
prevention of nonsteroidal anti-inflammatory (NSAID)~induced ulcers in rheumaotoid arthritis
(RA) patients.

A modei was used to incorporgte estimates of costs, incidence of ufcers ond their
complications, death rates and the efficacy of misoprostol. The costs per uicer-free period
gained and costs per additional survivor were colculated. Cost-effectiveness was colculated for
the trectment of all RA patients, and of risk groups only.

The analysis showed that if 100 RA potients receive 3 months of treatment with diclofenac plus
misoprostol, instead of diclofenac alone, this will lead to overail additional costs of NLG 773,
while 8.82 symptomatic ulcers and 0.019 decths will be prevented. If this treatment is given
only to patients at high risk for NSAID-induced ulcer, cost-savings will accur instead of
gdditional costs. Univariate sensitivity analysis showed thot the outcomes are sensitive to
changes in: the percentage of ulcers treated in the ambulatory setting, the price difference
between diclofenac and the fixed dose diclofenac/misoprostol combination, the percentage of
ulcers with complications, and the efficacy of misoprostol.

In conclusion it can be stated that treatment with diclofenac/misoprostol is cost-saving in RA
patients ot high risk for NSAID-induced ulcers. For RA patients in generol, the cost-
effectiveness of this intervention compares favourably with that of other preventive policies.



Introduction

Rheumatoid arthritis (RA) is a chronic, multisystem disease that ¢ccurs in about 1 to
2% of the Dutch population {see Valkenburg, 1980). Women are affected about 2.5
times as frequently as men, and the total direct medical costs related to rheumatic
diseases amount to 160 million Dutch Guilders (NLG) per year (see e.g. Valkenburg,
1980; Koopmanschap et al., 1991). Although pain, swelling and ercsions of multiple
joints are the most common characteristics of established RA, exira-articular features
may also occur, for example in the lungs, heart, kidney and skin.

Nonsteroidal anti-inflammatory drugs (NSAID) play an important role in the
treatment of RA, because of their anti-inflammatory effect and ability to relieve pain.
Unfortunately, NSAID treatment is associated with serious adverse effects such as
dastritis, peptic ulceration (complicated by bleeding or perforation) and platelet
dysfunction, which may even be fatal. Much research has been done to find drugs that
may prevent these gastrointestinal (GI) adverse effects. In 1988, Graham et al. found
that NSAID-treated osteoarthritis patients who were receiving misoprostol developed
significantly fewer gastric ulcers compared with controls.

Several cost-effectiveness analyses of prophylactic treatment with misoprostol were
based on this study (e.g. Hillman & Bloom, 1989; Edelson et al., 1990; Knill-Jones et
al., 1990; Drummond et al., 1992; Jénsson & Haglund, 1992; Gabriel et al., 1993). Some
of these analyses showed that cost-savings were associated with misoprostol
prophylaxis, whereas others did not. A critical appraisal of these studies was published
by Stucki et al. (1994), addressing the causes for those differences. However, since then,
the results of trials investigating the use of misoprostel in RA patients, trials including
patients with both gastric and duodenal ulcer as endpoints, and trials in which
misoprostol was administered in a fixed dose combination with the NSAID diclofenac
have been published (see Bolten et al., 1992; Verdickt et al, 1992; Melo Gomes et al.,
1993; Graham et al., 1993; Barradell et al., 1993). Also, the effects of misoprostol in
serious GI complications, such as bleeding ulcers, has been investigated by Silverstein
et al. {1995). With this new information, the balance between costs and effects of
misoprostol prophylaxis may be re-evaluated (see Pouvourville, 1995).

The objective of this study was to compare the costs and effects of a fixed dose
combination (fdc) of diclofenac and misoprostol with those of diclofenac alone in the
treatment of RA patients.

Methods

The current analysis evatluated the cost-effectiveness of an fdc of misoprostol and
diclofenac in comparison with diclofenac monotherapy in patients with RA, for the
Dutch situation. An attempt was made to calculate medical costs from a societal
viewpoint, i.e. where possible, real costs were used. Nonmedical and indirect costs were
not taken into account. The analysis is mainly based on two recently published studies
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of the clinical effectiveness of misoprostol in patients with RA.

The first study compared an fdc of diclofenac/misoprostol with diclofenac alone in
the prevention of endoscopically diagnosed wlcers, in treatment groups of about 170
patients (see Verdickt et al.,, 1992). The trial lasted for 12 weeks. At the end of this
pericd, all patients had an endoscopy to investigate the gastric and duodenal mucosae
for lesions and ulcers. In the fdc group, 6 out of 137 (4.4%) patients had developed an
ulcer, compared with 17 out of 153 (11.1%) patients in the diclofenac group. 11% of
patients in the fdc group withdrew because of adverse events, compared with 8.5% of
those in the diclofenac group.

In the second study, patients receiving continuous treatment for RA symptoms with
NSAIDs were either assigned to misoprostol or to placebo to study the effectiveness of
misoprostol in the prevention of serious GI complications (perforated or bleeding ulcer,
endoscopically proven, see Silverstein et al., 1995). Both treatment groups consisted of
about 4400 patients and the duration of the trial was 6 months. In the NSAID plus
misoprostol group, 16 out of 4404 (0.36%) patients had a perforated or bleeding ulcer
(with a proven lesion), while in the NSAID plus placebo group this proportion was 33
out of 4438 (0.74%) patients. Premature withdrawal because of adverse effects occurred
in 27.5% of the patients in the misoprostol group and 20% of those in the placebo
group.

The model

Because: (I) no data on costs were gathered alongside the trials; (I both frials
addressed different aspects of NSAID-induced GI complications; and (1) both trials did
not completely reflect common medical practice in The Netherlands, we constructed a
mathematical model to convene data from various sources. Using the model, the costs
and effects of several scenarios were compared.

We defined two baseline scenarios. In the first scenarip, 100 RA patients receive
diclofenac {50 mg, twice daily (bid) or 3 times daily {tid)] for 3 months. In the second
scenario, they receive fdc diclofenac/misoprostol (50 mg + 200 ug, bid or tid). In
several alternative scenarios, only RA patients with an elevated risk for ulcers are
treated with fde diciofenac/misoprostol. We used the results of a study by Fries et al.
(1991) to identify the most important risk factors, namely prednisone use, history of GI
gvents, age > 75 years, or a combination of these.

The patient flow for RA patients receiving diclofenac treatment is represented in
figure 5.1, from left to right. The first step in the model is the development of an
endoscopic ulcer (i.e. an ulcer verifiable with gastroscopy). Only some of these ulcers
cause symptoms, so a separate stage was defined for patients who require ambulant
treatment for a symptomatic ulcer. Both asymptomatic and symptomatic ulcers may
lead to sericus complications (bleeding or perforation) requiring admission to a
hospital, and sometimes even surgical treatment. In addition, a small number of
patients may die as a result of GI-complications.

ectiveness of diclofenac / misoprostof
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For those patients receiving fdc diclofenac/misoprostol, the model is basically identical
except for the addition of a stage in which patients may stop treatment as a result of
misoprostol-related adverse effects (mainly diarrhoea). Since RA patients need NSAID
treatment for pain relief, it is assumed they either fully comply to their fdc treatment
or switch to diclofenac monotherapy after discontinuation of their fdc treatment.
Because it has been shown that the median time to the onset of misoprostol adverse
effects such as diarrhoea and abdominal pain is 2 to 3 days, it was assumed that
patients who discontinue fdc treatment do so in the first 2 weeks (see Gels, 1992).
The cost-effectiveness of prophylactic treatment with fde diclofenac/misoprostol
was defined both as additional costs per symptomatic ulcer-free period gained, and as
additional costs per additional survivor. Symptomatic ulcers were defined as
ambulatory treated ulcers plus asymptomatic ulcers leading to complications.
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Epidemiology

Table 5.1 presents the estimates of the probabilities included in the model. Probabilities
for the occurrence of endoscopic ulcers and complicated ulcers were directly obtained
from Verdickt et al. (1992) and Silverstein et al. (1995), respectively. Note that both
probabilities are defined as a percentage of all 100 RA patients (see figure 5.1},

table 5.1 Probability estimates used in the model (3-month probabilities)

Variable {treatment} § Baseline Range (%) Distribution
estimate (%)
Endoscopic ulcer [diclofenac) | 11.1 6.1 - 16.1 Normal
Endoscopic ulcer {fde) | 4.4 0.95-7.8 Normal
Probability endoscopic ulcer | 10 1.2 - 440 Log normal
requires ambulatory treatment
Complications [diclofenac) | 0.37 0.25 - 0.50 Normal
Complications (fde) [ 0.18 0.09 - 0.27 Normal
Probability complication } 10 5-15 Uniform

is preceded by
ambulatory treatment

Death from &1 £ 0.04 0.01 ~ 0.06 Normal
complications {diclofenac)

Death from GI | 0.02
complications (fde}

Surgery [ 22.5 15 =30 Normal

Withdrawal from treatment | 4.2 14-7.0 Normal
because of adverse effects (fdc)

Proportion GU : DU | 1.2 :1 1.0:1 = 1421 Normal

fde = fixed dose combination; GI = gastrointestinal; GU = gastric ulcer; DU = duodenal ulcer




The percentage of patients requiring ambulatory treatment for a symptomatic ulcer was
also derived from Silverstein et al. (1955). In that study, 86 ulcers were reported in the
group that did not receive prophylaxis, resulting in an 1% incidence of symptomatic
ulcers requiring treatment within 3 months of NSAID therapy. Combining this 1%
incidence of symptomatic ulcers with the 11% incidence of endoscopically proven
ulcers found by Verdickt et al. (1992) we estimated that 10% of endoscopic ulcers cause
symptoms requiring ambuiatory treatment.

The 1% incidence of symptomatic ulcers from Silverstein et al. (1995} is confirmed
by two trials that studied the GI adverse effects of NSAID treatment. in which
incidences of 0.5% and 1% were found for ulcers and bleedings (see Giercksky et al,,
1989; Eversmeyer et al., 1993). These studies were not endoscopy controlled, so these
percentages represent spontaneous reporting of symptoms by patients. In other studies,
much higher percentages (44% and 30%) of the ulcers were symptomatic (see Larkai et
al., 1987; Farah et al, 1988). In these studies, a randorn selection of RA patients
underwent gastroscopy and were asked whether they had experienced Gl symptoms.
However, it is not to be expected that all patients who reported GI symptoms visited a
physician to seek treatment for these symptoms. Since we were only interested in ulcers
that require ambulatory treatment, the higher percentages were not used in the baseline
scenario, but were included in a separate sensitivity analysis.

The proportion of complicated ulcers that are preceded by ambulatory treatment was
derived from two studies in which patients admitted to hospital for complications were
asked about previous symptoms and about medication for ulcer treatment (see
Armstrong & Blower, 1987; Jorde et al., 1988). Witk these findings, it was estimated
that approximately 10% of the patients who were admitted to hospital for
complications were started on antiulcer medication for an endoscopically proven ulcer
before their admission.

Using Dutch nationwide hospital registration data (see SIG Zorginformatie, 193],
we determined the number of admissions for complicated ulcers in The Netherlands in
1991. This was related to the number of surgical procedures for complicated ulcers in
1989, after adjusting this number to 1991 values according to the linear time trend
between 1985 and 1989 (see De Nederlandse Lever Darm Stichting, 1992). Thus, we
calculated that 22.5% of patients with complicated uicers reguire surgery.

Since treatment of ulcers varies with type, an assumption about the relative
proportions of gastric and duodenal ulcers had to be made. In the baseline scenarios,
it was assumed that diclofenac treatment causes 200% more gastric than duodenal ulcers
{i.e. 6 gastric ulcers for every 5 ducdenal ulcers; see e.g. Mellem et al., 1985; Farah et
al., 1988; McCarthy, 1989).

Several studies have reported the percentage of patients taking fdc
diclofenac/misoprostol that discontinued the study medication because of adverse
effects. The overall percentage of patients withdrawing was estimated to be 4.2% (see
Geis, 1992).

To estimate the proportion of patients who die as a result of GI complications we
used the results of a large prospective study by Fries (1991) of 2,700 RA patients
(average follow-up 3.5 years) that reported an excess GI death rate of 0.15% per year.
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The proportional decrease in complicated ulcers among patients treated with fde
compared with patients taking diclofenac was used as a proxy for the proportional
decrease in the death rate of patients receiving fdc.

Based on the same study, Fries et al. (1991) developed a simple scoring system. (by
means of multivariate analysis of risk factors) enabling the direct calculation of the risk
of ulcer complications for RA patients. With this model, we calculated the probability
of complications for various risk groups (table 5.2).

table 5.2 Estimates of the risk of developing a complicated ulcer
in the various risk groups (3-month probabilities)
Risk groups Probability (%)
Prednisone 0.825
History Gl events 0.7
Age 75 0.65
Age 80 0.725
Age 85 0.775
Age 75 & prednisone 0.825
Age 75 & prednisone & history Gl events 1.075
G! = gastrointestinal

Costs

Combining information from the literature (see Van Berge Henegouwen & Bijlsma,
1991; McGuigan, 1994) and information about treatment policy in two Dutch general
hospitals, we developed treatment profiles for an ‘average’ patient. For ambulatory
treatment, it was assumed that patients are referred for gastroscopy by either their
general practitioner {(GP) or rheumatologist. During the gastroscopy, biopsies are done
(gastric ulcer is checked for both helicobacter pylori and malignancy, duodenal ulcer
for helicobacter pylori only). If a gastric ulcer is found, the patient has to return for a
conirol gastroscopy after 6 or § weeks, to check whether the ulcer has healed. Of the
patients with an ulcer, 43% recejve treatment with ranijtidine (for 8 wecks), 38.6% with
omeprazol (gastric ulcer 6 weeks, duodenal 3 weeks) and 18.4% with cimetidine {for 8
weeks) [data or file, Searle]. After the injtial gastroscopy, patients with a duodenal
ulcer visit their GP or rheumatologist once or twice, and patients with a gastric ulcer
visit a gastro-enterologist once on an outpatient basis. Patients admitted to hospital for
a bleeding or perforated ulcer have one gastroscopy on admission and one before
discharge. Furthermore, they receive the same medication as ambulatory patients.

For gastroscopy and in-hospital days real costs were calculated; for consultations
and surgery, tariffs were used (see COTG (Central Organisation on Tariffs in Health



Care), 1995). Medication costs were based on 1995 prices. (Exchange rate at time of
study: NLG 1 = 0.60 $US.) Only direct medical costs were taken into account. Table 5.3
shows the various cost estimates. Since only 3 months of treatment were evaluated, no
discount factor was applied to the costs.

tablie 5.3 Cost estimates used in the model (baseline estimates and the range used
in the multivarigte sensitivity analysis)
Costs are in 1995 Dutch Guilders (NLG; NLG1=$USC.80, 1995)
and are for 3 months’ treatment. The drug costs are based on twice daily dosage
Baseline cost Range
estimate (NLG)
Diclofenac 38 10%
Fde diclofenac/misoprostol 47 10%
Gastroscopy 246 10%
Biopsy 90 10%
Consultations GU 130 20%
Consultations DU 90 20%
Medical treatment GU 224 20%
Medical treatment DU 183 20%
Cost of hospitafisation GU 9,280 20%
Cost of hospitalisation DU 8,120 20%
Surgery GU 1,500 10%
Surgery BU 2,150 10%
fde = fixed dose combination; GU = gastric uleer; DU = duodenal ulcer

Sensitivity analysis

The sensitivity of the results to variation in the input variables was studied both
univariately and multivarately. The univariate analysis shows which wvariables
influence the outcome significantly. This analysis was carried out by subsequently
increasing and decreasing all variables with 200. If changing a variable with 20%
altered the outcomes by 10% or less, the outcome was considered not sensitive to that
variable. Changes in the outcomes of more than 10% were reported. The multivariate
analysis determines the most probable outcome, and also the ‘worst’ and the ‘best’
possible outcomes. For this purpose, a probability distribution was defined for each
variable. Where possible, distributions were based on trial data. For cost estimates, a
range of either £10% or +20% (depending on the uncertainty regarding the estimate)
was used. For the percentage of ulcers that were treated ambulatory, a log normal
distribution was defined with a mean of 10% and an upper boundary of 44%.
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Results

The model showed that, if 100 RA patients receive 3 months of treatment with
diclofenac monotherapy, 1.45 symptomatic ulcers will occur and 0.0375 patients will
die as a direct result of GI complications. The total costs for this treatment policy are
NLG 19,825 per 100 patients. If patients are treated for 3 months with fdc
diclofenac/misoprostol, it was estimated that the number of symptomatic ulcers will
decrease to 0.63 and the number of deaths to 0.0189, whereas costs will increase to
NLG 20,598. Comparing the two scenarios, we found that treatment with fdc
diclofenac/misoprostol costs NLG 773 extra, but prevents 0.82 symptomatic ulcers,
0.18 hospital admissions for complicated ulcers, 0.04 operations on bleeding or
perforated ulcers and 0.019 deaths (all per 100 patients). Thus, the additional costs per
symptomatic ulcer-free period gained amount to NLG 949 and the additional costs per
additional survivor to NLG 41,790.

Cost-effectiveness ratios of other prophylactic treatment policies are mainly
published as costs per life-year gained. Therefore, we made a rough calculation of the
number of life years that may be gained by fde therapy compared with diclofenac
monotherapy. It was assumed that RA patients with GI events have an average age of
65 (see Fries, 1991). In The Netherlands, the life expectancy at the age of 65 is 18 years
for women and 15 years for men, and the median life expectancy of RA patients is
approximately 3 years less in woraen and 7 years less in men {see Netherlands Central
Bureau of Statistics, 1993; Vandenbrouke et al., 1984). Because 71% of RA patients is
female (see Valkenburg, 1980}, this leads to an expected number of life-years gained
per death prevented of 13 without discounting, and 10 after discounting by 5%. When

table 5.4 Costs and effects of treatment with a fixed dose combination of
diclofenac and misoprostol compared with diclefenac freatment
for high risk groups
Costs arg in 1995 Dutch Guilders (NLG; NLG1 = $US0.60, 19935)
and are for 3 months’ treatment of 100 patients

Risk groups Additional Symptomatic Additional
costs {NLG) ulcer-free Survivors
periods gained

Prednisone - 801 137 0.031
History Gl events - 1,267 1.53 0.035
Age 75 ~ 957 1.42 0.032
Age 80 - 1,423 1.59 0.038
Age 85 - 1,733 1.70 0.038
Age 75 & prednisone - 2,044 1.81 0.041
Age 75 & prednisone & history Gl events - 3,598 2.36 0.054




combined with the costs per additional survivor, an estimate of NLG 4,179 per life-year
gained results.

If treatment with fdc diclofenac/misoprostol is limited to patients who have a high
risk for NSAID-induced ulcers, savings will occur instead of additional costs. Table 5.4
gives the results for the various risk groups. Older patients who take prednisone and
have a history of GI events showed the highest savings and the greatest effects. If those
patients received diclofenac, it was estimated that 4.18% would experience a
symptomatic ulcer and 0.11% would die as a result. if 3 months of treatment with fdc
diclofenac/misoprostol is given instead, the percentage of symptomatic ulcers decreases
to 1.83 and only 0.055% of the patients will die from a complicated ulcer.

Univariate sensitivity analysis

Table 5.5 gives an overview of those variables for which the results of the cost-
effectivencss analysis are most sensitive. Clearly, changes in the percentage of
complicated ulcers (i.e. an ulcer requiring hospitalisation) have more influence on the
outcome than changes in the percentage of endoscopic ulcers. This is easily explained
by the fact that only 10% of patients with a endoscopic ulcer seek (ambulatory)
treatment, whereas all complicated ulcers reguire treatment, at much higher costs.

Regarding the cost estimates, the results were most sensitive to changes in the costs
of dicloferac ard fde diclofenac/miseprostel. The impact of changing the treatment
costs for complicated ulcers by +20% is less remarkable, but still important: both costs
per symptomatic ulcer-free period gained and costs per additional survivor change by
45%.

Two variables were studied more closely: the percentage of endoscopic ulcers treated
ambulatory, and the price difference between diclofenac and fdc
diclofenac/misoprostol. For both variables, a ‘break-even point’ was calculated, ie. the
value at which the costs associated with fdc treatment will be equal to those associated
with diclofenac monotherapy. For the percentage of endoscopic ulcers treated
ambulatory this value is 250, and for the price difference between diclofenac and fdc
diclofenac/misoprostol it is NLG 6.50 (price per month at the standard daily dosage).
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table 5.5 Results of the univariate sensitivity analysis
Baseiine Additional | Symptomatic | Additional
value costs (NLG) | ulcer-free SUrvivors
pericds gained
Baseline scenario 773 0.82 0.0185
% Endoscopic ulcers diclofenac 13.3% 11.1% 504 1.03 0.0185
% Endoscopic ulcers diclofenac 8.9% 942 0.60 0.0185
Efficacy of fdc on endoscopic ulcers 70% 60% 694 0.92 0.0185
Efficacy of fdc on endoscopic ulcers 50% 862 0.70 0.0185
% Complicated ulcers diclofenac .44% 0.37% 70 0.88 0.0210
% Complicated uicers diclofenac 3% 1,477 0.75 0.0141
Efficacy of fdc on complicated ulcers 60% 50% 481 0.84 0.0217
Efficacy of fdc on complicated ulcers 40% 1,165 0.78 0.0145
% Death from complicated uicers +20% 0.04% 773 0.82 0.0222
% Death from complicated ulcers -20% 773 0.82 0.0147
Costs diclofenac +20% NLG 38 ~2,180 0.815 0.0185
Costs diclefenac -20% 3,727 0.815 0.0185
Costs fde diciefenac/misoprostol +20% NLG 47 4,343 0.815 00185
Costs fdc diclofenac/misoprostal -20% =-2,797 0.815 0.0185
Costs of ambulatory treatment +20% NLG 788 671 0.815 0.0185
Costs of ambulatory treatment -20% 876 0.815 0.0185
Costs of complicated ulcers +20% NLG 9,404 428 0.815 0.0185
Costs of complicated ulcers ~20% 1,118 0.815 0.0185
fde = fixed dose combination

Multivariate sensitivity analysis
A multivariate sensitivity analysis was done by running the model 5000 times, each
time with values for the parameters that were randomly chosen from the probability
distributions specified in table 5.1. Table 5.6 presents the mean, median and a 95%
range for costs and effects. The frequency distributiens of the additional costs and the
additional survivors are approximately normal, whereas the distribution of the
symptomatic ulcer-free periods gained is skewed to the right. Because of this skewness,
the upper limit of the 95% range is relatively high. If we consider only the 50% range,
we find that half of the outcomes are between 0.35 and 1.00.

With the outcomes of the simulation, a so-called cost-effectiveness acceptability
curve was constructed (see chapter 2). Such a curve shows, for every limit that society



table 5.4 Results of the multivariate sensitivity analysis
Mean Median 95% range
Additicnal costs (NLG)! 778 801 -2,144 10 3,542
Symptomatic ulcer-free periods galned | 0.84 0.57 0.15 to 3.10
Additional survivors | 0.0180 0.0171 0.6018 to 0.0366
Casts per symp. ulcer-free period gained (NLG)§ 2,539 1,183 ~2,665 to 16,833
Costs per additional surviver (NLG} ¢ 74.838 42,788 -171,689 to 568,506

may put on additional costs per additional survivor, the percentage of simulated cost-
effectiveness ratios that are below that limit. In interpreting this curve, it should be
realised that savings combined with lives gained are always deemed acceptable while
additional costs combined with lives lost are always deemed unacceptable. With this
method, in our model 1% of the simulation outcomes were unacceptable and 29%
acceptable, regardless of the limit used. For the remaining 70% of the outcomes,
acceptability depended on the limit chosen by society. Figure 5.2 presents the
relationship between the limit for the costs per life-year gained and the percentage of
our simulation outcomes that are deemed acceptable,
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Discussion

The current cost-effectiveness analysis shows that preventive treatment with fdc
diclofenac/misoprostol in all RA patients will generate symptomatic ulcer-free periods
and iife years in return for extra costs. However, if this preventive treatment is given
only to risk groups, such as patients treated with prednisone and patients with a history
of GI events, it will also save costs.

Of course, this conclusion depends on the assumptions incorporated in this model.
Therefore, an extensive sensitivity analysis was performed. The univariate analysis
demonstrated that, in particular, the results are influenced by the costs of diclofenac
and fdc diclofenac/misoprostol, the probability of endoscopically proven ulcers and
complicated ulcers, and the percentage of ulcers that require ambulatory treatment. The
mudtivariate analysis showed that the median costs per additional surviver amount to
NLG 42,788, but that these costs may vary between -NLG 172,000 and NLG 569,000
(table 5.86).

Our estimates on the number of complicated ulcers and the efficacy of misoprostol
in preventing these ulcers were obtained from a study by Silverstein et al. (1995). It
should be noted that in this shidy the average daily dosage of misoprostol was 650 Mg,
whereas in our model an average dosage of 500 g was used. The latter equals the
average recommended daily dosage for fdc diclofenac/misoprostol of 50 mgf200 ug bid
or tid in The Netherlands (see Dutch Health Insurance Funds Council, 1995). Since the
effectiveness of misoprostol is known to be dosage-dependant, the percentage of
complications in the fdc group may well be an underestimate (see Graham et al., 1988).
On the other hand, in the trial by Silverstein et al., various NSAIDs were used, some of
them known fc cause more, others to cause fewer, ulcers than diclofenac. Clearly, every
adjustment of the estimate would be arbitrary, so the results as reported by Silverstein
et al. were used without modification.

To ensure comparability of our results with those of other cost-effectiveness studies,
we also included costs per life-year gained as a measure of effectiveness. As already
pointed out by Stucki et al. [1994), it would have been even more appropriate to use
quality-adjusted life-years. Quality of life may be affected by misoprostol in two
different ways. On the one hand, patients who have an ulcer may experience a
temporary decrease in their quality of life, particularly patients with a bleeding ulcer.
Misoprostol will prevent part of this decrease. On the other hand, some patients taking
misoprostol will develop diarrthoea, which may alse affect their quality of life. Since
this diarrhoea is often self-limiting, it is most Hkely that the decrease in quality of life
is transient in nature. However, without additional research it is hardly possible to
quantify both effects, and therefore we decided not to estimate quality-adjusted life-
years.



Several studies on prophylactic treatment with misoprostol have been published.
However, most of these studies evaluate the cost-effectiveness of misoprostol
prophylaxis in ostecarthritis patients with abdominal pain (see Hillman & Bloom, 1989;
Knill-Jones et al., 1990; Jonsson & Haglund, 1992; Gabriel et al,, 1993). In a study by
Edelson et al. (1990) prophylaxis for RA patients was considered. Comparing our
results with those of Edelson et al. is not straightforward, since they measured costs per
episode of GI bleeding prevented as the main outcome. Furthermore, in our study,
misoprostol was administered as an fdc with the NSAID, as opposed to separately,
which leads to a better compliance. What can be said is that the cost estimates for the
treatment of ulcers and for misoprostol are much higher in the study by Edelson et al.
than in our study, which may be explained by the differences in the structure of the
health care systems (see OECD, 1987).

If the costs per life-year gained (NLG 4,179) are compared with those of other
preventive policies, treatment with fdc diclofenac/misoprostol seems favourable. For
instance, the costs of screening for breast cancer were estimated at NLG 7,650 per life-
year gained (see De Koning et al., 1991), screening for cervix carcinoma at NLG 24,000
per life-year gained (see Van Ballegooijen et al, 1992), and cholesterol-lowering
therapy for men with chelesterol level above 8 mmol/l at about NLG 30,000 per life-
year gained (see Martens et al., 1989).

At present, the Dutch Health Insurance Funds Council approves of the use of fdc for
long term NSAID users at high risk for GI complications. They currently define high
risk patients as the elderly and patients with a history of proven GI ulcers. From our
analysis, it appears that fdc diclofenac/misoprostol is not only cost-saving for these
patients, but also for patents using prednisone. The choice of whether or not to
approve of fdc for other RA patients taking NSAIDs long term remains arbitrary. Payers
will probably take into account not only the cost-effectiveness ratio - which seems
favourable compared with other [(approved] preventive therapies - but also the
nationwide costs involved. Whereas the additional costs per patient per year are only
minor (NLG 31), the relatively high prevalence of RA (1 to 2%0) could lead to an annual
investment of several million NLG.

Even though the results clearly indicate that treatment with fde
diclofenac/misoprostol in RA patients at high risk for GI adverse reactions leads to both
health gains and economic benefits, physicians may be reluctant to adopt such a
treatment policy. This reluctance may be attributable to a dislike of prescribing
combination therapy, the feeling that fdc treatment does not leave any space for
experimentation with combinations of dosages, and the feeling that it is not rational
to adopt a prophylactic treaiment against the adverse effects of NSAIDs when the
treatment itself may cause unpleasant adverse effects. This may be outweighed by the
much lower price of misoprostol in the fixed dose combination (NLG 9 per month in
an fde, compared with NLG 64 per month when prescribed separately) and the

convenience of an fde for patients whao are obliged to take many different drugs each
day.
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Based on currently available data on the effectiveness of misoprostol, epidemiology
of ulcers and costs, it may be concluded that treatment with fde diclofenac/misoprostol
is cost-saving for RA patients at high risk for NSAID-induced GI adverse effects. For
RA patients in general, the cost-effectiveness of the treatment policy compares
favourably with that of other preventive policies.
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CHAPTER 6

Cost-effectiveness of lung transplantation
in The Netherlands: a scenario analysis

Summary

The objective of the study wos to calculate the cost-effectiveness of scenarios concerning lung
transplantation in The Netherlonds. A microsimulation model was developed, predicting
survival, quality of life, and costs with and without transplontation program, bosed on data of
the Dutch fung transplantation program of 1980-173895. Included were 425 patients referred for
lung transplantation, of whom 57 underwent transplantation.

The analysis of the basefine scenario showed that the estimated costs per life-yeor gained are
NLG 194,000, and the costs per quality-odjusted fife-year (QALY) gained NLG 167,000,
Restricting patient inflow (“policy scenaric”) lowers the costs per life-year gained: NLG 172,000
{costs per QALY gained: NLG 144,600). The supply of mare donor lungs could reduce the costs
per life-year gained to NLG 159,000 (NLG 135,000 per QALY gained, 1NLG = 0.6US$, based on
the exchange rote at the time of the studyj.

In conclusion it may be stoted that lung transplantation is an expensive, but effective
intervention: survival and quality of life improve substantiolly ofter transplantetion. The costs
per life-year gained are refatively high, compured with other interventions and other types of
transplantation. Restricting the patient inflow andfor raising donor supply improves cost-
effectiveness to some degree. Limiting the extent of inpatient screening or lower future costs
of immunosuppressives may slightly improve the cost-effectiveness of the program.,



Intreduction

Lung transplantation is a fast-growing and expensive medical intervention. World-
wide, about 6,000 lung transplants have been performed in more than 100 centres (see
St. Louis International Lung Transplant Registry, January 1997). However, reliable
information on cost-effectiveness of lung transplantation programs is lacking. To our
knowledge, only one retrospective pilot study on this topic was published thus far, by
Ramsey et al. (1995a). Its small sample size and limited cost-analysis prohibited firm
conclusions. In this chapter, we will estimate the cost-effectiveness of various scenarios
of future lung transplantation, based on detailed data from a large technology
assessment of the Dutch lung transplantaton program, as performed during 1990 to
1995 (see TenVergert et al, in press}. This study was initiated by the Dutch National
Health Insurance Board, to support public reimbursement decisions.

The scenario analysis describes future transplantation programs, operational for 15
years. This simulation period is necessary to reach a stable number of patients on the
waiting list, which has not yet been established during the observation period. Socie-
tal costs, survival and quality of life are followed up fo 40 years, comparing the situa-
tHion with and without a lung transplantation program.

Several scenarios will be presented: a baseline scenario, a prolongation of the
current program; a policy scenario, restricting the inflow of patients on the waiting list;
and a donor scenario, assuming a larger supply of donor lungs.

Material and methods

From November 1990 until Aprit 1995, data were gathered on all patients who entered
the Dutch lung transplantation program. Patients are eligible for the program if they
have irreversible, progressively disabling end-stage pulmonary or cardiopulmonary
disease with a predicted life expectancy of less than 12 to 18 months (see Boer &
Mannes, 1993). The first phase of the program is the application phase in which
potential candidates are identified on the basis of written information of the referring
physician. The other phases of the program are outpatient screening, inpatent
screening, pretransplantation, waiting list, transplantation {perioperative and intensive
care), inpatient follow-up, and outpatient follow-up. A total of 425 patients was
referred to the program. Of these patients, 303 entered the outpatient screening phase
and 179 were accepted for the inpatient screening. One hundred-and-twenty patients
were placed on the waiting list. Finally, 57 patients received a transplantation. Two
patients died during the transplantation phase and nine patients died during the
follow-up.

During the screening phase, patients may be rejected, screening may be deferred, or
patients do not contact the lung transplantation team for more than 12 months. With
exception of the application phase, for all phases and for all patients, length of stay
was registered, with the reason for leaving the phase. Furthermore, all costs (direct
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medical, direct nonmedical and indirect nonmedical) and data on quality of life were
collected. In addition, several other patient characteristics were registered, of which we
used diagnosis, age, body length and blood type. Diagnosis and age were used as
explanatory variablies for length of stay in various phases and for survival. Length and
blood type were used for matching donor and recipient.

For the same period, we also collected data on donor lungs: acquisition date of the
lung and length and blood type of the donor.

Quality of life

The health-related quality of life of the patients was measured through a self-
administered questionnaire. It contained several domain-specific instruments
(Karnofsky Performance Index, Index of Well-Being, Self-rating Depression Scale,
State-Trait Anxiety Inventory, activities of daily living) and two generic instruments:
the Nottingham Health Profile and the EuroQol. Patients were asked to fill out the
questionnaire at the entry of the outpatient screening phase, and from then on every
3 months. Following transplantation, quality of life was measured after 1, 4, and 7
months and from then on every 6 months.

In this analysis, effectiveness is measured both as life-years gained and quality-
adjusted life-years (QALY) gained. For the latter, it is necessary to express quality of
life as a number between 0 and 1 {utility), where O represents the worst possible health
state, and I the best. The EuroQol group has developed an algorithm that allows the
calculation of the utility that represents the health state reported by the patient {see
Bjork, 1992). Note that this utility reflects the value the general population assigns to
kealth states.

Table 6.1 presents the average quality of life (as measured by the FuroQol score) of
patients who did not die while on the waiting list. It shows that the health-related
quality of life, already poor during the screening, deteriorates further if patients remain
on the waiting list for a year or longer. For patients who died within 1 year after being
placed on the waiting list, the utility was lower: on average 0.4 (n=10). For those
patients, the utility in the 3 months before death was 0.31.

table &.1 Quality of life on waiting list
{patients who did not die while on waiting list)
Average EuroQol scare and standard deviations (in parentheses)

Phase Screening | Waiting list | Waiting [ist | Walting list | Waiting list Waiting list
0-6 months 6-9 months | 9-12 months [12-15 months | > 15 months

Utility 0.52 0.55 0.50 0.45 0.40 0.40
{sD) (0.2) (0.18) (0.18) (©.2) (0.15) (0.12)

N 169 30 30 27 18 1




Immediately after transplantation, while the patient is still in hospital, for survivors the
average utility has increased to 0.69 {N=24) and improves further, reaching normal
values. Table 6.2 presents the utlities associated with patients’ quality of life during
the outpatient follow-up phase. The other quality of iife instruments also showed a
substantial improvement of quality of life after transplantation (see Ten Vergert et al.,
1998).

In all phases, except for the waiting list, fewer than five observations were available
of quality of life during the last 3 months before death. Therefore, we assume that in
every phase, patients’ quality of life is 0.30 during the last 3 months before death.
Furthermore, for the phases until outpatient follow-up, we have used the utilities as
presented before. For the first 2 years of outpatient follow-up, we have assumed that
quality of life has a value of 0.85; after 2 years, this increases to 0.90.

table 6.2 Quality of life after transplantation
Average EuroQol score and standard deviations (in parentheses)

Phase 2 1-3 months | 4-8 months | 7-12 months | 13-19 months | 20-25 months | >25 months
follow-up foliow-up follow-up foltow-up follow-up follow-up
Utility § 0.83 0.85 0.84 0.86 0.91 0.90
(SD} i (0.16) 0.14} (0.15} (0.12) {01 (0.12)
N § 30 24 17 15 12 n
Costs

Data on all direct medical, direct nonmedical and indirect nonmedical costs, i.e., value
of production losses (paid or unpaid work), related to the lung disease, were gathered
for all patients, from the moment they entered the outpatient screening phase until they
left the program. Where possible, full resource costs were estimated (see Enckevort et
al., 1997; base year 1992). Table 6.3 presents for cach phase the average costs per
patient per cost category. The highest costs occur during inpatient screening, on the
waiting list, in the transplantation phase and during follow-up. In general, average
costs per patient are higher than median costs and standard deviations are substantial,
reflecting skewed distributions of costs (see table 6.3). This skew is due ¢ a minority
of patients causing very high costs (e.g. due to complications). This pattern is very
normal in numerous studies of medical consumption (e.g. Duan et al., 1983}

We used the sum-limit method as described by Hout et al. (1993) to calculate
cunulative costs by length of stay per phase, per patient, and per reason for leaving
the phase. These cumulative costs were then used to extrapolate the cost data beyond
the observation period (or beyond the date for which fewer than five observations were
available). Almost all cumulative costs could be estimated by a linear function or by a
combination of two linear functions (R* > 85%;). For instance, for patients who died
during the inpatient screening phase, direct nonmedical costs were NLG 104 per week
whereas indirect nonmedical costs were NLG 174 per week in the first 15 weeks, and
from then on NLG 110 per week.
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table §.3 Average costs per patient per phase during study period,
in NLG (1 NLG = 0.6 US$)
Median costs and standard deviations in parentheses {median/ standard deviation)

Direct Direct Direct indirect
medical costs medical costs nanmedical nonmedical
Phase within UHG* outside UHG* costs’ costs?
Qutpatient screening 964 8,107 1,244 2,678
(260/1,941) (2.583/16,289) | (590/1.859) (1.010/4,328)
Inpatient screening 24,334 10,290 2,749 4,966
(22,587/14,003) | (8,092/8,441) (2.302/2,095) (3.752/5,711)
Pretransplantation 603 3,471 891 338
(37/1,459) {1,453/6,155) {485/1.344) {570/1,078)
Waiting list 16,448 30,174 5093 9,372
(9.299/23,043) (20,736/28,380) | (4.255/4.403) {7.178/8,917}
Transplantation 82,557 121 602 121
(67.956/44,228) | (0/329) (451/608) (15/234)
Inpatient foliow-up 55,766 517 1,401 522
(53,796/21,005) | (0/948) (1,078/1.248) (0/950)
Outpatient follow-up 71,521 39,186

5,589 6,966
[on average 510 days) (70,129/47,422) | (28.473/30,964} | (5.130/3,989) (3.429/9,368)

*) University Hospital Groningen
1) such as travel costs, diet costs, costs of medical supplies
2] costs of absence from work {paid wark and unpaid work, e.g. household werk]

Costs for the situation without transplantation were derived from the cost data as
gathered for the situation with the transplantation program. It was assumed that until
transplantation, the conventional treatment of patients was not influenced by the
existence of the transplantation program. The following cost categories are only
relevant in case of a transplantation program: all direct medical costs within the
University Hospital Groningen (except for a few patients who receive their
conventional treatment in Groningen), all costs in the transplantation phase and
follow-up, indirect nonmedical costs during the inpatient screening phase,
conditioning costs on waiting list (medication, special diets and physiotherapy) and
travelling costs to Groningen.

Survival

To estimate survival without transplantation, survival on the waiting list was used, by
defining transplantation as censoring. A parametric model (Weibull} was used to
estimate survival, thus allowing extrapolation beyond the observation period. Figure

6.1 shows both the product-limit and the parametric estimates for survival on the
waiting list.



After transplantation, the 1- and 2- year survival rates were 860 and 75%,
respectively. Not enough data were available to extrapolate survival beyond 3 years.
We therefore combined our data with international data on survival after heart and
lung transplantation (see Hosenpud et al, 1895; St Louis Internafional Lung
Transplant Registry, January 1997). The data available from the St. Louis International
Lung Transplant Registry clearly show that cumulative survival after lung
transplantation decreases with 5% per year from year 3 tll year 6. Furthermore, data
on heart transplantation show that after 1 year, the cumulative survival decreases with
4% per year until year 11. Combining this information, we have estimated survival
after transplantation for the first 3 years with a Weibull model and after 3 years,
cumulative survival decreases with 5% per year (figure 6.2).
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Method

A micro-simulation model was used to calculate the cost-effectiveness of the Dutch
lung transplantation program in the next 15 years. A period of 15 years was chosen to
make sure that a steady state was reached, ie., a situation in which the number of
patients per phase (before transplantation} is stable. After these 15 years, no
transplantations are performed, but survival, costs and quality of life are calculated for
a follow-up period of 25 years after the program has stopped; thus, the total evaluation
period is 40 years.

The model simulates individual patient histories, containing the exact date a patient
enters and leaves a phase. By linking length of stay in each phase with cost and quality
of life estimates, the total costs and effects of the program are estimated. To simulate
length of stay in, for instance, the outpatient screening phase, four distributions were
estimated, based on the Groningen data: one regarding duration until death, one until
referral to the next phase, one untl rejection and one until the patient had not
contacted the lung transplantation team for more than 12 months. These distributions
were estimated by means of survival analysis, thus allowing for censoring of the data.
If the duration distributior until death is estimated, censoring will occur if the patient
is rejected, referred or ‘has no contact’, or if no event has taken place before the end
of the study. With the same technique, duration distributions for the other three events
are calculated.



Using these distributions, for every patient and for each of the four events, a date
for the event is simulated. The event related to the first of these dates is assunied to
have taken place. If the event is referral to the next phase, this procedure is repeated
until the patient leaves the program or dies.

First, only patient history until waiting list is simulated. For every patient on the
waiting list, a date of death is simulated using the cumulative survival curve as
presented in figure 6.1. This reflects the situation without transplantation program. So,
by using this simulation method, a control group was constructed.

Subsequently, a fixed number of donor lungs is simulated to become available,
distributed randomly over & year. When a donor lung becomes available, the model
checks the waiting list, and of those patients having the appropriate blood type and
body length, the longest waiting patient receives the donor lung. From that moment,
the date of death as predicted earlier is cancelled and a new date of death according to
survival after transplantation is simulated.

After having simulated patient histories, costs and effects were linked to ¢ach phase,
Then, costs and effects were summed per year, and for years 1 to 15, the fixed program
costs were added. To take into account different time profiles for costs and effects, both
costs and effects were discounted by 5% per year, taking year I as the base year.

In the baseline scenario, which is basically the situation of 1995, it is assumed that
every year the program is effective, 100 patients enter the cutpatient screening phase
and 17 donor lungs are approved for transplantation.

The cost-effectiveness of two other scenarios will be assessed as well. First, it is
anticipated that the baseline scenaric will show a rapid increase of the number of
patients on the waiting list, due to the small number of available donor lungs.
Therefore a scenario (the policy scenario) will be assessed in which the number of
patients entering the program is restricted.

Second, it has been estimated that with extensive effort, the supply of donor lungs
in The Netherlands may be increased to 27 per year (see TenVergert et al., in press). In
the donor scenario the impact of such an increase on the cost-effectiveness of the
program is calculated.
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Results

Base-line scenario

FPatient flow: Each program year, 100 patients will enter the outpatient screening phase.
After four years, the number of patients per year who enter a specific phase becomes
stable: 65 patients enter the inpatient screening; 50 patients are placed on the waiting
list; and 17 undergo transplantation.

The first years of the program, more patients enter the waiting list than leave (either
because of transplantation or death). After 10 program years, the number of patients
on the waiting list at the end of the year stabilises (n=105). In this situation, 50 patients
enter the waiting list, 17 undergo transplantation, and 33 die. During the 15 program
years, the number of patients in the follow-up phase at the end of each year increases.
This reflects the fact that each year, more patients undergo transplantation than die.
The number of deaths per year during the foliow-up phase is 12 in year 10, and 15 in
year 15.

Because survival, both on the waiting list and after transplantation, differs for each
diagnosis group, we also studied the distribution across diagnosis groups before and
after transplantation. In the outpatient phase, 42% of patients have emphysema/COPD
versus 58% of the patients with transplants. The percentage of patients with pulmonary
hypertension drops from 17% in the outpatient screening phase to 11% after
transplantation; for lung fibrosis patients the percentage decreases from 19 to 10%. The
share of patients having cystic fibrosis or other diagnoses remains the same before and
after transplantation.

Costs: The total discounted costs with the program amount to NLG 246 million and
without the program to NLG 130 million. Table 6.4 presents the total costs in four
categories for the evaluation period of 40 years.

table 6.4 Baseline scenario Total costs for the full evaluation period, per type of costs,
discounted by 5%, in million NLG (1 NLG = U5$ 0.6). Costs for 1992

Direct Direct Direct Indirect Total
medical costs | medical costs nonmedical nonmedicaj
inside UHG* outside UHG* | costs costs
Costs with program a8 12 16 30 246
Costs without program 0 88 13 29 130
Incremental costs 88 24 3 1 116

*) University Hospital Groningen




For the situation with the program, the costs outside the transplant centre are the
highest, whereas during the study pericd 1991 fo 1995, the costs inside the transplant
centre dominated. This is explained by the rapid increase of the number of patients on
the waiting list, predicted with the simulation model. Patients on the waiting list induce
much higher costs outside the centre

Health effects: Without discounting, the total number of life-years during the
evaluation period (40 years), in the situation with the program, amounts to 5,494. The
number of life-years gained, compared to the situation without program, are 1,232. The
total number of transplantations during the evaluation period are 242, yielding 5.1 life-
years gained per patient with transplant. The number of QALYs gained is somewhat
higher: 1,358, due to the large difference between quality of life on the waiting list and
after transplantation. Table 6.5 presents both life~years and QALY after discounting by
5% per year.

table 6.5 Baseline scenario Life~years and quality-adjusted life~years {QALYs)
for the full evaluation period, discounted by 5%

§- Life-years 1 QALYs

Effects with program - 3,264 1,296
Effects without program 2,664 1,287
Life-years or QALYs gained §J 600 699

The total costs per life-year gained (after discounting} amount to NLG 194,000 {table
6.6), the costs per QALY gained are lower: NLG 167,000. If only direct medical costs
are taker into account, the cost-effectiveness ratios are slightly lower. From table 6.6
it is clear that the cost-effectiveness ratios are notably influenced by discounting: the
cost per life~year/QALY gained increased by 15 to 20% after discounting.

table 6.6 Baseline scenario Costs per lifewyear/ QALY gained of lung transplantation
in NLG (1 NLG = US$ 0.6). Costs for 1992

Costs per life-year gained Costs ger QALY gained
0% disce 5% disc 0% disc 5% disc
|2
Direct medical costs % 155,000 188,000 140,000 161,000
Total costs E 162,000 194,000 147,060 167,000
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Policy scenario

In the baseline scenario, two thirds of patients on the waiting list die, which is a highly
undesirable situation, both for the patients and for the physicians involved in the
program. Therefore, we calculated cost-effectiveness if the program inflow is restricted
in such a way that the number of patients admitted to the outpatient screening is such
that no more than 509% of the patients eventually die on the waiting list (assuming that
the probability of entering the waiting list remains unchanged). This would mean that
no mare than 68 patients per year should enter the outpatient screening phase. Of these
68 patients, 35 would be placed on the waitng list, and 17 patients would then
undergo transplantation per year. If the number of patients entering the program would
decrease to <65, not enough patients would be on the waiting list to find a match for
all 17 donor lungs. After 10 years, a steady state would be reached, where at the end
of the year, 55 patients would be waiting for fransplantation.

In this scenario, the additional costs with the program, after discounting, amount to
NLG 95 million, NLG 22 million less then in the baseline scenario. The number of life-
years gained and QALYs gained are 550 and 656, respectively (after discounting). Thus,
the costs per life-year gained are more favourable, NLG 172,000, and the costs per
QALY gained are NLG 144,000. If only direct medical costs are taken into account,
these ratios are NLG 168,000 and NLG 141,000, respectively.

Donor scenario

In this scenario, the number of patients entering the screening phases and waiting list
are the same as in the baseline scemario. From year 4 on, 27 patients undergo
transplantation per year, whereas 23 patients die on the waiting list. In the steady state,
which is reached after 10 years, the number of patients waiting for a transplant is 75,
compared to 100 in the baseline scenario.

With 100 patients entering the outpatient screening each year, all 27 available donor
lungs match with at least one patient on the waiting list. If the number of patients
entering the program falls below 95, this may not always be the case.

The total costs in this scenario are 269% higher than in the baseline scenario, NLG
147 million. The number of life-years gained and QALYs gained are about 55% higher,
923 and 1,089, respectively. The cost-effectiveness ratios are NLG 159,000 per life-year
gained and NLG 135,000 per QALY gained (after discounting costs and effects).

Very recently, the legisiation in The Netherlands conceming organ donation has
changed (see Eerste Kamer der Staten-Generaal, 1995-1996). The previous system
assumed no permission for donation, unless explicit permission was given by the donor
(e.g. by means of a ‘donor codicil’) or his/her relatives. In the new system, any Dutch
citizen will be invited to fill in a response card giving (or not) permission to donate
specific organs. A national registry will keep an up-to-date database of these responses,
which can be consulted if necessary. It is expected that if this system is fully
operational, the number of donor organs will increase.



Sensitivity analysis

The lifelong use of immunosuppressive medication during follow-up after
transplantation is a major element in the costs of lung transplantation. For one of the
most often used immunosuppressive drugs, cyclosporine, the future costs may fall as a
result of completing the patent period. It is difficult to predict the extent of a possible
price decrease. However, if we would assume a 50% cost reduction in follow-up
medication, total incremental costs for the baseline scenario would fall by NLG 11.8
million (5% discounting). The costs per life-year gained (and per QALY gained} would
be 10% lower. However, new, more expensive, immunosuppressive medication is
already being used. Widespread application of these drugs will lead to cost increases,
but this might be offset by a better survival andfor less drug toxicity, which may
improve quality of life.

During the inpatient screening phase, patients are hospitalised for several weeks in
the University Hospital Groningen.to undergo an extensive number of tests. As lung
transplantation is still relatively new, it may be expected that evaluation of the
screening process will result in a more limited, but equally effective, screening in the
future. If the costs of inpatient screening in the transplant centre could be halved,
incremental costs and cost per life-year gained {and QALY gained) would decrease by
6% in the baseline scenario.

The Jong-term survival after lung transplantation is stll very uncertain. If future
long-term survival would deviate significantly from the survival as assumed above, it
could clearly result in 2 substantial change in effectiveness. The influence on cost-
effeciiveness could be considerable, but depends also on the specific costs during the
additional life-years gained.
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Discussion

Lung transplantation is an expensive, but effective intervention; survival and quality
of life improve substantially after transplantation. This analysis suggests that regard-
less which scenario would effectuate in the near future, lung transplantation remains
expensive in terms of costs per life-year (or QALY} gained.

Crucial elements determining cost-effectiveness are the number of patients screened
and placed on the waiting list as compared to the number of available donor organs as
well as the substantial costs of follow-up after transplantation. As more patents are
screened and more patients are waiting (longer) for transplantation, then more costs
are incurred without any gains in health effects. Restricting the inflow in the screening
phase (e.g. being even more restrictive concerning contraindications) can improve the
balance between the costs of screening and the health effects of transplantation.

We did not try to establish a true “optimal scenario” in terms of cost-effectiveness,
but combining the policy and donor scenario (restricted inflow and more donors)
would result in NLG 151,000 per life-year gained (NLG 124,000 per QALY), which is
slightly more favourable than the results of the donor scenario. This scenario has the
disadvantage that not all donor organs will be used for transplantation.

The quality of life and utility scores for patients with transplants improved
substantially. This is in accordance with the findings of Ramsey et al. (1995b) for lung
transplantation patients. About the same improvements in utility scores were found in
the Dutch heart transplantation study {see Hout et al., 1993).

Sensitivity analysis showed that a more limited inpatient screening process could
result in some cost reduction. However, the feasibility of such a rationalisation should
first be investigated.

Comparison with Dutch programs for heart and liver transplantation shows that
cost-effectiveness for lung transplantation is relatively unfavourable. Costs per life-
year gained (5% discounting) for heart and liver transplantation were NLG 66,000 and
NLG 54,000 (see Michel et al., 1992; Hout et al.,, 1993; costs adjusted to 1992). This
difference can not be explained fully by different methods of analysis or inclusion of
different cost categories. For heart and liver transplantation, the average number of
life-years gained per patient with transplant is higher: 10.5 and 7.6 years, respective-
ly. Furthermore, the costs during a year on the waiting list or a year of follow-up after
transplantation are substantiaily higher for lung transplantation as compared to heart
and liver transplantation.

In the meantime, the Dutch National Health Insurance Board advised the minister of
Heaith Affairs for the moment not to include lung transplantation in the benefit
package. The transplantation program will proceed (subsidised by a development grant)
but further research should indicate if costs can be reduced, especially during the
screening phase (by reducing the nmumber of patients screened and/or lowering the costs
per patient screered) and the follow-up phase.
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CHAPTER 7

Optimal allocation of resources

over health care programs:

dealing with decreasing marginal utility
and uncertainty

Summary

This chapter oddresses the problem how to value health care programs with different ratios of
costs to effects, specificolly when toking into account that these costs and effects are
uncertain. First, the traditional framework of moximising health effects with o given health
care budget is extended to ¢ flexible budget using o value function over money and hegfth
effects. Second, uncertainty surrounding costs and effects is included in the mode! using
expected utility. It is shown that - depending on risk attitude - taking account of uncertainty
may result in a different ordering of health core programs. Other approaches to uncertainty
that do not specify o utility function ore discussed and it is argued thot these too include
implicit notions about risk attitude. Hence, to take account of uncertainties in the ordering of
health core programs, attention needs to be paid to the marginaf values of money and heaglth
effects and to risk attitude.



Introduction

Cost-effectiveness analyses often conclude by stating that the obtained cost-
effectiveness ratio is well within the acceptable limit and it is thus advisable to
implement the therapy under investigation on a wide scale. An example can be found
in the Dutch guidelines on cholesterol-iowering therapy. Supported by a cost-
effectiveness analysis, the guidelines advise to treat all patients with a 22% or higher
10-year risk for a cardiovascular event. This type of advice is problematic. Although it
has been estimated that for such a strategy the costs per life-year gained are under EUR
20,000, no indication is given where the budget for treatment may be found. Given the
number of untreated individuals in The Netherlands, the additional costs are estimated
at EUR 100 million, a considerable amount. Thus, the question arises whether budget
should be allocated to the new therapy. A related problem concerns the uncertainties
surrounding this cost-effectiveness ratio. A point estimate of EUR 20,000 may be
deemed acceptable in a league table, but this may not hold true for the uncertainty
margins. Fear of being confronted with a higher than expected cost-effectiveness ratio
when implementing this strategy may induce the decision maker to value the cost-
effectiveness lower than the peint estimate. More generally, the question can be raised
how budget should be allocated wher programs differ not only in terms of their cost-
effectiveness but also in terms of the uncertainty surrounding both costs and effects.
These questions are addressed here using a formal mathematical framework.

First we will present the mathematical rules of cost-effectiveness as introduced by
Weinstein & Zeckhauser {1973) {see also Torrance et al., 1972). As we will see, these
rules (that do not account for uncertainty) imply that the reguired budget for a new
cost-effective therapy has to be taken from existing less cost-effective treatments in the
health care sector. However, the additional budget to implement mew medical
treatments could also be sought in other governmental departments (e.g. education), or
might be obtained from an increase in e.g. taxes or insurance premiums. A pragmatic
alternative to the standard model is the use of a fixed trade-off between costs and
health effects. However, as argued by Gafni & Birch (1993), that approach would lead
to an ever-increasing health care budget.

Next, a rule similar to that derived by Weinstein and Zeckhauser (still assuming
certainty) is explored, that can be derived to support a more flexible trade-off between
budgets. Formulating the model clarifies the need to establish the right moment to stop
increasing the health care budget at the cost of either money available for other
departments or increases in taxes and premiums. In cther words, consideration should
be given to the formulation of a value function characterised by the decreasing
marginal value of both money and health effects.

Then an approach including uncertainty is presented which combines the resuits
from the previous section with the theory of expected utility. This approach requires
the explicit formulation of a utility function, expressing risk attitude towards money
and health effects. A separate section discusses how to handle uncertainty without
explicitly formulating such a utility function. In the final section, we discuss our results
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and compare them with other recent work on uncertainty and budget allocation (e.g.
Stinnett & Paltiel, 1997; 0'Brien & Sculpher, 2000; Meltzer, 2001).

The classical approach

The classical approach to support thinking in terms of cost-effectiveness ratios was
introduced in 1973 by Weinstein & Zeckhauser, who addressed the problem of
maximising health effects within a given budget mathematically. They assumed {as we
will do} independence of programs, constant returns to scale, and a finite, fixed size of
each program. Conditions can be adjusted to take mutually exclusive programs into
account (see Laska et al., 1997).

Denote, for n health care programs, the total costs of each program i by a and its
health effects by e. Let d, 0 < di <1, represent the fraction’ of the i program
undertaken and B the total budget. The budget ailocation problem can be formalised
as:

maxzn: de,

LI

subject to ¥ dic, < B.

i=1

Weinstein & Zeckhauser (1973) showed that the optimal solution is always
characterised by*:

C, "
“<g = d =1
.

i

.
“>0 — d =0
e,

ki

A

Sog - d =nr Eq. 1
g

Here ¢ and 7 have to be chosen such that the budget constraint is met with equality.
The parameter ¢ can be interpreted as the maximum cost-effectiveness as accepted
within the given budget. Programs with a lower ratio of costs to effects than o are
undertaken, while programs with a higher ratio are not. Note that if the budget
increases, all else remaining equal, the critical ratio o increases, which means that
more programs become acceptable. Thus, the new, higher budget is again used

1. If programs are indivisible, d should be either ¢ or 1, indicating whether or not the program is
undertaken. See Birch & Donaldson (1587) and Stinnett £ Paltiel (1996)

2. We reformulated Weinstein & Zeckhauser's solution in terms of cost-effectiveness ratios,

so that their v equals 1/e.

Sptimal allocation of resources over heaith care programs



completely. Stated gifferently, the value of 1/¢t indicates the shadow price of the budget
constraint. If this value approaches zero, the constraint is not binding and all available
programs can be financed. Throughout this chapter we will assume that in the optimum
(for each approach) some existing programs are not {completely) implemented.

To consider the effect of the addition of new programs to an existing set of programs
already implemented, define d* as the optimal fractions for the given set of n
programs, with optimal o* and a budget B”. Let a new program have costs Caw and
effects enew. If Coew/€new > %, the program is not worth introducing and the optimal set
of programs and the values d* do not change.

If Crewferen=0*, the new program is as cost-effective as the least cost-effective
program(s) with fraction du«*>0. One is indifferent as to whether or not the new
program is (partialty) implemented. The fractions dre and d-. make no difference to the
optimal health effects that can be obtained.

If Crew/Enew < (1, the new program is better thar program “last” A new optimal
allocation of the budget must be found, whereby some of the programs currently
implemented are now (partially) abandoned, because the budget is needed to finance
the new program. FOr Coewfenw < %, the new critical ratio will be smaller than or equal
to o*. This means that, for a fixed budget, the greater the number of efficient programs
existing, the lower the ratio of costs to effects of the programs included in the set of
optimal programs, i.e. the higher the requirements will be for new programs to enter.

In practice, researchers often neglect the dependency between the critical ratio and
the available budget and choose the critical ratio to be fixed at some value ¥ (e.g.
Centraal begeleidingsorgaan voor de intercollegiale toetsing, 1998; Niessen et al.,
2000}, According to this approach the optimal set of programs is given by the following
conditions:

Scy > d=1
&,

i

sy 5 4=0
e,

i

—Zi:y - 0<d; <1 Eq. 2

In that case, the introduction of a new intervention has no effect on the critical ratic
of costs to effects. If Coowfence > v, then the optimal set of programs wilt not change. If
Coew/ €2 = Y, the new program is just on the boundary of being cost-effective and drow
is a matter of choice. If Crewfenew < Y, @ new optimum with a larger amount of money
spent on health care and more health effects is obtained. No current programs are
reduced. Note that this would lead to unlimited growth of the health care budget if new,
more efficient programs continue to become available. This approach may allow one
to forget the problem of finding the additional money to fund the new “acceptable”
therapies.
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Examples
As a theoretical example, suppose there are three programs that might be implemented.
Table 7.1 presents the costs and effects of these programs.

table 7.1 Costs and health effects for three fictitious health care programs
Program Total costs Total health effects Ratio costs to effects
1 400,000 1,900 21
2 450,000 1,800 250
3 300,000 1300 231

If the goal is to maximise health effects for a fixed budget of 750,000, then the
optimum is achieved for d, =1, d, =1/9, 4, =1 .In this optimum, the total health
effects are 3,400 units, and the critical ratio is 250.

If the question whether or not to implement a program is based on a fixed critical
ratio of costs and effects, and a critical ratio of 250 is chosen, programs 1 and 3 will
again be fully implemented, but the decision maker is indifferent to all fractions of
program 2. As soon as a marginally larger critical ratio is chosen, all programs will be
implemented, while a marginally smaller critical ratio will lead to the implementation
of programs 1 and 3 only. Thus, total costs will be between 700,000 and 1,150,000 and
health effects will be between 3,200 and 5,000.

Now suppose that a new program becomes available, with costs 225,000, effects
1,000 and a ratio of costs to effects of 225. For the situation with a fixed budget, the
new optimal set becomes 4, =1, 4, =0, d, =512, d,, =1 . In this optimum,
the total health effects are 3,442 units, and the critical ratio is 231. For the situation
with a fixed critical ratio of 250, programs 1, 3 and “new” are fully implemented and,
again, the decision maker is indifferent to all fractions of program 2.

As a practical example, consider the introduction of cholesterol-lowering therapy on
a large scale. Suppose that the health care budget in The Netherlands was sufficient to
fund all programs up to a limit of EUR 40,000 per life-year gained. This means that
programs (starting with those on the border) have to be cancelled to free the budget
needed for cholestercl-lowering therapy until everything fits the total budget
Moreover, a new critical ratio results, for example EUR 39,000.

This exampie raises a number of questions: for instance, which health care programs
are on the border, or what is the critical ratio (as derived from the total health care
budget), or even what is the totai budget? The last question is already hard to answer,
let alone the second and the first. This may be one of the reasons behind using the
approach where an acceptable critical ratio is defined without considering the
interaction between this ratic and the total health care budget.



A wider perspective

The standard approach starts with a given health care budget without consideration of
the decision process that defined the budget; this process may be similar to that of
choosing between alternative health care programs. When considering the whole
governmental budget, money must be allocated to sectors such as health care,
education, and public safety. The determination of the health care budget may be seen
as the result of negotiations between the department of health, the department of
defence, the department of education etc. In these negotiations, implicitly a comparison
is made between the effects of spending money in the different sectors: if the effects
of spending EUR 1 million on education are valued higher than the effects of spending
EUR 1 million on health care, this money will be allocated to the department of
education.

One formulation of the health care budget allocation problem that allows for more
flexibility than a fixed budget, is to use a value function defined both over health and
money as the objective of the maximisation problem. That is, the decision maker
chooses to implement those heaith care programs that maximise the value function.
Value is derived from budget available for purposes competing with health care
spendings and from health. This value function represents the decision maker's
preference structure for these attributes (e.g. Keeney & Raiffa, 1993). Note that the
value function is characterised by decreasing marginal value from both money and
from health effects.

Once a function Vis defined on budget and health effects, the goal is to find values
d: 50 as to maximise value, given » health care programs with costs o and effects e.
This can be written as:

mdax V(¥ —c,e)

subjectto 0 <4, <1.

Here ¢= Zdic. , &= zdjel. , and Y is the total budget of the decision maker.

The first order conditions for an optimum are:

¢ VY —ce) S od=1

e, V(¥ -ce)

la Vo (Y —c,e) N d‘.*=0

¢, Vi(¥-c.e)

GRS Snlsl) N P PRT. Eq. 3
e V¥ —c.e)
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Here I{=—-av— and ‘V2=a.—V
HY —c) © e
Note that decreasing marginal value implies that Vi<0 and V<0,
2 2’V
with V, =——a—v—; and Vo, =—=
(¥ —¢)* de”

Clearly, there is a similarity to the conditions presented in the previous section (see
equations 1 and 2). The marginal rate of substitution takes the place of the critical cost-
effectiveness ratio o (V). As such the critical cost-effectiveness ratio is defined by the
value function, which is characterised by decreasing marginal value. From this follows
a certain budget for health care.

Note that the approach with a fixed critical ratio can be represented by a linear
value function with constant marginal derivatives, that is, with a fixed trade-off
between costs and effects. This is written as V=(¥Y—c)+y*e, with V=1 and
V, =¥ .In that case, a value function is assumed without decreasing marginal value
in either money or health effects. It is unlikely that such a function can adequately
describe a decision maker's preferences.

In general, the critical ratic decreases with less money and more health until it is
equal to the cost-effectiveness of the last program to be (partially} implemented.’ This
determines the budget that is spent on health care.

Consider again the introduction of a new intervention, with 4" heing the fractions
of each program in the current optimum, V; /V, being the marginal rate of substitution
in that optimum, and program “last” being the last program to be {partially)

*
2

implemented. In this situation, l/“— = Saw or, in words, the marginal rate
1 eim'r
of substitution is equal to the largest (Le. least favourable) ratio of costs to effects in
the current optimal set of programs.
Suppose that a new program is considered for implementation, with a ratio of costs

10 effects of Caou/enew. In order to be at least partially implemented,

. ) . c .
this ratioc must satisfy the condition -2 £ et
e e
last

3. Comner solutions with d"=1 and binding for all programs implemented are also possible,
Denote by “not” the best program among those not implemented.

e Ca Vo Gy . Lo
In this situation —2> -2 > e the marginal rate of substitution in the
ena.' v; Clasr

optimum is larger than the ratio of costs to effects of the least favourable program implemented, but
smalier than that of the best program among those not implemented, In order for a new program to
be at least partially implemented,

W

the ratio must now satisfy Sew < Kﬁﬁ and 2_ g%

e \Vl Vm'w Vl

new 1



‘Whether or not the new program is fully implemented will depend on the size of the
program. Independent of the size of the new program,

AP A

VW
i.e, the critical ratio never increases as a new program becomes available.

Since the budget is flexible, adjustment to the new situation takes place not only
through changes i the di, but also through a change in the heaith care budget. The
therapies at the border, that would have been cancelled in the standard approach, are
now evaluated against programs on the borders of other budgets.

.

Examples (continued)

For the theoretical example, assume a decision maker wants to allocate budget over the
three programs mentioned in the previous section (see table 7.1). However, this decision
maker has a non-linear value function that can be written as
V(¥ —c,e) = (Y = )" " Furthermore, assume that the total budget Y is 2,000,000.
The optimum solution is d, =1, d;, =03, 4, =1 , and the critical ratio is 250. In
this optimum, the total costs are 835,000, with total health effects of 3740.

If we compare this with the example in the previous section, we see that the critical
ratio in this example is the same as for the fixed budget approach, but that the fraction
of program 2 implemented is now somewhat larger. The preferences stated in the value
functon above indicate a willingness to increase the budget in exchange for more
health effects.

As a practical example, imagine that the total health care budget is defined by the
marginal rates of substitution such that the corresponding critical ratio is
approximately EUR 40,000. Again, the introduction of cholesterol-lowering therapy
might push some therapies that are already implemented out of the health care system.
Within this framework, however, these programs might also compete with other non-
health care expenditures. Thus, building hospitals would not only be compared with
building outpatient clinics but also with building, e.g. police stations. This implies that
the changes in the optimal fractions are smaller than they would have been in case of
a fixed budget. Therefore, some interventions that would be removed completely in
case of a fixed budget, may now still be undertaken. Moreover, while in the fixed

budget approach the critical ratio might decrease to EUR 39,000 it might now only
decrease to EUR 39,500,
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Decisions under uncertainty using the wider perspective

Until now we have assumed that costs and effects for all programs are known with
certainty, without having any example for which this is true. To include risk attitude
into decision making, we will combine the results from the previous section with the
well-known concept of expected utility {e.g. Keeney & Raiffa, 1993). The expected
utility approach implies the definition of a utility function over the set of uncertain
outcomes (Y-c, e} that satisfies the expected utility property, ie. the utility of a
stochastic event is represented by the expected value of the utlities of all possible
realisations of the event {see e.g. Keeney & Raiffa, 1993; Varian, 1984).

Again, c= Y de, , e= Y de, ,and Y is the total budget of the decision maker.

Let = (¢, &) be stochastic and assume that the x are independent for all i.
The general goal is now to find d so as to maximise expected utility:

Max E[U(Y —c.e)] subjectto 0 £ d< 1.
di
The first order conditions for an interior optimum can now be derived:
ol
E[—]=0for0< di< 1.
[ 3 d.]

¢

Using similar expressions for comner solutions, and defining

aUu
U = and U,=—— as the marginal utlity of money (ie., the budget
HY ~¢) de

available for purposes competing with health care spendings) and the marginal utlity
of health effects, respectively, we find the following characterisation of the optimum:

ElelU,-cUl>0 — d =1
EleU,-cUl<0 = d =0
ElelU,-cU]=0 — 0<d <1 Eq. 4

Comparison of this characterisation with the one under certainty (eguation 3) shows
that they are analogous, with the only difference being that now the expected value is
used.

‘When assuming a linear udlity function U={Y-c}+a*e with Ui =1 and U: = & the first
order conditions can be rewritten to:



Ee) ., d =1

Ele,)

1B S0 5 g =0

E(e;)

e, 0<d <1 Eq. 5
| E(e)

As expected, this means that for a linear utility function one can simply use the
expected values of costs and effects to find the same characterisation of the optimum
as with a linear value function under certainty. However, such a function would
assume risk neutrality as well as no diminishing marginal utility of either money or
health effects.

When using more realistic utility functions, assuming decreasing marginal utility or
risk aversion, in general Efelk-cUi] cannot be restated to a condition on o/e and the
decision whether or not a new program will be added fo an existing set of programs
cannot be made by a simple comparison of Efeee)/Efenw) with a critical ratio.

For certain combinations of utility functon and probability density function it is
possible to simplify equation 5 further. As an example, suppose the decision maker is
constantly risk averse on both money and health effects, and assume mutcal utility
independence. This is reflected by the following utility function:

U —c,e)=k{1—exp® )+ k(1 —exp ™)+ k,(1—exp™ Y1 —exp®?™)  Eq. 6

Furthermore, assume that for each intervention costs and effects follow a bivariate
normal distribution. The expected utility E[U(Y —c,¢)] can be found using the fact
that if x ~ N(u.c*) then exp” follows a lognormal distribution and
E(expx)=exp(,u,+%,0'2) - Maximising this expected utility we find the following
characterisation of the optimum:

R+R >0 — d =1
R <0 - d =0

else - 4 =——%
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with

R = ~(k, +k;)exp™ 8y, +(ky + k; )exp™ yu, + ks exp™ (G, —7L,)

Ry =—(k, + k) exp” 86, + (k, + ky)exp™ Y’6l +kexp™ (8 20‘2 +7’cl —2y80,,)
5,=-8(Y~3du, )+ %8 Y dict

S, =~yY i, + 4y Y do;

S,=8+S,~8 > do,

Note that compared to the situation under certainty, the variances and covariances of
costs and effects of all programs (the ¢'s} now appear in these conditions. If the degree
of uncertainty becomes very small, the variances converge towards zero, the means

converge towards the certain value of the costs or effects, and the conditions become
similar to those outlined in the previous section.

Example (continued)
Suppose again that the total budget Y is 2,000,000. Assume that the risk attitude of the
decision maker can be described by equation 6 with the foliowing parameters:

ki= 0.49"1.0186; 3 = 0.000002;
k:= 0.51*1.125; Y = 0.00022;
ko= Q.

For clarity ki and ks are written as a product of two factors, a weighing factor, giving
relative weight of costs and effects in the utility function and a scaling factor, chosen
such that on the domain considered, the utility is between zero and one. It is
furthermore assumed that costs and effects follow normal distributions and (to simplify
calculations) we will assurmne that they are not correlated. Table 7.2 presents the
parameters of the distributions.

table 7.2 Mean costs and health effects + variances for
three fictitious heaith care programs

Program Ue Le G Ce
1 400000 1300 120000 125
2 450000 1800 40000 90

3 300000 1300 70000 110




table 7.3 Changes in optimum budget allocation
as uncertainty for program 1 changes

Total expected Total expected

G, program 1 Cptimum costs health effects
120,000 d%=1, 0%=0.9, g4=1 1,105,006 4820
150,000 =1, d%=0.88, d%=1 1,100,500 4802
200,000 *=0.97, d3=0.89, d%=1 1,088,500 4745
250,000 n=0.81, 0%=1, d"=1 1,074,000 4539
350.000 d=0.88, d%=1, d%=1 1,022,000 4392

An optimum is achieved for d, =1, d, =090, &, =1. In this optimum, the total
expected costs are 1,105,000 and the total expected health effects are 4820.

To see how the optimum may change for changes in the degree of uncertainty, we
vary the standard deviation of the costs of program 1. Clearly, as the uncertainty about
the total costs of program 1 increases, the decision maker is less willing to spend
money, which results in lower expected total costs and lower expected health effects.
Also, after the standard deviation has passed a threshold, program 1 is implemented
only partially, even though its ratic of costs to effects is the lowest among the three
programs. It is interesting to see that, for a standard deviation of 200,000, both
programs 1 and 2 are implemented partially. Under certainty, this will never be optimal
for programs with different ratios of costs to effects.

We also changed the standard deviations of all programs to zero. For that situation,
the optimum becomes d, =1, d, =094, d, =1 , with total expected costs of
1,123,000 and toial expected health effects of 4892.

Often decreasing risk aversion is more plausible than constant risk aversion. This
risk attitude may be described by a utlity function that is a linear combination of
exponential functions. For such wtility function, in combination with a bivariate
normal distribution, an analogous derivation as for equation 6 will yield an algebraic
characterisation of the optimum.

To conclude, for the general case of budget allocation under uncertainty using the
expected utility approach, the optimal budget allocation not only depends on the ratio
of costs to effects and the size of the programs, but also on the (covariance of costs
and effects. As shown in the example above, under uncertainty and risk aversion, it
may be optimal that a program with a more favourable ratio than ail other programs
under consideration is implemented only partially. Under certainty that would never be
the case. Under uncertainty, however, this may occur if the variance of costs and effects
in this program is large relative to that of the other programs. Being risk averse implies
a willingness to give up some effects or budget in return for more certainty on the total
effects and budget left after health care spendings.

Since, in the general case, marginal utility is not independent of total costs or
effects, the first order conditions cannot be restated to simple conditions in terms of
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cost-effectiveness ratios. Hence it is not easily seen from its cost-effectiveness ratio
alone whether a new program should be (partially} implemented. A new optimum must
be derived, taking into account expected costs and effects of this program and all other
programs as well as the (co)variances of costs and effects.



Decisions under uncertainty using the classical approach

The expected utility approach is general and includes most other approaches as special
cases. However, this general approach requires the specification of a utility function by
the decision maker who may be unwilling or unable to make such specification.
Therefore a few alternative approaches are discussed below, since they are the most
straightforward extensions towards uncertainty of the optimisation problems presented
carlier.

The first approach is similar to the optimisation problem with a fixed budget.
Instead of maximising deterministic health effects for a fixed budget, expected health
effects are maximised under the constraint that the probability that the total costs will
exceed the budget is smaller than a given small percentage, say, 5%. This may be
written as:

maximise ZdiE(e,-) subject to P(zd,.c,- < BJ >0.95

i=1 i=1

If the (e, ¢} have a bivariate normal distribution with mean costs Lo, mean effects e,
variance in costs G%, and variance in effects 6%, then this problem is equivalent to:

maximise Zdi#q subject to ZyC  + U < B |

i=1

where zess denotes the 95" percentile of the standard normal distribution,

o= /2@?65 and = i}d,.,uq .

The first order conditions for optimality are given by:

] 22, o .

Bo [ Z0s%% op Ly g =1
K, M.,

== A - d =0
te,

else - 0<d <1
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This approach can also be written as the maximisation of a specific expected utility
function’. Thus, it is a special case of the expected utility formalisation.

The critical ratio A is found as the shadow price 1/ belonging to the constraint that
2950 + 1° < B . This constraint is stricter than a budget constraint on expected costs,
as it includes a mark-up to reflect uncertainty. If the costs are more uncertain, the
critical ratio is, for the same budget B, lower. It should be noted that this approach
includes an implicit assumption about preferences over additional costs and effects
under uncertainty.

Example {continued)

Using the information from table 7.2, this approach leads to the following optimum:
d =026, d,=1, d; =034 .In this optimum, the expected total costs are 655,400
and the expected total effects are 2733.

If we compare this to the example using the expected utility approach, it becomes
clear that the standard deviations of the costs of the various programs are given more
weight than the ratio of costs to effects, indicating a very strong risk aversion.

Note that this approach accounts for the uncertainty in program costs, but only
takes account of uncertain effects in so far that expected values are used. Varlance of
health effects and correlation of costs and effects are ignored. Thus, the decision maker
is assumed to be risk neutral with respect to health effects. However, as Amrow & Lind
(1970) have argued, it is more rational for the decision maker to be risk neutral towards
costs and, since benefits only accrue to some individuals, risk averse towards health
effects. This leads to a second approach. We formulate an optimisation problem that
reflects risk aversion to effects and risk neutrality to costs. The decision maker
minimises expected costs under the constraint that the probability that total effects
exceed some aspiration level L is af least, say, 95%. This can be written as:

minimise 2, 4.E(c,} subject to P[z de, 2 LJ >0.95
f=1

=1

The appendix presents the characterisation of the optimum allocation.

A e B e wen MM e me M men e e we e A

4. Using the utility function UlY-ce)= ¥, die, +G(¥ —¢) with

i=l

0 fP[3dc—B>0-as0

GY-c)= i
—oif P[¥ dc,—~B>0]-a>0

ial

expected utility maximisation is equivalent to the problem defined by equation 6.



A third approach is implied by the calculation of confidence intervals (e.g. Chaudhary
& Stearns, 1996) and acceptability curves (see chapter 2) for cost-effectiveness ratios.
This can be seen as a straightforward extension towards uncertainty of the fixed trade-
off formulation. The idea is that a decision maker wants to be reasonably sure that the
cost-effectiveness ratio is below a certain limit. There is a clear link with the situation
under certainty, where we know for certain whether or not a ratio is smaller than the
critical ratio. Under uncertainty, the current ratio is accepted if it is below the critical
ratio with a given high probability {(instead of with absolute certainty). Like the fixed
trade-off approach this is a pragmatic approach, that was developed without reference
to an underlying optimisation probiem. Analogous to the former approach, here too an
implicit assumption is made about preferences over additional costs and effects under
uncertainty. Note that, in this situation, the decision maker requires 2 certain level of
certainty for each individual program, instead of for the portfolio of programs together.

Example (continued)

Based on table 7.2, using Fieller’s theorem (see Fieller, 1954; Chaudhary & Stearns,
1996), the following 90% two-sided confidence intervals are found for the ratios of
costs to effects: program 1 [106, 320]; program 2 [210,294]; program 3 [140,331].
Assuming the decision maker wants 95% certainty that the ratio of costs to effects is
below a certain limit, the order in which to implement programs would be: 2, 1, 3. If,
again, a threshold of 250 is used, no program would be implemented. This reflects the
very risk averse attitude towards both costs and effects implied by requiring 95%
certainty of sufficiently low cost-effectiveness ratios.
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Discussion

In this chapter the question was raised how a decision can be made between different
health care programs with different ratios of costs to effects, specifically when taking
account of uncertainty surrounding the estimates of costs and effects. It was suggested
that attitudes towards risk should be taken into account as well as the idea of
decreasing marginal value of money and health effects. In order to formalise this
problem, we first considered the reasoning behind the use of cost-effectiveness ratios
as introduced by Weinstein and Zeckhauser {1973). We then extended the standard
approach of maximising health effects for a given budget to maximising the value
derived from health effects and the budget available for purposes competing with
health care spendings.

When a value function is used, adding a new program means that some programs
may have to be abandened (but fewer than with a fixed budget approach) and at the
same time that the budget will increase (but not unlimited as with a fixed critical ratio).
Furthermore, the critical ratio will decrease. Moreover, it was shown that accepting a
program without removing other programs may only be justified when assuming a
very specific value function: one without decreasing marginal value for either money
or health effects. It is unlikely that any decision maker has such value function,
emphasising that budgets determine critical ratios instead of the other way around.
Using a value function including health effects as well as money to decide between
programs proves particularly fruitful when the ordering of programs of which the
outcormes are surrounded with uncertainty is addressed.

We have shown that, if uncertainty is taken into account, the optimum budget
alipcation may differ from the allocation that would have been derived for the situation
with no uncertainty surrounding costs and effects. However, for that purpose we
assumed that a utility function for both money and health effects was defined. In
practice, it may not be easy for a decision maker to specify preferences over uncertain
outcomes so explicidy. Thus, we also addressed some other approaches to handling
uncertainty without such an explicit utility function.

The intuitive generalisation of the fixed budget approach is o0 maximise the
expected health effects while staying within budget with some specified probability.
However, this has some less favourable implications, because it assumes that the
decision maker is risk neutral towards health, but risk averse towards costs.
Furthermere, the approach ignores interdependencies between a program’s costs and
effects. Finally, the approach can be rewritten as a special case of the expected utility
approach.

The generalisation of the fixed trade-off formalisation is to derive confidence
intervals around cost-effectiveness ratios and implement programs only if the upper
limit of the interval is below the critical ratio. These intervals are very informative;
however, using them to decide on the implementation of programs may imply rather
strong risk aversion towards both costs and effects. One might say that any alternative
approach, without assuming an explicit utility function, also has its own implicit utility
function. Moreover, these functions are arbitrary as they suggest that all decision



makers have the same preferences over uncertain situations, which is unlikely to be the
case. This stresses the need for further research into the risk attitude of decision makers.

It is important to realise that in this chapter we have discussed the characterisation
of the optimum for each approach, which is not the same as a decision rule or
algorithm to find the optimal allocation. When only independent health care programs
are considered, for the fixed critical ratio approach the decision rule foliows directly
from the optimality conditions, and for the fixed budget approach it is also relatively
easy to derive the decision rnuile from the characterisation of the cptimum. However,
once the coliection of programs alse contains some mutually exclusive programs,
optimality conditions concern the ratio of costs to effects of a single program whereas
the decision rule is concerned with the incremental cost-effectiveness ratio.

The value function approach under certainty and the expected utility approach
under uncertainty look very similar. Therefore, it is tempting to compare these two
approaches, for instance assuming risk neutrality and then comparing results. However,
because both approaches are built on different sets of axioms, the results are not
directly comparable. As was pointed out by Dyer & Sarin {1982), in the expected utility
approach, the strength of preference and attitude towards risk taking are confounded.
Thus, a linear utility function indicating risk neutrality automatically also indicates
constant marginal preference. In contrast, the formalisation under certainty had
decreasing marginal value.

Some other approaches to the problem of budget allocation under uncertainty have
been published. For example, O'Brien & Sculpher (2000) propose formulating the
problem of budget allocation under uncertainty as a portfolio selection problem. In
portfolio analysis the ultimate goal is to maximise expected return on investment and
minimise uncertainty. These two goals will often be conflicting, hence a trade-off needs
to be made between expected return on investment and uncertainty. This might be
done, for instance, by setting an aspiration level for expected return and minimising
uncertainty for that level. A more general approach described by O'Brien and Sculpher
is to use a utility function defined on expected return and variance of return. Note that,
although a different approach is used here than that presented in this chapter, both
methods require that a utility function be defined describing preferences and risk
atiitude over two attributes. One problem of the approach presented by OBrien and
Sculpher is that it uses the variance of the incremental cost-effectiveness ratio, which
will often not be defined.

A paper by Meltzer (2001) uses expected utlity to model the choice how much of a
specific treatment should be financed. In his model, all money not used for the specific
treatment is used for non-medical consumption, and there is a fixed budget constraint.
In contrast to our analysis, Meltzer goes on to assume perfect insurance at the
population level, for both effects and costs. Then, he finds optimality conditions in
terms of the ratio of expected costs to expected effects, similar to those we find for a
risk neutral decision maker.

This raises the question whether it is reasonable to assume that decision makers are
risk averse and whether they will be risk averse for health costs, health effects, or both.
The effects of health programs accrue to a small group of people, for whom it may
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affect a large part of their utility whether or not a program is available, Thus, referring
to Arrow & Lind (1970), it may be argued that decision makers who use the societal
perspective are risk averse for health effects. For other decision makers, e.g. MO
managers or insurers, the argument proposed by Arrow and Lind at the end of their
article may apply so that they are also risk averse for costs.

Thus, it becomes clear that in order to achieve optimal budget allocation much
information is required: information on costs, effects and size for each health care
program and information on goals, preferences and risk attitude of decision makers.
While it may not be feasible to collect all the required information on costs, effects and
size, the fact that information is required about goals, preferences and risk attitude of
decision makers should be seen as an advantage of the described approaches. At this
moment, decision makers already weigh information on total costs, total effects and
the amount of uncertainty when making decisions, and the approaches in this chapter
compel decision makers to make this explicit. It is not the intention that the model
prescribes what the decision makers should decide. Rather, the model has twe
applications. First, it compels decision makers to be explicit about their preferences and
informs them about the consequences of certain choices. Second, decisions can be
analysed afterwards, and fed back to decision makers to confront them with the risk
attitude that is reflected by their choices.

Other atiributes, such as equity and ethics, may of course play a role in the decision-
making process as well. An advantage of the expected utility approach is that the
function may easily be extended to include such attributes. As such, this approach
presents a very broad general framework for budget allocation, that better describes
reality than the currently assumed model of maximising heaith effects for a fixed
budget.
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Appendix
When the goal is to minimise Zd,,urr subject to U — 20 2L
i=1

where zoss denotes the 95" percentile of the standard normal distribution,

c° = /gdfoi and u° =gd,-;uq

the first order conditions for optimality are given by:

ﬁ + 250.950'q. > 1

2— = d =1
Ho B, A
M, 1
<= - 4,=0
e, A ‘
else — 0<d <1

The critical ratio 1/A is found as the shadow price belonging to the constraint that.
L = 7,050° 2 L. If the effects are more uncertain, the variance in effects is larger, and
consequently this constraint becomes stricter. The result is a critical ratio that, for the
same aspiration level, is higher for larger uncertainty. Note that in this case, a higher
critical ratio implies that fewer programs are implemented because the first order
conditions are now stated in terms of ratios of expected effects to costs.
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Discussion



In this thesis, several methods for dealing with uncertainty in cost-effectiveness studies
have been discussed: statistical methods, methods that may be used in modelling
studies and methods to explicidy incorporate uncertainty in the decision-making
process.

Statistical methods for dealing with uncertainty

In chapter 2, a general approach was discussed to assess the uncertainty surrounding
the incremental cost-effectiveness ratio (ICER) in situations where data have heen
collected at the patient level in a randomised clinical trial. This approach included the
calculation of a 95% probability ellipse and the concept of a so-called C/E-acceptability
curve was introduced. This latter curve defines for each predefined limit on the ICER
the probability that the ICER found in the study is acceptable. Using this curve, 2 95%
one-sided interval can be derived by finding at which limit the probability that the
ICER is acceptable is 95%.

This acceptability curve was presented as an alternative for the confidence interval
based on Taylor series that was proposed by O'Brien et al. (1994). Shortly after
publication of the acceptability curve method, Wakker & Klaassen (1995) critiqued this
method. They stated “It should, however, be understood that acceptability curves are
not confidence intervals in a formal statistical sense ..." Further, they presented a
formal statistical approach for calculating a confidence interval for the ICER. The
method they proposed works as follows: Find a one-sided 97.5% confidence interval
for costs and effects separately, with an upper limit for costs and a lower limit for
effects. The rato of these limits gives the upper limit of a 95% one-sided confidence
interval for the ICER. Unfortunately, this interval is at least a 95% confidence interval,
which means that the interval may be much wider than strictly necessary, especially
when few data are available. This is, for instance, the case for the data from chapter 2;
the interval as proposed by Wakker & Klaassen is { -eo, 224,514] compared with [ ~eo,
42,000] in chapter 2. Thus, whilst the interval of Wakker & Klaassen is easier to
calculate than the acceptability curve, there may be situations where its uselfulness for
a decision maker is questionable. About the same time, Sacristan et al. (1395) published
a paper using Fieller's theorem to calculate a confidence interval for the ICER. In 1954,
Fieller presented a formula for the confidence interval of two nommally distributed
variables. This formula has interesting properties, as there may be situations where the
interval is ( -eo, o), which means that the data are consistent with all possible
hypotheses about the ICER. Furthermore, an interval might have the form of
( —eo, ~1000] ' [1000, =<}, which will typically happen if the additional costs differ
significantly from zero, while the effects in both groups are approximately equivalent.

In 1996, Chaudhary & Stearns also proposed the use of Fieller's theorem but, as an
alternative, they also proposed a simulation method that does not make assumptions
about the distribution of costs and effects, ie. the bootstrap method (see Efron &
Tibshirani, 1993). In their paper, they illustrated both methods with data on 300
observations per group. For their data, Fieller's method and the bootstrap method
produced similar results. The same was found in a study by Polsky et al. (1997) where
Fieller's method was compared with the bootstrap method, the Taylor series method
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and the so-called box method {O'Brien et al., 1994). In this comparison, Fieller's method
and the bootstrap method performed equally well, and much better than the other two
methods.

Despite that since the introduction of the acceptability curve other {more formal)
methods for quantifying uncertainty have been published, the acceptability curve is
widely used (e.g. Gray et al, 2000; Moayyedi et al, 2000; Griffin et al., 2001;
Chancellor et al., 2001). An advantage of the acceptability curve over confidence
intervals is that it does not focus on 95% confidence, but basically gives an infinite
number of x% one-sided confidence intervals (for each value x, the corresponding limit
on the ICER can be found in the curve). As Briggs & Fenn (1998) wrote: “We believe
that confidence surfaces on the cost-effectiveness plane, summarised in the form of
cost-effectiveness acceptability curves, give greater guidance for decision-makers than
confidence intervals around cost-effectiveness ratios”. Several authors have pointed out
that the acceptability curve does not have the interpretation of a confidence interval
within the frequentist framework (Wakker & Klaassen, 1995; Heitjan et al, 1999).
However, as also mentioned in chapter 4 (and by Briggs, 1999; Heitjanr et al., 1999),
within the Bayesian framework, the acceptability curve does present posterior
confidence intervals under the assumption of a non-informative prior distribution.
Furthermore, Lothgren & Zethraeus {2000) showed that the acceptability curve also has
a net benefit definition, in that it represents the probability that the net benefits
estimator (NB(A)=Ap,, ~ . , with A the limit on the ICER) is positive. With this
interpretation, the curve may be used for testing the null hypothesis that the net benefit
is non-positive. Consequently, it may be stated that the acceptability curve has both an
interpretation within the frequentist and the Bayesian framework.

In chapter 2 the acceptability curve was drawn based on simulated values from a
bivariate normal distribution for costs and effects but, alternatively, it may also be
drawn based on the simulated values from a bootstrap procedure. Furthermore, it can
be used when outcomes are simulated in a probabilistic sensitivity analysis, as was
done in chapter 5. It shouid be noted that in the latter case the curve does not have an
interpretation in a frequentist framework, when parameters and their distribution are
for instance postulated based on expert opinion. However, as this may be seen as
defining a prior distribution for the parameter, within the Bayesian framework curves
based on a probabilistic sensitivity analysis do have an interpretation. The curve was
also used in a paper by Hunink et al. {1998) in which they use it to present the results
of a Markov model that was used to simulate individual patient data. In their paper,
Hunnink et al. also emphasise another advantage of the acceptability curve compared
with a confidence interval for an ICER. The problem with presenting ICERs is that
information is lost. A negative ICER can indicate that there are increased effects plus
cost savings or reduced effects plus additional costs. While in the first situation the new
treatment would be accepted, in the latter it would be rejected. The same is true for a
positive ratio. Assuming that R is the maximum acceptable ratio, in case of increased
effects the ICER should be smaller than R to be acceptable, while in case of a loss of
effects the ICER should be larger than R. When using an acceptability curve as in
chapter 2, i.e. subdivided into curves for each quadrant of the cost-effectiveness plane,



no important information is lost. Clearly, the acceptability curve is a valuable addition
to the methods available to describe uncertainty around cost-effectiveness ratios.

Chapter 3 presented a simulation method that enables the calculation of sampie sizes
for economic evaluations. This method uses a backward procedure, in the sense that
for various sample sizes, the power is estimated and thus an estimate of the required
sample size for a certain power is found. After the article on which chapter 3 is based
was published, several algebrzic methods for sample size calculation have been
published (Briggs & Gray, 1998b; Laska et al., 1999; Willan & O'Brien, 1999). An
advantage of these methods over the simulation methed is that they are easier to apply.
However, the simulation method also has some advantages. First, it is easy to change
the hypothesis being tested, i.e. it is, for instance, possible to use a different threshold
ICER in the area where the additional effectiveness is negative. This would reflect a
willingness-to-accept a loss of effects that differs from the willingness-to-pay for gain
of effects (see O'Brien & Gafni, 1996). Second, it is relatively easy to extend the
simulation procedure such that instead of simulating costs and effects per patient from
one pverall bivariate distribution, values are simulated from components that are easier
to specify. For instance, instead of simulating whether or not a patient is an event-free
survivor, it is simulated whether the patient had balloon angioplasty, bypass surgery, a
myocardial infarction, etc., each with well-known costs. This method alsc
automatically generates the correlation between costs and effects.

When dealing with an economic evaluation that is ‘piggy backed' to a phase Il
clinical trial, basing the sample size on economic data as well as clinical data may be
deemed unethical as it will often increase the number of patients that has to be
subjected to an experimental treatment. When the goal of a study is specifically to
demonstrate cost-effectiveness after superior efficacy has been established, it may
again be considered unethical to subject patients to a control treatment that has been
proven to be less effective. Consequently, the number of situations where it is possible
to base the sample size of a study on cost-effectiveness considerations will be limited,
also because of the large number of parameters that need to be specified. As indicated
in chapter 3, besides information on expected effects and their standard deviations, the
same information for costs and the correlation between costs and effects is required.
The conclusion of chapter 3 was, therefore, that given that such information is often
incomplete there is a danger that these sample size calculations may be manipulated
such that projected patient enrolment is suggested to be both sufficient and
operationally feasible. The question remains, of course, whose interest would be served
by such manipulations.

In chapter 4, a Bayesian approach to cost-effectiveness studies was presented,
consisting of a univariate approach for the analysis of the differences in costs and
effects and a multivariate approach for the analysis of the ICER. These approaches were
applied to datasets of two clinical trials which compared both the costs and effects of
stent implantation versus balloon angioplasty. In the multivariate analysis, several
prior distributions were defined for the analysis of the second trial and the influence
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of these priors on the posterior distribution was studied. The point estimates of the ICER
varied from NLG 16,269 per additional event-free survivor to NLG 21,984. If the limit
that society puts on the ICER is about NLG 30,000, the probabilities that the ICERs are
acceptable differ markedly (65%, 80%, 90%), possibly leading to different decisions.

The multivariate model presented in chapter 4 relies on a normal approximation of
the mean of a sample of costs and effects, which may not always be realistic. A recent
paper by O'Hagan & Stevens (2001a) describes the firil model for the same type of data
as in chapter 4, i.e. a dichotomous distribution for effects and a log normal distribution
for the costs. The posterior distribution was evaluated using Monte Carlo Markov chain
simulation, since a simple algebraic representation of the posterior distribution is no
longer available when the full model is used. In their analysis O'Hagan & Stevens used
interesting informative prior distributions. For the probability of *success” in both
treatment groups a positive correlation was assurced, indicating that higher
effectiveness in one group is also likely to imply higher effectiveness in the other
group. Furthermore, for the variances of the costs a prior distribution was postulated
that gives weak prior information about individual variances but such that the ratios
of variances are likely to be reasonably close to unity.

The interest of health economists in Bayesian methods may partly be explained by
the many papers that have recently been published advocating the use of Bayesian
methods in biostatistics. The paper by Lilford & Braunholtz (1996} had as subtitle “A
paradigm shift is overdue”. At this moment, it appears that this paradigm shift may
actually be taking place. One indicator is a recently published article in The Econornist
(2000), with the title “In praise of Bayes” This article describes not only the differences
between the Bayesian and frequentist paradigm, but also cites a statistician (at the
pharmaceutical company Pfizer), who describes how Bayes may be used in dose-
allocation trials. The idea is that, instead of analysing the results at the end of the wial,
patients’ responses will be evaluated during the trial and where necessary the doses will
be adjusted. With such an approach, more patients will receive {near) optimal doses,
and consequently fewer patients may be required for such studies.

As discussed in chapter 4, it is the issue of using prior information that can be seen
as the largest obstacle in a broader use of Bayesian methods. It should be realised,
however, that this problem is not unique to Bayesian statistics: a frequentist meta-
analysis also requires some judgement on which data to include. It seems that the time
has come to shift from discussing the advantages of using Bayes te actuaily applying
the methods in cost-effectiveness studies in order to gain experience, allowing us to
update our prior beliefs about the possibilities of Bayes.

It is important to note that in all three chapters on statistical methods for dealing with
uncertainty it was assumed that the average costs and effects would approximartely
follow a normal distribution, for large enough sampie sizes, based on the Central Limit
Theorem. A recent article by Q'Hagan & Stevens (2001b} makes clear that such an
assumption should not be made too easily. It is well known that the sample average is
not a robust estimator for the population mean, which means that if the underlying
distribution is very skewed, we are likely to overestimate the population mean when



using this normal approximation. Q'Hagan & Stevens also show that using bootstrap
simulation instead is not a solution because the bootstrap method is also based on
approximation. When the sample size is relatively smail and skewness is large, a
modelling approach as presented in chapter 4 (univariate analysis} should be used.
However, as also mentioned in the discussion of chapter 4, it is important to check the
adequacy of the fit of the model to the data. Especially with a Bayesian approach,
testing hypotheses about different models (model refers here both to the likelihood
function and the prior distribution) is fairly straightforward, with no requirement about
hypotheses being nested and no limit on the number of hypotheses considered
simultaneously.

The exampie presented by O'Hagan & Stevens (2001b) clearly shows that for a very
skewed distribution, even a sample size of 75 is too small to rely on the normal
approximation. However, in the case studies presented in chapters 2 and 4 this problem
does not occur. In chapter 4, the estimated average costs using the log normal model
are similar to the sample mean. Similarly, the costs in chapter 2 are far less skewed than
in the example giver by O'Hagan & Stevens; thus, even with the small sample sizes
assuming normality does not have major consequences (assuming log normality leads
to very similar results as those presented in chapter 2). Nevertheless, there are many
situations with large skewness, where formulating a parametric model (i.e. a probability
distribution) for the data should be preferred over normal approximation or
bootsirapping.

Dealing with uncertainty in modelling studies

Chapters 5 and 6 presented examples of dealing with uncertainty in modelling studies.
In chapter 5 the cost-effectiveness of a fixed dose combination of
diclofenac/misoprostol compared with diclofenac monotherapy in patients with
rheumatoid arthritis was assessed. Diclofenac is a non-steroidal anti-inflammatory
drug (NSAID} and misoprostol is a gastroprotective agent that reduces the probability
of NSAID-induced gastro-intestinal side-effects. A model was used to convene data
from literature and databases, and expert opinion. The baseline result of the study was
NLG 4,179 per life-year gained for the use of the combination drug, which may be
considered cost-effective. Parts of the analysis were a univariate and a probabilistic
sensitivity analysis. In the univariate analysis, all variables were varied (one at a time)
by plus and minus 20% and resuits were considered not sensitive to changes if the
outcome changed by less than 10%. This criterion is of course arbitrary, and it adds to
the problem of interpreting the results of such univariate analyses. The results
presented in chapter 5 identify those parameters for which the results are most
sensitive. However, as it is not clear how relevant the upper and lower limits of + 20%
are, it is also not clear how relevant the ordering is of the results. Another approach
would have been to use limits (where possible) derived from the confidence intervals
that were also used in the probabilistic analysis. As a criterion for sensitivity a
threshold ICER might be used: if changing a parameter to its upper or lower limit
causes the outcome 1o exceed the threshold, implying a different decision, the outcome
is called sensitive to changes in the parameter. However, such a criterion is not ideal,
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as it dichotomises the idea of sensitivity. Assuming that realistic distributions have
been defined (where possible based on actual trial data), the results of a probabilistic
analysis are easier to interpret: they indicate how likely all possible outcomes are. This
is an important advantage above other approaches such as univariate analysis, where
outcomes are calculated for various input values without any indication how likely
these outcomes are.

Performing a probabilistic sensitivity analysis has become easier in recent years, as
dedicated software is now available for such analysis, e.g. the decision analysis
program DATA {www.treeage.com) and the risk analysis program @RISK {which is used
together with a spreadsheet program; www.palisade.com). An interesting feature of
@RISK is that it also allows for an assessment of the influence of each individual input
parameter on the outcome, adjusting for all other input parameters. Given the
information that it provides and the relative ease of its use, it is recommended that
modelling studies include a probabilistic analysis in their sensitivity analysis.

As discussed in chapter 3, not all uncertainties in heaith care are of a statistical
nature. This became apparent shortly after the publication of the article on which
chapter 5 is based. In 1996, the Ministry of Health, Welfare and Sport introduced new
pricing regulations for pharmaceuticals, allowing no price that would exceed the
average price of four neighbouring countries. As a result the price of diclofenac
decreased by 500%, whilst the price of the fixed dose combination of
diclofenac/misoprostol remained unchanged. Such an extreme scenario had not been
included in the sensitivity analysis. Because of this, a new cost-effectiveness study for
diclofenac/misoprostol was done (see Al, 2000; Brouwers et al, 2000). In this new
study, other comparators were also included singe clinical practice has also changed in
the last few years. Nowadays, many patients using NSAIDs long-term receive proton
pump inhibitors as gastroprotective agent (Herings et al., 2000). As expected, the new
study showed that treatment with diclofenac/misoprostol was no longer cost-effective
compared with NSAID for the whole rheumatoid arthritis population, but only for
patients at medium to high risk for developing gastro-intestinal side-effects.

In chapter 6 a modeliing study was presented that assessed the costs and effects of lung
transplantation. Actual data were available for the situation concerning
transplantation, and an extensive simulation model was used to construct a control
group without transplantation and to extrapolate the available data to the future. The
analysis showed that the costs per quality-adjusted life-year (QALY) gained would be
NLG 167,000 (after discounting by 5% per year). The model was subsequently used to
assess additional scenarios: a donor scenario in which a larger number of donor lungs
available was assumed (NLG 135,000 per QALY gained) and a policy scenario with a
restricted patient inflow {NLG 144,000 per QALY gained). Based on the observations
during the study period, the number of deonor lungs available was estimated at 17 per
year; thus, this estimate is surrounded by a certain amount of statistical uncertainty.
However, the availability of donor lungs may also be influenced by decision makers
(e.g- through legislation) and physicians (e.g. through changes in donor treatment and
in selection criteria used for donor lungs). A separate study (Geertsma & ten Vergert,



1995) showed that with concerted action a maximum of 27 donor lungs per year might
be achieved. The same applies for the patient inflow, the definition of stricter inclusion
criteria might restrict the number of patients eligible for screening per year, thus
decreasing the inflow beyond the statistical limits.

The model used in the present study is a micro-simulation model, which means that
data are simulated at the patient level: for each patient a history is created, with time
spent in each phase, until death. It might have been possible to use a Markov model
instead, where patients move from one state (in this study: phase} to another on fixed
moments. However, because of the large variation of time spent in each phase, it would
have been necessary to use a cycle of 1 day, or 1 week at most. Given that the total
evaluation period was 40 years and that the transition probabilities are time-
dependent, a micro-simulation model was in fact easier t¢ build and work with.
Moreover, it would have proven very difficult to build the interaction between doner
lungs and waiting list into a Markov model, while it is straightforward in the micro-
simulation model.

When using a model for scenario analyses, it is recommended that scenarios are
defined before developing the model. When the scenarios are defined afterwards, they
may concern aspects that were not included in the model, making it difficult to address
them without altering the structure of the model. Furthermore, when defining the
scenarios the availability of data should be kept in mind. In the lung transplantation
study, it would have been interesting to check whether cost-effectiveness is more
favourable for certain patient groups. However, the small number of patients per group
would have made the results highly unreliable.

Dealing with uncertainty in decision making

The purpose of developing methods to describe or reduce uncertainty, such as those
presented in this thesis, is to facilitate decision making under uncertainty. However,
these methods present only one part of the equation, as it is also necessary to describe
preferences for possible outcomes before a decision can be made. In chapter 7 attention
was given to risk attitude and preferences of decision makers. It has been argued that
taking uncertainty into account in budget allocation decisions leads te different
decisions than under certainty. A numerical example made it clear that under
uncertainty a trade-off is made between the ratic of costs to effects and the degree of
uncertainty. When a decision maker is risk averse, programs with small ratios of costs
to effects but large variances may be abandoned in favour of programs with higher
ratios of costs to effects but smaller variances.

The model presented in chapter 7 is a static model, in the sense that the budget of
one year is allocated without regards for the years thereafter. This is an unrealistic
situation because in practice, budget allocation in one year may influence the budget
aliocation in succeeding years. Thus, a logical next step in the development of budget
allocation models is to adjust the current model to a stochastic dynamic model.

When decision makers have difficulty specifying the utility function, a risk premium
on the riskless discount rate might be used to adjust the value of the mean outcome.
This is what is proposed by Arrow & Lind (1970}, and also suggested as an alternative

CHaPTER 3 124



Discussion

by Ben-Zion & Gafni (1983). Such risk premium should reflect how much risk is
involved, ie. it should be large if the variance is large and small if the variance is small
(assuming risk aversion). Though this method may seem easier to use in practice,
eliciting a value for a risk premium in such a way that it accurately reflects risk attitude
may in practice be rather complicated. Furthermore, adjusting the riskless discount rate
for risk assumes that our uncertainty is completely time-related, i.e. that we are sure
about the outcome today, and become more and more uncertain as time progresses. The
expected utility approach does not relate uncertainty to time, and therefore seems more
pertinent to the type of uncertainty that has been discussed in this thesis and is
generally discussed in heaith economics.

It should be noted that there are several (competing) theories on whose risk attitude
{utility function) should be used. Welfarists will argue that for each individual his or
her own risk attitude should be used, whereas extra-welfarists suggest that the risk
attitude of society as a whole should be used. Importantly, they all agree that someone’s
risk attitude should be included in the decision-making process.

Another reason (besides risk attitude) why information on uncertainty is relevant to the
decision maker are the so-called ‘sunk costs’ If decision makers disregard uncertainty
and base their decision only on the point estimate of the ICER, a wrong decision may
be made. If the decision was to introduce a new program, and it is later found that the
actual ICER is much higher, the decision maker might want to switch back to the old
situation. However, switching is not without cost. Examples of sunk costs are the non-
recoverable investment costs, such as the alteration of a building or equipment specific
to the new technology. While some of these costs (such as the costs of special
equiprent) are usually taken into account in an economic evaluation, some are not.
Not taking such cost categories into account is often a consequence of the choice to
present the results independently from the initial situation. Examples of costs not taken
into account are implementation costs, such as the hiring and training of personnel,
and costs related to the loss of goodwill among the health care professionals as a result
of frequent changes in treatment strategies. Another exampie are the “political costs™
In practice, decision makers make decisions on which medical technology to add to the
benefits package covered by social health insurance but it proves to be much more
difficult to decide, based on cost-effectiveness arguments, to withdraw a currently
available technology from the social insurance coverage. Presumably, the “political
costs™ of a policy reversal are very high. Sunk costs are often neglected as they are
often intangible and rare (since we only switch if we have a highly reliably estimate of
the ICER). If, on the other hand, no attention is given to the uncertainty surrounding
the ICER, the probability of a policy reversal might be high, meaning that sunk costs
can become very relevant.

Claxton (1999b) discussed this idea of sunk costs in the context of deciding whether
or not to collect additional data in order to reduce uncertainty. If all sunk costs that
may be involved in a decision can be quantified, it is possible to calculate whether or
not a new program should be introduced based on the current information and
expected results of a new study. However, even if the decision maker decides not to



start a new trial it is still likely that new information will become available through
other channels {literature, study initiated by a hospital, etc.). Clearly, the later such
information is expected to becorme available, the smaller the influence of the sunk costs
on the current decision. A decision maker may not be able to control which
information becomes available at what time, but can (and should) consider what the
likelihood is of making the wrong decision by changing to the new technoclogy.
Confidence intervals and acceptability curves can provide that information. By
combining hisfher knowledge or judgement (in case the costs car not be guantified}
about the magnitude of the sunk costs related to making the wrong decision with the
likelihood of that event occurring, the decision maker will then decide if the ICER
found in the current study should result in a switch from the old to the new technology.

An alternative method for dealing with uncertainty in econemic evaluation is based on
the real option approach (Dixit & Pindyck, 1994; Smit, 1996; Merton, 1998). This
approach originates from the field of finance, where it has been successfully applied to
explain why businesses do not behave as they are expected to on the basis of the net
present value of an investment. Palmer & Smith (2000) discussed the idea of using
option values in economic evaluations in health care.

Similar to the valuation of financial options, the real option approach assigns values
to the options the decision maker holds. Real options hold value as they allow the
decision maker to adapt and revise decisions in response to new information.

The real option approach assumes three features for a decision: first, the ability to
delay the decision to introduce the new technology; second, that there is uncertainty
about the future state of the world {which will be reduced over time}; and finally that
decisions involve sunk costs {l.e. the decision is at least partly irreversible). If any of
the three features does not apply, the option has no value, and can therefore be
discarded. Several types of options may be distinguished, two of which are the option
to expand and the option to defer.

The option to expand may be relevant when a decision to implement a new
technology acquires an expansion option, i.e. a possibility to expand at relatively low
costs. A new technology may, for example, yield a small negative net benefit that
because of great variation could well be coincidental. However, implementing this
technology on a small scale acquires the option to expand when new evidence proves
that the new technology is cost-effective. If the value of this option is higher than the
expected loss of fully implementing the program, then it is wise to implement the
program on a small scale.

The option to defer takes intc account the opportunity costs of making a
commitment now, and thereby giving up the option of waiting for new information.
The option has value because it e¢nables the decision maker to respond to new
information at low cost. This new information will be valuable if returning on a
decision involves sunk costs and the likelihood of this occurring is large. In case the
new technology has a positive net benefit, but the value of the option to defer is larger,
it may not be wise t0 implement the new technology at the current time. The value of
the option is, for instance, related to the magnitude of uncertainty (the larger, the
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higher the value of the option), the expected informational content (the larger, the
higher the value of the option), the speed with which the new information will become
available {the quicker, the higher the value of the option) and the discount rate {the
lower, the higher the value of the option).

The option approach adjusts the ICER for both the degree of uncertainty and the
reversibility of a decision. It is not immediately clear to what extent the option value
approach and expected utility approach describe the same properties in decision
making under uncertainty. In the set of axioms of expected utility, no notion of
irreversibility occurs. Therefore, it would be interesting to compare both approaches to
see if it is necessary and possible to combine both approaches.

Areas for further research

In this thesis, several sources of uncertainty have been discussed. One that has not yet
been addressed is missing/censored data. When data are missing, uncertainty about the
parameters of interest increases. When the data are missing completely at random, it is
not difficult to adjust the estimates for that. However, if missingness depends on
observed or unobserved data, special methods are required to adjust both the point
estimate and the estimate of the variance. This problem of missing data is not new, and
many methods for dealing with it are known {see Little & Rubin, 1987; Schafer, 1997}
In heaith economics, the problem of dealing with missing data has not yet received
much attention. When longitudinal data on quality-of-life are missing from a certain
time point, it may be plausible to assume that patients have become too ill to fill out
the questionnaire, and therefore it may not be assumed that the missingness is
ignorabie. The same is true for costs; it is possible that patients dropped out of a study
due to serious side-effects causing high costs, which remain unobserved. However, it is
unlikely that all methods that work well for quality-of-life data will work equally well
for cost data, given that costs are usually very skewed, whereas quality-of-life data are
often approximately normal. Both for costs and effects it is important to investigate
how different methods for dealing with missing data perform for different types of
missingness. This should provide some guidance for analysts in their choice between
available methods.

Chapter 7 deals with the influence of uncertainty in decision making. From a
theoretical point of view, reasons may be given why decision makers should take
uncertainty about costs and effects into account when making their decisions.
However, we have little knowledge of whether decision makers actually do take
uncertainty into account and if so, in what way. These questions might be answered
through an empirical study among decision makers.



Epilogue

In the introduction it was stated that it is unrealistic to assume that all uncertainty can
be eliminated. However, this should not prevent us from making optimal use of ali
methods available to first reduce uncertainty and then describe the rermaining
uncertainty. Unfortunately, it is clear that these goals have not yet been reached in
most economic evaluations of health care technologies; however, this is not surprising
because most methodological developments in this area are quite recent. Hopefully, the
coming years will see a wide dissemination of methods for dealing with uncertainty
and a growing understanding of preferences over uncertain decisions.
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Samenvatting

GEZONDHEIDSZORG-TECHNOLOGIEEN EVALUEREN:
ZEKERE METHODEN VOOR ONZEKERE SITURTIES



Inleiding

FEconomische evaluaties van nieuwe medische technclogieén (zoals therapeutische
interventies, screeningsprogramma’s, transplantaties etc. ) hebben tot doel te bepalen
wat de verhouding is tussen enerzijds de opbrengsten in termen van gezondheid en
anderzijds de (extra} kosten van de nieuwe technologie. Deze economische evaluaties
kunnen beleidsmakers ondersteunen bij het nemen van beslissingen over het al dan
niet introduceren van een nieuwe technologie in de gezondheidszorg. Helaas geven de
uitkomsten van dergelijke evaluaties niet altijd een duidelijk beeld van de balans tus-
sen kosten en baten. Dit wordt onder andere verporzaakt door de onzekerheid rond de
uitkomst. Deze onzekerheid kan verschillende vormen aannemen; zo kan men onzeker
zijn over de waarde van variabelen (denk hierbij aan de kans op ziekte, de waardering
van kwaliteit van leven, de kosten van ziekerhuisopname etc.} die in de berekeningen
gebruikt worden, maar er kan ook onzekerheid bestaan over hoe deze variabelen
gecombineerd dienen te worden.

Over de waarde van een variabele kan bijvoorbeeld onzekerheid bestaan als deze
geschat is op basis van een steekproef, of als deze door experts op basis van eigen erva-
ring is ingeschat. Qck kan er onzekerheid ontstaan als de waarde van een variabele
geschat wordt op basis van extrapolatie van bekende gegevens. Dit gebeurt bifvoor-
beeld als de resultaten van een tweejarige klinische studie worden vertaald naar de lan-
gere termijni of als gegevens over percentage cholesterolverlaging vertaald worden naar
morbiditeit of sterfte.

Het is niet realistisch te verwachten dat alle onzekerheid geélimineerd kan worden.
Wel kan getracht worden methoden te ontwikkelen om zo goed megelijk met deze
onzekerheid om te gaan.

Een eerste stap in het omgaan met onzekerheid is het beschrijven van de mate van
onzekerheld, bijvoorbeeld met behulp van een betrouwbaarheidsinterval. Vervolgens
kan getracht worden de onzekerheid te verkleinen. Dit kan bijvoorbeeld voor de aan-
vang van ¢en studie, door aan te geven welke onzekerheid maximaal acceptabel is en
op basis hiervan de benodigde steekproefomvang te berekenen. Gok kan na afloop van
een studie de onzekerheid rond de resultaten verkleind worden door de nieuwe gege-
vens te combineren met gegevens uit andere studies, bijvoorbeeld via een meta-analy-
se. Tot slot moet getracht worden beleidsmakers te informeren over hoe zij de onze-
kerheid kunnen meewegen in hun beslissingen. Al de hierboven gencemde methoden
van omgaan met onzekerheid komen in dit proefschrift aan de orde.
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Semenveiting

Beschrijven van onzekerheid

In hoofdstuk 2, 5 en 6 worden verschillende methoden gepresenteerd om onzekerheid
te beschrijven.

In hoofdstuk 2 wordt een methode gepresenteerd om de onzekerheid rond een incre-
mentele kosten-effectiviteitsratio (IKER) te beschrijven in situaties waar gegevens over
kosten en effecten verzameld zijn op patiéntniveau in het kader van een klinische stu-
die. Eerst wordt de betrouwbaarhejdsellips geintroduceerd, welke een uithreiding is van
een betrouwbaarheidsinterval naar twee dimensies (kosten en effecten). Hierbij wordt
verondersteld (verwijzend naar de Centrale Limiet stelling} dat de gemiddelde kosten en
effecten per patignt een bivariate normale verdeling volgen. Net als bij een betrouw-
baarheidsinterval geldt dat naarmate de ellips kleiner is, men zekerder is van de schat-
ting van de IKER. Wanneer er positieve additionele effecten en negatieve additionele
kosten {ofwel besparingen) ziin, zal een IKER altijd als acceptabel beoordeeld worden.
Als de effecten negatief, en de kosten positief zijn zal daarentegen de IKER als onac-
ceptabel gezien worden. Wanneer positieve effecten gepaard gaan met extra kosten, of
als negatieve effecten gepaard gaan met besparingen, zal het oordeel athangen van de
limiet die men stelt aan de [KER. Voor elke limiet die men veronderstelt kan nu de kans
dat de IKER beneden deze limiet ligt geschat worden door simulaties uit te voeren. Uit
de bivariate normale verdeling rond gemiddelde kosten en effecten wordt een groot
aantal paren van kosten en effecten getrokken. Voor elk paar wordt gekeken of hun
ratio, gegeven de veronderstelde limiet, acceptabel is. Deze procedure kan voor een
groot aantal limieten herhaald worden, en de uitkomsten kunnen vervolgens in een
‘acceptability curve’ weergegeven worden. In deze curve staat op de x-as de limiet die
men kiest, en op de y-as het percentage ratio’s dat acceptabel is. Op deze wijze kan bij-
voorbeeld een eenzijdig 95%-betrouwbaarheidsinterval afgeleid worden door te kijken
voor welke limiet de kans dat de IKER acceptabel is 95% is. Overigens moet opgemerkt
worden dat in de klassieke statistiek deze uitspraak niet gedaan kan worden: de wer-
kelifke IKER is een ‘door de natuur gegeven constante’ en is dus wel of niet accepta-
bel. Alleen binnen de Bayesiaanse statistiek {welke in hoofdstuk 4 besproken wordt) is
het toegestaan een kans op ‘acceptabel zijn’ toe te schrijven aan de IKER.

In hoofdstuk 5 wordt een voorbeeld van een modelleringsstudie gepresenteerd, waarin
een zogenzamde gevoeligheidsanalyse wordt gebruikt om de onzekerheid rond de
puntschatting van de IKER in kaart te brengen. Het betreft een studie die de kosten en
effecten van behandeling met het combinatiepreparaat diclofenac/misoprostol verge-
lijkt met de kosten en effecten van diclofenac alleen in de behandeling van patiénten
met reumatoide artritis. Diclofenac is een niet-steroidaal anti-inflammatoir medicijn
dat pijnstillend werkt, en misoprostol is een medicijn dat de kans op gastro-intestina-
le bijwerkingen ten gevolge van het gebruik van diclofenac kan verminderen.



In een model werden de gegevens uit klinische studies, gegevens uit databases en
expert-meningen bijeen gebracht. De centrale raming van de IKER kwam uit op NLG
4.179 per gewonnen levensjaar. De gevoeligheid van deze uitkomst voor veranderin-
gen in de invoervariabelen werd zowel in een univariate als in een probabilistische
gevoeligheidsanalyse bestudeerd. In een univariate analyse worden alle variabelen één
voor één gevarieerd tussen bepaalde grenzen. In het algemeen is het moeilijk vast te
stellen welke grenzen hiervoor gebruikt moeten worden en nog lastiger is het te beoor-
delen wanneer de uitkomst van de studie gevoelig voor veranderingen in een bepaal-
de variabele genoemd moet worden. In de probabilistische analyse wordt voor elke
variabele een kansverdeling gedefinicerd. Vervolgens wordt cen groot aantal maal uit
elke verdeling een waarde getrokken waarmee het model opnieuw wordt doorgerekend.
Op deze manier krijgt men niet alieen een idee wat de meest waarschijnlijke uitkomst
is, maar ook wat de meest extreme uitkomsten (best denkbare en slechts denkbare} zijn,
met een inschatting hoe waarschijnlijk deze extreme uitkomsten zijn. Met name dit
laatste is een belangrijk voordeel van de probabilistische gevoeligheidsanalyse.

In hoofdstuk 6 wordt een scenarioanalyse beschreven die werd uitgevoerd in het kader
van de technology assessment van het Nederlandse longtransplantatie programma
1990-1995. Deze scenarioanalyse beschrijft een toekomstig programma dat gedurende
15 jaar zal worden uitgevoerd. Door een dergelijke periode te kiezen wordt bereikt dat
er een stabiele in- en uitstroom van patiénten op de wachtlijst ontstaat, wat nog niet
het geval was in de studieperiode. De gegevens uit de studieperiode werden gebruikt
om kansen te schatten voor de groep met transplantatie, en op basis hiervan werd, met
behulp van een microsimulatie-model, eer controlegroep geconstrueerd. Vervolgens
werden kosten, overleving en kwaliteit van leven in beide groepen met elkaar vergele-
ken. Uit de analyse volgde een schatting van de kosten per voor kwaliteit van leven
(kvl) gecorrigeerd levensjaar van NLG 167.000 (na disconteren met 5% per jaar).

Vervolgens werd het model gebruikt om additionele scenario’s door te rekenen,
namelijk een donorscenario waarin een toename van het aantal beschikbare donorlon-
gen werd verondersteld (NLG 135.000 per voor kvl gecorrigeerd levensjaar) en een
beleidsscenario waarin de instroom van patiénten in het programma beperkt zou wor-
den (NLG 144.000 per voor kvl gecorrigeerd levensjaar). Deze scenarioanalyses
beschrijven de (extra) onzekerheid die kan ontstaan door externe inviceden op een
variabele. Het aantal beschikbare donorlongen werd in de basisanalyse geschat op 17
per jaar, wat gebaseerd is op de geobserveerde aantallen per jaar. Dit betekent dat met
behulp van statistische methoden een betrouwbaarheidsinterval rond dit aantal bere-
kend kan worden. Echter, het aantal beschikbare donorlongen kan ook beinvioed wor-
den door beleidmakers (via wetgeving) en door artsen {bijvoorbeeld via de selectiecri-
teria voor donerlongen en de behandeling van de donor). Een deelstudie liet zien dat
het mogelijk is met extra inspanning tot maximaal 27 beschikbare donorlongen per
jaar te komen. Iets dergelijks geldt ook voor de instroom van patiénten. Door striktere
inclusiecriteria te gebruiken kan deze instroom sterk beperkt worden, waarbij de
instroom veel lager wordt dan de ondergrens van een befrouwbaarheidsinterval rond
de waargenomen instroom.
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Somenvaiting

Reduceren van onzekerheid

In de hoofdstukken 3 en 4 worden (statistische] methoden gepresenteerd die kunnen
bijdragen aan het verkieinen van onzekerheid.

Hoofdstuk 3 beschrijft een simulatiemethode voor het bepalen van de optimale
steekproefomvang in kosten-effectiviteitsstudies. Om een dergelijke berekening te
maken is het nodig te specificeren welke mate van onzekerheid men maximaal accep-
tabel vindt, welke limjet er aan de IKER gesteld wordt, wat de verwachte kosten en
effecten zijn, wat de verwachte spreiding rond de gemiddelde kosten en effecten is en
wat de verwachte correlatie tussen kosten en effecten is. Ook moet vastgesteld worden
welk onderscheidend vermogen vereist wordt, dat wil zeggen welke kans men wil heb-
ben om te concluderer: dat een behandeling kosteneffectief is als deze het ook werke-
lijk is. In de gepresenteerde studie is nagegaan hoe gevoelig de geschatte steekproef-
omvang is voor veranderingen in deze parameters, hetgeen geiliustreerd wordt aan de
hand van twee klinische studies. Het bliikt onder andere dat de benodigde steckproef-
omvang groter wordt naarmate de limiet die aan de IKER gesteld wordt lager ligt, en
naarmate kosten en effecten meer negatief gecorreleerd zijn.

In hoofdstuk 4 wordt beschreven hoe onzekerheid rond de resultaten van een studie
verminderd kan worden door deze resultaten te combineren met gegevens uit bijvoor-
beeld andere studies met behulp van zogenaamde Bayesiaanse methoden.

De methoden die worden gepresenteerd worden geillustreerd aan de hand van gege-
vens uit twee opeenvolgende klinische studies. In beide studies werden de kosten en
effecten vergeleken van stent implantatie versus ‘dotteren’ bij patiénten met angina
pectoris.

Voor de analyse van de tweede studie werden drie a-priori verdelingen van kosten
en effecten gespecificeerd, welke in toenemende mate gebaseerd waren op de resulta-
ten uit de voorafgaande klinische studie. Door de a-priori verdelingen te combineren
met de resultaten van de tweede studie werden drie a-posteriori resultaten gevonden.
De puntschatting van de IKER varieerde van NLG 16.269 tot NLG 21.984 per additio-
nele ‘event-free” overlevende, Wanneer men veronderstelt dat de limiet op de IKER NLG
30.000 bedraagt, dan zijn de kansen dat de IKERs acceptabel zijn zeer verschillend
(65%, 80%, 90%), wat betekent dat verschillende veronderstellingen omtrent de a-pri-
ori verdeling tot verschillende beslissingen over de introductie van stent implantatie
zouden kunnen leiden.



Beslissen in onzekerheid

In hoofdstuk 7 wordt ingegaan op de vraag hoe beleidsmakers rekening kunnen hou-
den met hun attitude ten aanzien van onzekerheid bij het nemen van beslissingen. Dit
wordt gedaan vanuit-het perspectief van budgetallocatie, dat wil zeggen dat de beleids-
maker een budget optimaal moet verdelen over mogelitke programma’s. In de literatuur
voor economische evaluaties in de gezondheidszorg wordt over het algemeen aange-
nomen dat de doelstelling is de gezondheidseffecten te maximaliseren voor een vast,
gegeven budget. Op basis van deze doelstelling is het optimaal de gezondheidszorg-
programma’s te rangschikken op hun ratio van totale kosten en totale effecten en ver-
volgens, beginnend met het programma met de kleinste ratio, net zo lang program-
ma's te accepteren tot het gehele budget op is. Echter, in deze benadering wordt er geen
rekening mee gehouden dat de eerste 1000 levensjaren die ‘gekocht’ worden hoger
gewaardeerd worden dan de extra 1000 levensjaren op het moment dat men er al
20.000 heeft. En evenzo, men zal liever 1000 gulden uitgeven als het hele budget nog
intact is dan wanneer dit de iaatste 1000 gulden van het budget zijn. In hoofdstuk 7
wordt een alternatief model gepresenteerd, waarbij de beleidsmaker tot doel heeft een
waarderingsfunctie over kosten en effecten te maximaliseren. Deze functie word: geka-
rakteriseerd door de hierboven beschrever afnemende meeropbrengst. In deze benade-
ring wordt nog geen rekening gehouden met onzekerheid. Deze notie van onzekerheid
kan in het optimalisatieprobleem worden aangebracht door een logische extensie van
de waarderingsfunctie te gebruiken, namelijk de verwachte nutsfunctie. In deze func-
tie worden de preferenties van de beleidsmaker over onzekere beslissingen weergege-
ven. In het hoofdstuk wordt aan de hand van getallenvoorbeelden geillustreerd wat het
effect van de verschillende beschreven benaderingen op de budgetallocatie is.

Tot slot

Zoals eerder is aangegeven, is het niet realistisch te veronderstellen dat alle onzeker-
heid geélimineerd kan worden. Dit mag natuurlifk geen beletsel zijn om optimaal
gebruik te maken van de methoden die beschikbaar zijn voor het beschrijven en redu-
ceren van onzekerheid. Het is echter duidelijk dat dit nog niet in alle economische eva-
luaties van medische technologieén gebeurt. Dit is niet verrassend, als men bedenkt dat
de meeste methodologische ontwikkelingen pas de laatste paar jaar hebben plaatsge-
vonrden. Hopelijk zullen de ontwikkelde methoden de komende jaren steeds vaker toe-
gepast worden, en zal de kennis van preferenties over onzekere beslissingen toenemen.
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