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Abstract

Cost-effectiveness analysis (CEA) is a method for evaluating the outcomes and costs of competing
strategies designed to improve health, and has been applied to a variety of different scientific
fields. Yet, there are inherent complexities in cost estimation and CEA from statistical
perspectives (e.g., skewness, bi-dimensionality, and censoring). The incremental cost-
effectiveness ratio that represents the additional cost per one unit of outcome gained by a new
strategy has served as the most widely accepted methodology in the CEA. In this article, we call
for expanded perspectives and reporting standards reflecting a more comprehensive analysis that
can elucidate different aspects of available data. Specifically, we propose that mean and median-
based incremental cost-effectiveness ratios and average cost-effectiveness ratios be reported
together, along with relevant summary and inferential statistics as complementary measures for
informed decision making.

Keywords

average cost-effectiveness ratio (ACER); censoring; cost-effectiveness plane; incremental cost-
effectiveness ratio (ICER); mean; median

1. Introduction

Economic burden in health care has been a significant concern of all parties involved -
public, government, and industry - as our society is constantly faced with difficult decisions
in allocating health care resources. The current cost consciousness in health care is a
response to very large costs of some medical interventions, technologies, and regimens
relative to their perceived health benefits. The strong need to contain health care costs leads
us to consider which interventions produce the greatest value, based in part on economic
implications [1, 2]. The importance of cost analysis is being more emphasized recently along
with the contexts of Comparative Effectiveness Research, Health Care Reform and
Affordable Care Act [3-6].

Cost-effectiveness analysis (CEA) is a form of economic analysis that compares the relative
expenditures and outcomes of two or more strategies that perform the same task. It has been
popularly used in various fields over the past several decades. Statistical methods for CEA
have been developed and a measure, the incremental cost-effectiveness ratio (ICER), has
been supported by various authorities and most widely adopted by researchers and policy
makers [7-9]. However, there exist many controversies toward CEA/ICER despite the long
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history of their usages and efforts that have been made to understand from various different
angles. Many journals have written policies on the conduct and presentation of CEA in
publication. This is partly due to the fact that different methods of CEA can yield results that
are often counterintuitive or inconsistent, making the interpretation of the results challenging
[10-15].

ICER is defined as the ratio of the difference in costs to the difference in effectiveness
between two strategies. In CEA, the use of ‘arithmetic’ mean/average for cost is almost
unanimously recommended because the total cost, which is important and relevant to
society, can be directly estimated from the mean cost. As such, in the statistical analysis and
reporting of a CEA, the mean-based ICER has been advocated thus far. However, it has
been noted by many researchers that costs and cost-effectiveness ratios (CERS) are highly
complicated in general with various methodological issues (see below). Cost analysis and
CEA have potential to make great impacts in our lives so that such an important analysis
may well deserve more than one methodology and perspective although the currently
available recommendations or guidelines for statistical analyses had been formulated based
on consensus statements [2, 8, 16—18]. Moreover, nearly unanimous endorsement for one
method/parameter/perspective is rare in other scientific disciplines, including effectiveness
research, although the necessity of some form of standardization is well understood.

In this paper, we intend to 1) propose a more comprehensive analysis for CEA using
existing methods in a unified framework; 2) provide rationales for why additional measures
are needed; and 3) offer a systematic guidance for statistical analyses that could be useful to
researchers and help minimize common mistakes in practice. Specifically, we will
summarize the challenging issues encountered in conducting CEA, and propose using
ICERs based on the mean and the median and average cost-effectiveness ratio (ACER)
together. We will also provide examples of how to conduct estimation and inference, and
how to summarize and present the results. We believe that different analytic methods
suggested in this paper are simple to implement (so that the added burden to researchers and
practitioners for conducting additional analyses is not substantial) and complement one
another as they fulfill different tasks and answer different questions; jointly, they would
provide a more comprehensive view of evidence conveyed in available data that could lead
to a more objective and enhanced decision making and a better understanding of the
economic consequences.

2. Methods

2.1 Methodological issues and how to address

Skewness: Both mean and median are important—Skewness is a common feature
of many monetary and biological data including medical cost. There are different ways to
analyze skewed data in statistical and econometric literature. A simple but legitimate way to
summarize skewed data is to compute the mean and median - or other parametric and
nonparametric counterparts - together. The desirable properties of the mean are well
documented and understood in our daily life and indeed, the concept of the mean is a
foundation of modern statistical theories. For severely skewed data, the median is a simple
and informative measure for central tendency and it may better represent a “typical’ value
than the mean because the mean could be sensitive to outliers or erroneous data. For a
symmetric distribution, the mean is equal to the median. Median or other quantiles-based
methods have been extensively studied and used in econometrics and statistics. For instance,
the median serves as a norm in housing price, mortgage, and income/salary statistics as in
many national databases or surveys. Yet, it is not difficult to understand why the mean can
be more meaningful in health economics and policy (See ‘Societal vs. Individual
perspective’ below).
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On the other hand, there are other practical circumstances. In treatment effectiveness
research, there is no strong preference for the mean or the median. In the studies with the
survival endpoint, the median is commonly used, regardless of the skewness of data, partly
because the median is easily derived from the estimated survival function (e.g., as the time
point at which the Kaplan-Meier curve reaches 0.5); in contrast, estimating the mean is not
always straightforward when censoring is present [19] (See ‘Censoring’ and Table 1 below).
As such, the median effectiveness is already being widely used as the standard summary
measure in effectiveness studies (e.g., by FDA for drug approval). As a result, some
inconsistency can be caused by different perspectives emphasized on cost in the numerator
(societal perspective using the mean) and effectiveness in the denominator (individual or
other perspective using the median) in CEA. In addition, when cost data are log-transformed
to handle skewness/non-normality, a statistical testing based on the mean cost needs more
attention. It has been reported that wrong hypothesis is frequently used in practice [20].

Thus, accepting both mean- and median-based analyses might be a reasonable way to
resolve this potential inconsistency. Since the mean and median are conceptually and
mathematically different and could capture different aspects of the distribution, the
corresponding ICERs are not competing as the mean and median themselves are not
competing. Even in the current practice where mean-based analysis is a preferred or official
strategy for policy decision, median-based analysis could play an important role as a part of
sensitivity or secondary analyses [21-24]. In that regard, we disagree with the authors who
stated “Standard non-parametric methods (for example, Mann-Whitney U-test) and analyses
of transformed costs are generally inappropriate because they are not focused on arithmetic
means.” [25].

Censoring: It should be adjusted and it could affect the parameter of primary
interest—Censoring arises commonly in prospective studies, where endpoints are not
observed for all subjects. If censoring does not occur so that complete endpoint data are
obtained for all subjects, then standard statistical methods (e.g., sample mean, median, t-test,
Wilcoxon-Mann-Whitney test) could be valid analytic tools. However, if the effectiveness
measure and/or cost are censored, specialized methods that properly account for censoring
should be used. In the analysis of the effectiveness, censoring is adequately handled in the
current practice — for example, using the Kaplan-Meier estimator, log-rank test and Cox
model instead of sample mean/median, t-test and linear/logistic regression in the analysis of
survival data.

If effectiveness data are censored, the associated cost data are likely to be censored as well,
which implies that censoring should be accounted for in cost analysis and CEA, therefore, in
both the numerator and denominator in CERs [26-29]. Although not so intuitive, it is
important to understand that the underlying mechanism of censoring and how to address this
issue in statistical methods differ for effectiveness and cost data. Even though it is often
reasonable to assume censoring is noninformative for survival data, it is almost always
informative for cost data; see references [30-32] and Table 1 for these issues. Various
censored cost estimators have been published over the last decade and they are increasingly
used [33-37]. It is worth noting that the quality-adjusted life year (QALY), which is
commonly considered as an effectiveness measure in the ICER, shares a similar censoring
mechanism to cost [38].

Here, we will revisit some fundamentals in survival data analysis that are relevant to CEA
but less understood by many practitioners. In the absence of censoring, the distributions of
effectiveness and lifetime cost - say, from diagnosis or study entry to death - and a function
thereof (e.g., mean or median) can be easily estimated. In contrast, when censoring is
present, estimating these parameters is not a simple task. Oftentimes, we should compromise
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our goal depending on the data availability. Moreover, the parameter for statistical
estimation could be altered depending on what the observed data permit — see Table 1 for
the estimability of fundamental parameters in effectiveness and cost analyses and CEA.

Let us discuss effectiveness data first. In theory, the mean survival time can be estimated as
long as the longest survival time is not censored, while the median survival time can be
estimated as long as the survival probability (e.g., estimated from the Kaplan-Meier curve)
at the largest observation time reaches 0.5 or below. However, we need to be aware of that
generally the survival curve cannot be estimated very well in the tail area, due to the small
sample size. These imply that the mean and median survival times are not always estimable,
and even if they are, they might not be estimated accurately or reliably. One might
artificially force that the largest survival time be uncensored and accept that the true mean is
underestimated by this remedy — indeed, this remedy is chosen by many statistical packages
(e.g., SAS) in order to produce the Kaplan-Meier curve. Another strategy is to estimate the
restricted means, restricting the longest observations to some time limit, where a reasonable
amount of data is still available; see Table 1.

This issue can be more complicated for cost. Nonparametrically, when the largest
observation is censored, which happens frequently for studies with limited follow-up time,
the (marginal) distribution of cost is nowhere identifiable for any time point beyond zero.
Among ways to tackle this issue, time restriction is adopted most commonly in practice [30,
39]. Since cost estimation becomes harder and easily unstable near the end of follow-up, it is
not uncommon to find a study in which 5 year data are used in the effectiveness analysis,
whereas 3 or 4 year data are used in the cost analysis or CEA [40, 41]. Therefore, it is
important to understand that in many situations, the best we can estimate is a time-restricted
mean or some quantiles, while estimating the overall mean or median of lifetime cost could
be an impossible goal using observed data without introducing additional assumptions.

Bi-dimensionality: Cl and CE plane should be constructed and interpreted
correctly—ICER is a ratio statistic with the difference in the numerator as well as in the
denominator. Thus, it is essential to have a ‘2-dimensional’ thinking/plot, and cost-
effectiveness (CE) plane offers a visual representation of the joint distribution of cost and
effectiveness data as an exploratory and inferential tool [42]. Due to this bi-dimensionality,
the confidence interval (Cl) of the ICER is not guaranteed to be a ‘closed’ interval that we
normally see (see Table 2 and Figure 1 as example). Various methods are available on how
to construct a CI for the ICER - see [27, 43-47] among others. The bootstrap method
showed some distinct advantages as long as computational burden is not too severe. It can
be uniformly applied for mean or median-based methods and different CERs, and
particularly useful to create a Cl on the CE plane. Yet, despite a number of publications on
the related topics, we still think that there is limited systematic guidance on how to construct
the CI or conduct statistical inference for the ICERSs that cover all possible scenarios in a
unified manner. Some — if not many — researchers seem to naively use the standard bootstrap
method (e.g., percentile-based method) that always generates a closed interval regardless of
qualitatively different underlying scenarios, or they restrict attentions to simplistic scenarios
(e.g., NE quadrant of the CE plane).

The CE plane can be formulated with the effectiveness difference as x-axis and the cost
difference as y-axis, where the ICER represents a slope in it [42]. Different quadrants
represent different preferences for a new vs. standard treatment [46, 48, 49] — readers may
refer to ‘5 Decision Regions’ described in Appendix A that could aid interpretation [46].
Since the bootstrap samples can occupy anywhere between 1 to 4 quadrants (NE, NW, SE,
SW) in the CE plane, the determination of which bootstrap method should be used depends
on where bootstrap samples lie. For example, for ‘one quadrant only’ situations or some
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‘two quadrants’ (i.e., “NE/SE’ or ‘“NW/SW?) situations where the ordering of the data is
natural, standard (e.g., percentile-based) methods can be used; but for other situations where
the ordering of the data could be unnatural as it can be interrupted by discontinuity (ICER=
+ or - infinity) [44-47, 50], the use of standard methods could be erroneous so that different
methods such as reordered or angle/wedge-based method should be used depending on the
scenarios - systematic guidance is provided in a unified framework [51]. In Appendix B, we
explained that construction of the cost-effectiveness acceptability curve (CEAC), another
CE method, also needs bi-dimensional thinking and similar caution [52].

The International Society for Pharmacoeconomics and Outcomes Research Task Force
recommended CEA be performed even when clinical effectiveness fails to be demonstrated
[18]. We agree with this recommendation but this situation would need more care in the
analysis as we may face a mathematical scenario of “division by 0’ for ICER so that
standard methods may not work as we briefly explained above. In this situation, a general
consensus in the literature is that we may compare costs directly rather than compute ICER.
Yet, how to determine whether the denominator is equal or close to zero is not that
straightforward, and can be subjective although statistical and/or clinical significance could
help. A paired tool of ‘CE plane with properly selected statistical methods for ICERs could
be particularly useful as they can be systematically applied to any mathematical scenario
encountered in practice [47, 51].

Average vs. Incremental: We should think both ways—Controversy between
ACER and ICER has a long history [53-56] and it is well summarized in a recent review
paper [55]. Incremental and marginal gain is a critical concept in economic decision making
and this concept provides a theoretical basis and strong support for the role of ICER in CEA
[1]. However, it is also well understood that great care is needed in the use of ICER. First,
ICER estimates can be highly variable or numerically unstable when the denominator, health
benefit, is small, which is quite common in real life examples — when the denominator is
near 0, ICER is virtually estimating + or — infinity. Second, for ICER-based methods, such
as incremental net benefit or CEAC [1, 49, 57], the upper limit of what society is willing to
pay for an additional unit of health benefit, conventionally denoted by X, is needed for
decision making, but this value is inherently subjective and depends on the effectiveness
measure, disease, society/country, and year although some suggestions are available [15,
58-60].

In contrast, ACER has several conceptual, statistical and numerical advantages that could
complement the role and capacity of ICER [54, 61-63]. Although interest could lie foremost
in ICER, ACER still could provide additional useful information because many people (e.g.,
patients and clinicians) may want to know how much money is expected to be spent on
average per benefit (e.g., per year until death), with or without consideration of
comparator(s). Therefore, we argue that we need to think incremental as well as average in a
more complete analysis of given data and in the relevant decision making processes.

Societal vs. Individual perspective: Both are important—The importance of the
societal perspective in medical decision making under limited resources has been repeatedly
emphasized [2]. The fact that the mean cost serves as the primary statistical parameter can
be understood in this context as the total cost can be directly derived from the mean but not
from alternative measures [20]. Society must pay all costs incurred including a small
proportion of implausibly large ones and the total cost should be basis for health care policy
decision [8, 17]. On the other hand, the individual perspectives may not be ignorable
because treatment decisions considering benefit and cost are also made on individual levels,
say, by patients and health care providers on the daily basis. The median might be an
important parameter that may be more relevant to consumers than providers, more to

J Biopharm Sat. Author manuscript; available in PMC 2015 January 01.
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patients and practicing physicians than policy makers, and more on the individual level than
the societal level. Moreover, we should be aware of potential dangers of outliers and errors
(e.g., administrative or coding errors) in cost databases, and the importance of robust
procedures in cost analysis. These views may further justify the use of the mean and the
median together in CEA as a partial solution.

Along the line, a more empirical, objective CEA using observed data only (e.g., actual costs
incurred for the numerator and survival time for the denominator) may be warranted in
parallel with the CEA based on the set of ‘gold standard’ recommendations that reflect the
societal perspective (e.g., comprehensive cost estimation covering opportunistic, indirect,
and/or potential cost for the numerator and QALY for the denominator) [2, 8].

2.2 Proposal of a more comprehensive analysis: Beyond a single measure

In the current practice of CEA, most researchers compute and report the mean-based ICER
(let us denote by ICERnean) Only, where the associated ClI and/or CE plane are often
accompanied. We propose to expand this current practice to further include the median-
based ICER (denoted by ICERnegian) [51] and ACER in the primary CEA. Mathematically,
these 3 measures are defined as:

_mean(M;)—mean(M>)
ICER mean= mean(E1)—mean(E2)
~__median(M)—median(M>)
ICER medion™ "median (En)—median(E-2)
ACER;= mean(M;)

mean(E;)

where M; and E; denote cost and effectiveness measures, respectively, for the i-th group
(i=1,2) and mean(X) and median(X) denote the mean and median of variable X,
respectively. [Remark: For simple presentation, we will use parameters and estimates
interchangeably.] The difference of ACERs =ACER;-ACER; between two treatments is
often contrasted to ICERygan-

ICER could be interpreted as the additional cost incurred per additional health outcome,
where a difference or increment can be measured by either the mean or median, and ACER
as the net cost incurred per a unit of health outcome. Naturally, ICERygan and ICERnedian
could yield very different values. When this happens with life year as health outcome, we
might interpret as: it costs $y1 to save one year of life from the societal point of view,
however, it is more likely to cost $y2 to have one more year of life from the payer’s point of
view.

Naturally, the mean and median estimate different population quantities, and similarly for
ICER and ACER. Thus, they are not competing measures but rather they may be regarded as
complementary measures that could address different questions. We propose reporting cost,
effectiveness, ACER and ICERs (using mean and median) in one table — a sample table is
provided in Table 2, to be discussed below. We generally recommend reporting the
differences and Cls for pertinent measures in the same table, along with the CE plane,
whenever possible and justifiable - possibly in supplemental document if space is an issue in
publication.

3. Examples

In this section, we reanalyze data from two published trials using the proposed methods and
provide a sample table for how the results can be summarized and reported. We also
illustrate the impact of ignoring censoring in the CEA.

J Biopharm Sat. Author manuscript; available in PMC 2015 January 01.
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3.1 Schizophrenia trial

An international trial of pharmacotherapy of olanzapine vs. haloperidol for treating
schizophrenia was conducted among patients who met Diagnostic and Statistical Manual 111
criteria for schizophrenia-related disorders [64]. A total of 1,996 patients entered the trial at
174 sites across 17 countries during 1993-1995. The standard CEA was conducted based on
ICERmean and published previously [65]. As the original investigators did, the same 812
patients (548 for olanzapine and 264 for haloperidol) who had both cost and effectiveness
data from at least their first post-baseline visit from US centers were included. All costs
were calculated from pricing algorithms based on 1996 standard price lists for drugs and
units of medical services, and effectiveness was defined as responder days — refer to
references [51, 64, 65] for more details on trial and cost-related information.

Based on the standard analysis using the means, olanzapine was both less costly ($27,765
vs. $38,066) and more effective (188 vs. 169 days) than haloperidol. However, when we
computed the medians, the treatment effect was similar (200 vs. 182 days) but olanzapine
was more costly than haloperidol ($7,790 vs. $6,486), i.e., the order is reversed (Table 2). In
addition, the mean and median costs were highly different, which implies that the cost
distribution is severely skewed. Note also that the 95% CI of the mean cost difference did
not include 0, but for the median cost the 95% ClI of the difference included 0, while the
95% ClI of the difference in effectiveness measure included 0 either by the mean or median.

The resulting ICERean and ICERmedian Were computed as —$563/day and $75/day,
respectively, i.e., the signs are different. We constructed a CE plane with 1000 bootstrap
samples. Since the bootstrap ICER samples lie in 3 or 4 quadrants, we used the angle/wedge
method for computing Cls [46, 51]. In this scenario, standard bootstrap methods that provide
closed intervals should not be used. The inner angle formed by the two slopes of =174 and
2,110 in the SE and SW quadrants contains 95% of the bootstrap samples of ICERnean as
shown in Figure 1. Numerically, we can write 95% ClI as (—oo, —174) in SE and (2110, co)
in SW, which may look strange. However, when they are overlaid in the CE plane,
conjoined open intervals may not be surprising any more. Figure 1 strongly supports the
dominance of olanzapine as almost all bootstrap samples lie in favorable or highly favorable
regions (Readers may interpret the results with reference to the 5 CE regions in Appendix
A).

We repeated the same analysis using ICERyegian- This time, we found the outer angle
formed by the two slopes of =152 and minus infinity in the SE region encompasses 95% of
the bootstrap samples. This “around the circle’ situation may indicate that this scenario
mirrors the 0/0 situation mathematically, and non-significant differences in cost as well as in
effectiveness seem to support this claim. Indeed, the CE plane exhibits the cost difference is
consistently around 0, while the effectiveness difference is more likely to be positive. In this
situation, we may choose to postpone the decision or draw CEACS to estimate the
probability that one treatment is more cost-effective than the other (as y-axis) over different
willingness-to-pay thresholds (in x-axis) as in Figure 2. In Appendix B, we explained how to
construct CEAC when data are on more than one quadrant. The preference of olanzapine
was apparent in Figure 2 for most meaningful values of willingness-to-pay, however, mean
and median-based analyses resulted in highly different curves.

Next, we computed the ACER for each treatment. The ACER was estimated as $148/day for
olanzapine and $225/day for haloperidol, and the difference was —$77/day (95% CI: —133,
-20), which indicates higher cost per day for haloperidol, and again olanzapine shows cost
advantage.

J Biopharm Sat. Author manuscript; available in PMC 2015 January 01.
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In this example, we may conclude that olanzapine seems to be more cost-effective based on
the estimated ACER and ICERs and the associated CEACs. Yet, the fact of reversed signs in
the cost difference as well as ICERs using the mean vs. median can make the interpretations
of the cost analysis and CEA challenging and controversial, thus more discussions are
warranted from clinical, economic and statistical perspectives. In such situations, either
mean or median-based analysis alone could be limited or even misleading, so both analyses
should be presented for readers and it may be reasonable to wait for further studies or
evidence.

To illustrate the importance of a proper treatment of censoring in the cost analysis and,
potentially in the CEA, we analyzed the data collected from the Multicenter Automatic
Defibrillator Implantation Trial (MADIT). MADIT was a randomized controlled trial that
examined the effectiveness of an implantable cardiac defibrillator (ICD) in prevention of
sudden death for patients who were at high risk for ventricular arrhythmia [66]. A total of
181 patients were enrolled from 36 centers with 89 patients assigned to the ICD arm and 92
patients assigned to the conventional intervention arm. The first enrolled patient was
followed for 61 months and the last for less than 1 month, with an average follow-up of 27
months. After completion of the study, it has been shown that the use of ICD as prophylactic
therapy significantly improved survival, compared to the conventional intervention [66].
Cost data were collected for patients recruited from centers in the US and all relevant
medical costs incurred during the study were recorded, as described previously [40].

As in the original CEA, we also restricted the duration of the cost estimation to 4 years. The
data were heavily censored; 70% of subjects were censored in the ICD arm and 48% of
subjects were censored in the conventional arm. Both costs and survival times were
discounted at 3% annual rate [2, 40]. For statistical illustration, we analyzed the mean cost
in both arms without and with accounting for censoring, and results are reported in Table 3.
We estimated the mean costs using the Zhao-Tian estimator that yields asymptotically
unbiased estimates and handles heavily censored data well [27, 34] — the estimated mean
was $99,548 for ICD vs. $72,754 for conventional arm. To compare, when we naively
computed the mean from the full sample, underestimation was apparent as the costs after
censoring were not included in calculations. When we computed the mean among
uncensored/complete data only, the means are destined to be biased toward the subjects with
shorter survival times and variability/uncertainty measures tend to increase due to reduced
sample size [31]. As such, the standard error in addition to the mean/bias could be
meaningfully changed.

4. Discussion

In this article, we presented the three analytic approaches (ICERmean, ICERmedian @nd
ACER) jointly in a unified framework, where ICERy¢an has been regarded as a gold
standard measure in the CEA field, while other measures did not receive enough attention.
We demonstrated these approaches could yield highly different results that could lead to
different conclusions. This is not surprising because the mean and median estimate different
population quantities and so do different ratio statistics. We do not think different results
obtained from the same dataset are undesirable. Different results may mean additional new
information rather than confusion or inconsistency. Indeed, different results from multiple
methods could be more useful than one result from one method, and an uninformative
answer could be better than a misleading one [67]. Keep also in mind that the CERs were
originated to aid in decision making and not in themselves make the decision [16, 56].

J Biopharm Sat. Author manuscript; available in PMC 2015 January 01.
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Nowadays, researchers are increasingly interested in examining costs of care, and
administrative databases have made relevant data available. Therefore, correct analysis and
interpretation are strongly called for, and key methodological issues commonly encountered
in cost data should be properly addressed. The traditional paradigm that could reveal limited
aspects of the data may need to be expanded, improved and/or evolved. Indeed, accepting
more than one method and perspective would be an important step in evidence-based
medicine and may make CEA more frequently used in the real world settings [13].

Reading this article, readers should note the following points. First, the proposed methods
may be better suited for randomized controlled trials, rather than observational studies. For
the latter, issues inherent in observational studies (e.g., confounders, selection bias) should
be addressed as well. Although cost data from observational studies would capture more
naturalistic settings, statistical methods are anticipated to be more complicated, similarly to
what is known in effectiveness research [68]. Second, it is easily noticeable that we did not
invent or add a new method in this proposal. Instead, we aimed to use existing fundamental
methods and concepts jointly, which could provide a more complete picture of a given
dataset, while still making it easy to implement. Yet, advanced or newer methods and
concepts could be useful for some situations [28, 69—-73]. Third, the proposed methods are
compatible with empirical, patient-level data, minimizing the need for assumptions or
modeling efforts. In different situations (e.g., when empirical data are not fully available or
long term extrapolation is aimed), fundamentally different approaches are generally entailed
[74]. Fourth, more discussion is needed on the interpretation and statistical properties of the
median-based ICER as a relatively new measure.

In practice, more discussions would be definitely called for regarding how to best interpret
results, synthesize the evidence obtained from the proposed analytic strategy, and guide the
ultimate decision. While waiting for the consensus, our advice is that 1) if all of 3 analyses
(i.e., ICERmean, ICERmedian and ACER) yield qualitatively similar results, say, having the
same direction, we are more confident about adopting a new treatment; 2) if they conflict
each other, it may imply different aspects of the data, and decision making may not be as
simple. But we will have a clearer picture of treatment implications. For example, if there
are a few patients who incurred huge costs, which drive the mean cost up for a treatment,
whereas the majority of patients enjoyed lower costs, then this treatment may still be
considered [75]. Finally, it is important to acknowledge all these analyses are from one
dataset/study. Cumulative or total evidence in similar and different settings should be
emphasized not only in effectiveness research but also in CE research although methods for
meta-analysis or systematic review suited for cost analysis and CEA are highly limited
currently.
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Appendix A. The five regions in the CE plane for decision making
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This figure was reproduced from Obenchain (1999)

Appendix B. How to construct CEAC when data are on more than 1

gquadrant

If a point lies in the SE quadrant, it means the treatment is preferred; similarly, if a point lies
in the NW quadrant, it means that the treatment is not preferred. It is more complicated
when the points lie in the NE or the SW quadrant. We use an example to illustrate the
method with proper interpretations.

In NE quadrant

Point A, ICER=10, meaning that treatment is preferred most likely, since ICER is very low.

Point B, ICER=1000, meaning that treatment is probably not preferred, since ICER is too
high.

In SW quadrant

Point A1, ICER=10, meaning that treatment is not preferred, since control is more cost-
effective.
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Point B1, ICER=1000, meaning that treatment is preferred, since control is too costly
compared to its effectiveness.

Cost

B

NE

NW
A
//
Effectiveness

Al

SW SE

B1
When we plot a CEAC using bootstrap method, we need to count the frequency that a
resample appears below the line whose slope is A. In the above example,
1. 0<k<10,
* Aand B are not included
e Aland B1 are included (since control is not chosen)
2. 10<A<1000
* AandB1 are included
* Aland B are not included
3. \=1000
* Aand B are included

« Al and B1 are not included
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Figure 1. Cost-effectiveness plane using mean (upper) vs. median (lower): Schizophreniatrial

example

Solid line indicates the point estimate and broken lines indicate a 95% confidence interval
for the ICER (connected by arc). Note that the scale is different in Y-axis. This figure was

reproduced from Bang and Zhao (2012).
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Estimated probability that Olanzapine is more cost-effective
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Figure2.
Cost-effectiveness acceptability curves: Schizophrenia trial example
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Table 1

Estimability of the mean and median of survival time and cost”

Page 17

Parameter | Without Censoring [ vyjth Censoring without timerestriction™™ With Censoring with time
restriction
Survival time
Mean Estimable Estimable only if the largest survival time is uncensored. Estimable
Not estimable otherwise.
The latter situation is much more common.
Remark: Due to tail problem in survival estimation (see below),
the mean estimation, although can be done, may not be reliable.
Median Estimable Estimable if survival function (e.g., Kaplan-Meier curve) reaches | Estimable but big step-down at the
0.5 or below. maximum time point (i.e., time
Not estimable otherwise. limit) may cause many quantiles
to be tied (e.g., 75%tile= median
and/or median=25%tile can
happen)
Distribution | Estimable Estimable up to the largest uncensored survival time. However, Same as median survival time
estimation in tail area tends to be unstable, meaning it has large
variability.
Cost
Mean Estimable Estimable only if the largest survival time is uncensored. Estimable
Not estimable otherwise.
The latter situation is much more common.
Remark: Due to tail problem in survival estimation, it will likely
be unreliable.
Median Estimable Same as mean cost Estimable
Distribution | Estimable Same as mean cost Estimable

*
All entries are for nonparametric estimation. With parametric assumptions, all can be estimable but this approach basically needs extrapolation
and additional assumptions for unobserved data.

*%

Without time restriction, survival and cost means survival time and lifetime cost. With time restriction, survival and cost means survival time
and cost up to a certain, fixed time point (e.g., L=3 yrs), which is chosen so that P(time of censoring > L) is sufficiently larger than 0.

J Biopharm Sat. Author manuscript; available in PMC 2015 January 01.



1duosnuey Joyiny vd-HIN 1duosnuey Joyiny vd-HIN

wduosnue Joyiny vd-HIN

Bang and Zhao

Table 2

Cost-effectiveness analysis: Schizophrenia trial example

Olanzapine (N=548) | Haloperidol (N=264) | Difference | 95% confidenceinterval
Cost (mean) $27765 $38066 -$10301 | (-18159, -2256)
Cost (median) | $7790 $6486 $1304 (~3903, 5574)
Effect (mean) 188 days 169 days 19 days (-2.1, 37)
Effect (median) | 200 days 182 days 18 days (-21,72)
ACER $148/day $225/day -$77/day | (-133, -20)
ICER (mean) $-563/day (-0, =174) in SE
(2110, c0) in SW*
ICER (median) $75/day (-152, o) in SE/NE

(=00, 00) in NW/SW*

*
See Figurel for the CE plane for easier understanding of these intervals.

See Figure 2 for corresponding CEACs.

Data were uncensored in this example.
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Impact of ignoring censoring in cost estimation: MADIT example

Table 3

Mean cost (standard error)

1CD (N=89) Conventional (N=92)
Sample mean of all observed cost data | $75493 (4072) $59207 (8038)
Sample mean of uncensored cost data | $106496 (6417) | $68189 (11190)
Mean accounting for censoring $99548 (5491) $72754 (8536)
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