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Abstract

Estimation of net costs attributed to a disease or other health condition is very important for health
economists and policy makers. Skewness and heteroscedasticity are well-known characteristics for cost
data, making linear models generally inappropriate and dictating the use of other types of models, such as
gamma regression. Additional hurdles emerge when individual level data are not available. In this paper, we
consider the latter case were data are only available at the aggregate level, containing means and standard
deviations for different strata defined by a number of demographic and clinical factors. We summarize a
number of methods that can be used for this estimation, and we propose a Bayesian approach that utilizes
the sample stratum specific standard deviations as stochastic. We investigate the performance of two
linear mixed models, comparing them with two proposed gamma regression mixed models, to analyze
simulated data generated by gamma and log-normal distributions. Our proposed Bayesian approach seems
to have significant advantages for net cost estimation when only aggregate data are available. The
implemented gamma models do not seem to offer the expected benefits over the linear models;
however, further investigation and refinement is needed.
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I Introduction

In health technology assessment and health economics, we are often interested in the cost that a
specific illness or health condition imposes to the health system, or otherwise the “‘net cost™ due to
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this condition. Net costs are used in studies of cost of illness or burden of disease that offer
important information to health service providers and influence policy decision making."™ This
cost is assumed to be accumulated over a specific time horizon (e.g. 1 year after diagnosis) or up
to a specific event (e.g. until death), under specific environmental conditions (e.g. in hospital). Often
individual patient data are available and this problem can be addressed with the use of a
(generalized) linear model, taking into account such characteristics of the cost data as skewness,
heteroscedasticity and heterogeneity. However, due to privacy issues, centers developing and
maintaining bases of administrative data refrain from releasing individual level data to scientists
and researchers. Instead, only aggregate level data, summarizing individual patient level data, but
making impossible the identification of any specific patient, can be issued. Traditional modeling
approaches have limited applicability to this type of cost data. Here, we examine some alternative
methods of estimating the net cost of illness in the situation where individual patient level data are
not available, but instead summary data are available for diseased and healthy patients across a
range of strata.

Usually, individual patient data have the following format: for each patient i, C; denotes the cost,
X!,..., X" denote covariates that affect cost, which we assume to be categorical with X/ taking the
values {1, e ,k_,-}, and Y; denotes the level of disease for patient i, with possible values {0,1,...,L},
with 0 indicating the control condition. We are assuming that the cost is accumulated over time, that
the level of disease remains unchanged throughout the cost accumulation, and that the covariates
affecting the accumulated cost are measured at baseline (i.e. at the beginning of the cost
accumulation time period) and as such as are not time-dependent. Situations where disease
conditions progress over time, potentially depending upon time-varying covariates, and also
affecting the cost accumulation process, are not uncommon, but they are not going to be
considered in this study. We can define as Wy, _, ={i|X! =fi,.... X7 =f,} the stratum with
f1, ..., fn covariate values. If we further limit to a specific disease level /, the aggregated data have
the format of the triad (C_'fh,, Jids St fods Niyr.1), denoting the sample mean cost, sample deviation
of the cost and size of the “cell” {i € Wy, _r,Y; = [} respectively.

The example that motivated the development presented in this study regards the estimation of the
“net” or “attributable’” cost associated with pressure ulcers using available aggregate level data. The
original data contain strata-specific mean and standard deviations of costs for 1351 patients with
pressure ulcers developed in hospital (cases), as well as for 180,092 patients without pressure ulcers
but who have been hospitalized (controls). Strata were defined by the combinations of age group,
sex, co-morbidity, and most responsible diagnosis. Cases (patients with pressure ulcers) are also
characterized by the stage of the ulcer (II, ITI, IV, or unstageable). Stage-specific net cost estimates
are of interest and were the objective of a recent study.’

Using the full individual level data, net cost can be estimated using the appropriate generalized
linear model for the cost outcome and disease level variable Y; as predictor, adjusting for X }, . ¢
Assuming that the scale of interest and the scale of estimation are additive® and that the appropriate
reference level is chosen, net cost estimates are given by the coefficient estimates of Y;. If the only
available data have the aggregated form described in the previous paragraph, reasonable approaches
for net cost estimation could be those used in meta-analysis or a weighted regression analysis,
accounting for heteroscedasticity. In meta-analysis of comparative studies, a treatment effect and
its variance (on a logarithmic scale for ratio data) are estimated from each study’s data. The most
widely used summary estimates in meta-analysis’ are weighted averages of study-specific effects
where the weights are the estimated variances. By analogy, the net cost estimation problem we
present here can be seen as a meta-analysis, where each stratum acts as a study and the within-
stratum difference in mean cost between the control group Wy, _r ;-0 and groups with higher disease
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levels, for example Wy, -1, acts as a study-specific treatment effect. This suggests the use of
closed-form estimators from the meta-analysis literature. Here, we also propose an alternative
method inspired by approaches that have been used in Bayesian meta-analysis. We also develop
new estimators based on a model for the distribution of aggregate data (mean and standard
deviation) from where the raw data arise from a gamma distribution.

The structure of the manuscript is as follows: within ‘““Materials and Methods”, the first
subsection defines formally the problem of estimation of disease specific net cost and discusses
estimators using patient level data. Subsequently, the structure of aggregated data we are dealing
with is described in detail and existing appropriate applicable methods of analysis are presented. The
next subsection describes the proposed linear and gamma mixed effects Bayesian methods. The final
subsection describes the design of a simulation study evaluating the performance of the proposed
methods. In “Results” section the results of the simulation study are presented, while in the
following section the analysis of real pressure ulcer cost data using those methods is presented.
Finally, “Discussion and conclusions” discusses advantages and disadvantages of the proposed
method, offering some concluding remarks and suggesting future research steps.

2 Methods
2.1 Models and approaches

In this section, we first define net cost for a specific disease or condition, and then discuss a number
of previously used approaches for net cost estimation. We then focus on methods appropriate for
data where subjects are stratified on a number of factors.

We formally define the net cost (NC) associated with the exposure of a specific level / =/,
compared to the “control” level /=0 as the difference of the mean costs given a set of
covariates x.,l.e.

NC( = I|x) = E[C|l = I, x] — E[C|l = 0, x]

Note here that NC depends on the values of the covariates x. We extend this definition to the
mean net cost, MNC, which is defined as the expected value of NC over the distributions of the
covariates x, in the population of interest, MNC(Il = ;) = E[NC(l = [;|x)].

Various general guidelines regarding types of data and statistical methods have been previously
suggested for the estimation of net cost for a particular disease from individual patient level data.
Barlow' suggests the use of matched data, where each case is matched to one (or more) controls, i.e.
patients without the disease, but with similar characteristics (demographic and clinical covariates).
Net cost can then be estimated from the cost differences between cases and matched controls, where
statistical methods for matched data need to be employed.'®? Alternatively, the estimation can be
performed after fitting appropriate multivariable linear or generalized linear models with cost as
dependent variable, and case-control indicator, along with a number of important or confounding
variables, as independent variables. Depending on the model, proper transformation of the data
(log, Cox—Box, power) or link function (e.g. log) and distribution (e.g. gamma, Generalized gamma,
log-normal, etc.) may be used under a frequentist'® !> or a Bayesian framework."?

As a special case we consider data where each subject (case or control) has been stratified based
on a number of variables. We also assume that within strata, the subjects are separated according to
their level of “‘exposure’” which we denote with /, Here, we assume that level 0 indicates the absence
of the condition or disease, hence the control data, and levels >0 indicate the case data. Assuming a
number of stratifying factors fi,...,f,, where f; has k; levels, we consider the following three
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different approaches of generalized linear models for modeling the effect of the condition, and as a
consequence the net cost:

(a) Assuming a fixed effect of the condition on the (possibly transformed) mean cost outcome, the
cost increment due to disease does not depend on the factor values, so C|/ f1,....f, ~ F, with

n ki—1

(. fn)—OH'Z](]—Z) B+ D Ifi=i) By

i=1 j=1

where wi s s = E[C|L fi,...fu]. This model needs the estimation of L —n+ 1 + ) ' | k; parameters
plus any parameters needed for the estimation of the variance. In this model, in the simplest case of
the link function g being the identity (e.g. in linear regression), the coeflicient f8; represents the net
cost of the disease for the level / in comparison to the control, 0 level. Here, g(-) is the chosen link
function, for example the identity function or logarithm function.

(b) Assuming fixed effects as in (a) but this time with the cost increment depending on the factor
covariates. The implied model has second degree interaction terms between the exposure and
each one of the covariate factors, with

n ki—1 L n ki—1

g(Wifi...y) = o+ Zl(z DB+ Z Z =0 B+ > DY Km=1fi=)) Pui

m=1 i=1 j=I1

In this model, we need to estimate L =1+ (L +1) - (—n +>7, k,-) parameters, many of which
will represent the interactions between factor covariates and the incremental mean cost due to
illness.

(c) The impact of the factor covariates on the cost outcome is not considered, except as a method
for stratification. Each combination of possible values of the factors defines one stratum, and as
a result we end up with a total of []_, k;, possibly empty, strata. We use random effect model
assuming that each stratum has different intercept (cost in the non-diseased group within the
stratum) and increment coefficient (cost increment due to disease in the stratum) sampled from a
distribution. The model then becomes

gu) =+ Ki=1)-p;

where o; ~ F,, (:31]‘,.‘,1,‘/') ~ Fg are the random effects and p, ; is the mean cost for exposure level / and
stratum j. This model assumes that each stratum has been sampled from a larger population and the
data consist of a random sample of strata. This differs from model in (b) where the strata are
assumed to constitute our population of interest, and the effect of each particular covariate to
cost is of interest.
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Each one of these models can be further characterized by the condition of homoscedasticity.
Depending on the type of the underlying distribution assumed, the errors are inheritably
homoscedastic (e.g. in normal models) or heteroscedastic (e.g. in gamma regression).

We need to notice here that even if we assume the homogeneous model (a), without the presence

of interactions, the net cost will depend on the values of fi,...,f,, if the link function is not the
identity. Therefore the calculation of MNC will require us to ‘‘integrate out” the covariates
SiooosSns

An exception on the above approach is when model (c) is considered, where the effect of the
covariates to the cost is not captured, except through the random effects. In that case, net cost for a
specific combination of n covariate values cannot be calculated. Instead, in a Bayesian context we
can define the random quantity NC; that depends on the value of the random effect for stratum j

NC;(Il=h)=ECll=l,a; B, ..., Bs] — EIC|l = 0,a;, By, . . ., Bsjl

and by taking the expected value over the random effects we obtain the mean net cost

MNC(I = ll) = Ea/,ﬁlf,...,ﬂ,s/[NCj (l = ll)]

It is apparent that the choice of the approach for the net cost estimation will depend on the
availability of the data, the assumptions over the homogeneity of the effect of the treatment level
over the different values of the covariates, and the choice for adopting a random effects model or
not.

2.2 Aggregated data and appropriate model choices

Statistical methods have been developed and can be applied for the models described so far,
assuming that individual patient level data are available. Here, we describe some of the existing
methods that could be used for net cost estimation, when only aggregate level data are available.

We assume that the available data come in an aggregate form, as means, standard deviations and
sizes of the different strata, as described in the Introduction section. In a previous section, we
described approaches that can be taken for the estimation of net cost. One important way to
classify these approaches has to do with the way the values of the stratifying factors are affecting
the result. In some of the approaches, the actual values of the factors are not important, and the
method is not estimating the effect of the factor on the cost outcome. Instead, the model is taking
into account the heterogeneity among the potential strata, and the combinations of the factor values
are collapsed into a one-dimensional index that enumerates the existing strata. Here we adopt the
latter approach and intention, assuming the arrangement and notation in modeling approach (c),
where we enumerate all non-empty strata resulting from each combination from the values of the
stratifying factors fi, ..., f,,. Assuming that we have a total of S strata, each number s from 1 to S
corresponds to a combination of values for the f1, ..., f,, factors that specifies a non-empty stratum.
If 7 is the disease level and s the stratum, the available data are of the form Cj, s/, N/, for mean,
standard deviations, and sample sizes, respectively. If N, is equal to 1, s;; cannot be defined and it is
missing, while if N, is 0, both C;, and s, are missing.

We now present a number of approaches that can be followed for the estimation of the net cost,
using only aggregate data in this form. These methods are of more general applicability or they have
been primarily used for other research application (e.g. meta-analysis). Even though we are not
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aware of previous application of any of these methods to aggregate data of the form described here,
we present them as plausible choices for analysis:

(1) One approach is borrowed from meta-analysis. For the net cost comparing condition level / with
0 (control), we define the stratum specific estimate of mean net cost to be equal to

AS = Cj; — Cyy, and the pooled stratum-wide estimate of the mean net cost to be given by the

S ~
. . N WAy
weighted mean difference, A. = %
Wy
s=1
The variance of this estimator is minimized when wy =—Varl(A).Var(AS) can be estimated by
N s
> (1,1 2 W=D+ (Nos—1)esg, ; ;
sps-(N“—i—Nm_), where Sps = NNy denotes the pooled variance, estimate of the

unknown true variance assumed common for cases and controls. When this assumption is not

2 2
valid, the variance of the stratum specific cost difference can be estimated by fv—’,+;\,‘—’0 More
details can be found in Sutton et al.'*

(2) Similar to the approach above, a weighted least squares model'® can be fitted to the aggregate
data. Each mean cost per stratum can be treated as an observation, where the observations have
unequal variance error based on which weights are assigned. Depending on the assumption of
heteroscedasticity or not, the weights can be defined as mathematical functions of the sizes of the
strata and the aggregate standard deviations. If we assume that individual cost data follow a
distribution with mean value u, that depends on the covariates (i.e. the stratum they belong to)
and some variance o2, then the sample mean has asymptotically normal distribution with mean
w and variance o?/N, where N is the sample size. If we assume that o is the same for all strata,
then the heteroscedasticity for the sample mean data is introduced only because of the different
sample sizes of the strata. In that case, if weighted least squares is used, sample sizes can be used
as weights, i.e. the weight for disease level-stratum (/, s) is equal to N;,. In this way, larger strata
are given larger weights, as the estimates in those strata are more precise. On the other hand, if
we assume that there is heteroscedasticity in the individual person data, then this is transferred
in the sample mean data, and it needs to be accounted for. In that case, the weights are set equal
to ratios of sample size over sample variance, with the weight for the stratum (/, s) being equal to

Nl,s

2
Sl,s

indicator variables indicating disease level, and V a diagonal matrix with inverse of weights

. Using matrix notations, with Y indicating the mean cost data, X being the matrix of

. . . . . o —lo
in the diagonal, the weighted least squares estimate is given by b = (X/V 1X) X'V1y.'S For
the case where the analysis considers only one level of the disease, the net cost estimate is

given by
> wiCi — (Z w,)( 3 w,C,)/( > wi)
i€l i€ly iel Ul iel,Ul,
NC =

- 2
owi— (X wi) /| X wi
i€l i€l ielUl,
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where I, I. indicate indices for the observations for the cases (diseased) and controls respectively.'®

(3) Following a Bayesian framework one could propose the model

S2
= sl
Xsi ™ N(/'lea : )
ng

L
Msi Zas+Z/3ks I(k: l)

=1
(s Biss - - - BLs)' ~ MVN((ato, Biros - - - Bro)'s )

using uninformative priors for «y, B, - - - , Bro, X, where o is the random ““intercept” for stratum s,
and therefore indicating the stratum s specific control cost, while similarly By indicates the stratum
specific net cost for disease level k. The mean net cost for disease level k is then given by Byo.

In this normal-based model, which we call model N1, we assume that the sample variances are
good estimates of the true variances for the particular stratum, as in weighted mean difference and
Weighted Least Squares methods. These conditions typically hold in situations where the strata
sample sizes are large, such as meta-analysis, where strata are replaced by studies and where this type
of model is traditionally used.!” However, this may not be accurate if the strata are of small sizes. To
tackle this shortcoming, we propose an alternative method that does not make this assumption.
According to this method, if for stratum s and disease level / we observe the sample mean, sample
standard deviation and sample size, (X, s%l, ny) we can use the random effects model

2
_ o2
Xsl ™ N(Ms/’ )
Ny

L
Usi = s + Z,ka . I(k = l)
k=1

2 nsl_l nsl_l
~T( =2
o ( 2 202)

(g, Biss - - - BLs)' ~ MVN((ato, Biros - - - Bro)'s 2)

while using as in model N1 uninformative priors for the parameters (including o?). We call this
second normal-based model N2. This method was also previously used in meta-analysis
applications;'® however, we are not aware of its application to aggregate data with the format
described here.

It is important to note here that in model N2 above, the sample variance and sample mean are
independent. This is a unique property of the normal model, which does not apply to other
distributions,'” and it has important implications to the implementation of the model, which will
be illustrated in the following sections.

These models are valid under the assumption that individual patient-level costs follow a normal
distribution. In that case the sample variance follows a gamma distribution. When the normality
assumption of the cost outcome does not hold (which is reasonable to expect), the appropriateness
of this model is doubtful. Under a large sample size, we could rely on asymptotic normality for the
sample mean, but it is not clear whether the gamma distribution could be used for the sample
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variance. Additionally, the above model does not account for heteroscedasticity in the cost data, the
variance of which is assumed to be equal to o> (conditional on the random effects) regardless of the
stratum the patient belongs to.

To better understand some of these issues, we ran a preliminary simulation study to examine the
performance of the simple weighted mean estimator using stratum-specific sample mean costs,
standard deviations and sample sizes under various assumptions about the underlying data
generation process. Full details and results from this investigation are in Supplementary
Appendix SA1 (available at http://smm.sagepub.com). The main findings were that (1) when the
underlying distribution is a gamma with substantial skewness (small shape) and when the sample
sizes of the individual strata are small, the weighted mean estimator is negatively biased and the
usual 95% confidence interval has poor coverage; (2) increasing shape and sample size reduce bias to
acceptable levels but do not result in 95% coverage; and (3) when the underlying distribution is
normal, estimates are always unbiased but the smallest stratum sizes lead to slightly reduced
coverage. Given the skewness of individual cost data and the small sizes of many of our costing
groups, these results suggested that the models above might result in biased estimates of mean costs
and spuriously high estimates of precision.

2.3 Proposed gamma models

In the previous section, we described existing methods that could potentially be used for net cost
estimation from aggregate data (although we are not aware of their application to this problem yet).
Here, we introduce a novel modeling approach that does not rely on normality assumptions for
individual costs or approximate normality of the sample mean cost. The method is based on the
assumption that the underlying distribution of the cost outcome is gamma, and the proposed model
is based on gamma regression. This is a valid option that has been previously adopted'? for the
analysis of individual level data as it accommodates issues such as right skewness and
heteroscedasticity. It is motivated by the fact that the distribution of the sample mean of
gamma-distributed random variables is also gamma (with shape and rate parameters equal to the
shape and rate of the original gamma multiplied by the sample size). This property is not shared by
other skewed distributions such as log-normal, where sample means do not have recognized
distributions.

2.3.1 Basic gamma model
A proposed model assuming an underlying gamma distribution with constant shape a across strata
could be

Xg ~ Gamma(ag, ag/ iLs)
dgy = d - Ny

L
Mg = EXP <O[_g + ,Blcx . I(k - l))

=1
S32'[ ~ F(aa Mesis nsl)
(s Biss > BLs)' ~ MVN((«o, Bro - - - Bro)', T)

and uninformative priors for «yg, B0, - - - , Bro, 2, a. Note that for the gamma distribution we use the
parameterization and notation using shape and rate parameters.
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In the model above we are faced with an inherent difficulty as the distribution of the sample
variance is not known. There have been some efforts in determining this distribution in its exact® or
approximate form,”'*> but each of these approaches poses significant difficulties to the
implementation and computation of the required posterior distributions.

Additionally, the proposed model uses both Xx; and sfj as stochastic nodes in order to
estimate the parameters of the underlying gamma model. The BUGS-type samplers require
conditional independence between the stochastic nodes in the model.”® It is known that
sample means and sample variances are independent only if the underlying distribution is
normal,** therefore stochastic nodes ¥; and s? in the aforementioned model are not
conditionally independent and as a result, the implementation of such a model using BUGS-
type software is problematic.

2.3.2 A first alternative model, based on approximate distribution of the coefficient of variation

In order to comply with the basic requirements of BUGS-type software, of having
conditional independent stochastic nodes,”® we refrain from using stochastic nodes for the
sample variances, but instead we use the sample coefficient of variation, equal to the standard
deviation over the mean. It is known that for a gamma distribution, the mean and coefficient
of variation are independent.”* Using an approach similar to Frost et al.,*> and utilizing
facts presented in Hwang and Huang,*® we approximate the distribution of the squared
sample coefficient of variation with a gamma distribution with parameters shape « and rate
7', such that

(1= Da+2/mia+3/n)

ﬂ/= / 1
2a(a+ 1) 1 =dat1/m)

where a is the shape parameter of the parent gamma distribution and # is the sample size. Details are
given in Supplementary Appendix SA2 (available at http://smm.sagepub.com). If we denote with ¢y,
the sample coefficient of variation for stratum s and treatment /, equal to sy/Xy, the model becomes

Xg ~ Gamma(ag, as/ i)

dg) = d - Ny
L
pg =explas + Y Br - Ik =1) (Model G1)
k=1
¢y ~ Gamma(dy,r))
(a59 :3159 cet ﬂLS)I ~ MVN((“O) ,310» cre IBLO)I’ E)
and uninformative priors for «y, Bio, - - -, Bro> 2, d.
2.3.3 A second alternative model, based on the asymptotic distribution of the inverse coefficient of variation
In an alternative approach, we can use the inverse coefficient of variation, equal to mean over
standard deviation. The asymptotic distribution of the inverse coefficient of variation is normal

with mean equal to the true inverse coefficient of variation and variance equal to 1 over the
sample size.?’
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If for stratum s and treatment / we denote with icy the sample inverse coefficient of variation,
equal to x/sy, the model becomes

“%XZ ~ Gamma(asla asl/“a\'l)

ag) = d - Ngj

L

Msi = EXP <as + Z ,Bks : I(k = l)) (Model G2)
k=1

icsl ~ N(ﬁ, l/ns[)

(asv ﬂlSa cees ﬂLS)I ~ MVN((a()a ﬁlOa e ﬂLO)[: 2)

and uninformative priors for «y, Bio, . - ., Bro, %, d.

2.4 Simulation experiments

The main objective of this study is to evaluate the usefulness of the gamma models G1 and G2, and
compare them with simpler normal-based linear models N1 and N2. This was done with a series of
simulation experiments. This section describes the design of the experiments and the methods of
evaluation of the models.

2.4.1 Design of simulation experiments

The proposed methods for the estimation of net cost were evaluated through a number of
simulation experiments. In an iterative procedure, a data set of individual level costs was
generated assuming an underlying skewed distribution (such as gamma or lognormal) and then
aggregated to stratum specific sample means and variances, as described in the previous sections.
Subsequently, the gamma random effects models were fitted, along with models N1 and N2
described in previous section. After a number of iterations, the models were evaluated based on
(a) how well they estimated the true net cost based on the data, and (b) for models G1 and G2 only,
how close the coefficient estimates were to the true coefficients of the underlying data generation
model.

The performance of the models was evaluated under different values for the total sample size and
the shape of the underlying gamma distribution. As the total sample size increases, the normal linear
models are expected to perform better, due to the central limit theorem. It is of interest to see
whether the proposed gamma models outperform the linear models for smaller sample sizes.
Additionally, it is of interest to evaluate how robust the model is as the shape of the underlying
gamma or log-normal distribution varies, and more specifically for models G1 and G2 whether a
larger shape parameter (which corresponds to a larger proximity to normality) results in better
estimation.

The simulation was performed in three different steps:

Step 1: Determining the size of the strata
The sample size Ny for each disease level / and stratum s was determined stochastically, assuming a

fixed total sample size N (using three different values: 5000, 15,000, and 50,000), three disease levels
(including control) and a number of K=200 strata per disease level. The procedure accounted for
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different probabilities of occurrence for each disease level and for heterogeneity of stratum sizes
across disease levels. The stratum and disease distributions were considered independent. More
details can be found in Supplementary Appendix SA3 (available at http://smm.sagepub.com).

Step 2: Sampling from a gamma or lognormal distribution for each stratum assuming random effects

The main characteristic of the proposed gamma models is that they assume a constant
shape parameter and therefore a constant coefficient of variation across all strata (for gamma
distribution shape is equal to the inverse of the square of the coefficient of variation). This
assumption, although strong, is not rejected by the previously published data on pressure ulcer
costs we use as motivating example. We make the same assumption for the data generating
procedures. For the gamma models, we assume a constant shape parameter across all strata. We
follow a full factorial design using for the shape parameter the values 0.5, 1 and 2 and for the total
sample size the values N =5000, 15,000, 50,000.

Shape values of 0.5, 1 and 2 correspond to coefficient of variation values of 1/+/0.5,1,1/+/2,
respectively.

For the log-normal model, the coefficient of variation is a function of the parameter c. We
select values of o that give similar coefficient of variation c¢v as with the gamma
generating process. Following simple calculations (see Supplementary Appendix SA3, available
at http://smm.sagepub.com) we chose the values /log(3), \/log(2), and /log(1.5) or 1.0481471,
0.8325546, 0.6367614, respectively.

For the gamma based simulated data the procedure is

(asaﬁlsaﬁzé')/ ~ N((a()aﬁl())ﬂzo)/a Z)a §= 19"':S
st = exp(a‘v + ;Bls : I(J = 1) + ﬂZS : I(J = 2))
Xgi ~ Gamma(shape, shape/ug), s=1,...,200,/=0,1,2,i=1,...,Ny

where I(-) denotes the indicator function, shape is the shape parameter for the gamma distribution,
and the parameterization used above involves the rate parameter, equal to the reciprocal of the scale.
The parameter values used for the simulations are oy =2,8i10 =1, 8 = 1.3, with matrix
0.25 0 0
Y= 0 0.25 0.125 |, i.e. the standard deviation of each random effect is 0.5, random
0 0.125 0.25
effects between intercept and “‘increment coefficient” are uncorrelated (higher control costs does
not assume higher proportional case vs. control costs), and random effects for each case level have
correlation 0.5.

Similarly, the log-normal-based sampling procedure is

(asa 16155 ﬂz&)/ ~ N((O{O, ﬂlOa ﬁ20)/7 2)9 § = 13 T S
Msi = exp(as + :le . I(] = 1) + IBZX . [(] = 2))
Xy ~ Lognormal (log(ug) —0°/2,0), s=1,...,200, [=0,1,2,i=1,...,Ny,
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Step 3: Summarizing the data

Sample means can be calculated when Ny; >0, while sample variances when N >1, and their values
are given by

_ 1 Nx/
Xsl :_ZXslia l_stl >0
Nyt

1 N

Z(Xrli - A_/sl)z, ist/ > 1
=1

S% =
sl N‘\‘l 1 o

The triplet ({)_(S/}Xl, {2}, {NS/}X,> constitutes the observed data to be modeled.
Step 4. Fitting the Bayesian models

Given the simulated data expressed by the triplet ({)_( ) 1S5 {N\.;}s,), each one of the three
Bayesian models described in previous sections was fitted. To facilitate rerunning models within a
simulation, the JAGS sampler® and the rjags R package®® were used for the implementation of the
models. Each model used three chains, with the first 10,000 iterations discarded as burn-in. A
subsequent 10,000 samples were used for estimates of the posterior distribution of the parameters
of interest. In a series of initial trial runs, it was determined that this number of iterations was
sufficient for the Markov chain to converge. The parameters of interest estimated for each one of the
four models are shown below
NI,N2 : C(),NC],NCZ
Gy, Gy : Gy, NCy, NCy, ap, Bro, Bro, S

where Cy, NCy, NC, denote the “control cost”, and the net cost for levels 1 and 2 respectively. For
models N1 and N2 these are given by

C() =y
NC = Bo
NCy = B

while for models G1 and G2 are given by
Co = exp(ag + 0,/2)
NC = exp(ag + Bio + (0, + 05)/2) — exp(e + 04/2)
NC; = exp(ag + o + (0, + 03,)/2) — exp(ag + 0,,/2)

(See Appendix SA4 for details).
The above procedure was repeated 120 times for different values for each of the nine
combinations of values for parameters ¢ and N, {0.5, 1, 2} x {5000, 15,000, 50,000}.

2.4.2 Assessment of the models
Each one of the three models was evaluated by the proximity of the parameters estimates to the
“true” values, using the measures of bias, variance, root mean squared error (RMSE), and 95%
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confidence interval coverage. Those measures of accuracy were calculated using the posterior means
from the 120 simulation runs. For example, if CC,,,,. denotes the true control cost and CC; denotes
the posterior mean for the control cost for the i-th simulation run, the bias is calculated as
bias(CC) = ﬁozjﬁ? (CC; — CCyye). Additionally, the estimates of all the parameters that are only
part of the gamma model were compared with the values used for the generation of the data.

2.4.3  Results

Estimation of the bias leads to the following observations: N1 model clearly underestimates the
costs, especially the net costs 1 and 2. Model N2 shows very small bias under all conditions. Gamma
models overestimate control and net costs. As expected, results improving as total sample size
increases and as underlying shape parameter is increasing (i.e. distribution becomes more
symmetric). G2 seems to have lower bias than G1. Lognormal data generating distribution results
in smaller bias (compared to gamma data). Figure 1 presents the values of the models.

When assessing the variance, we see that N1 model results in smaller values compared to other
three models, while N2 has the larger variance in most cases. While very similar, G1 has smaller
variance than G2 in most cases. In general variance is decreasing when total sample size increases
and underlying distribution becomes more symmetric (shape parameter increases). In most cases
estimation of lognormal data shows smaller variances when compared to gamma data. Results are
showing in Figure 2.

Regarding RMSE, for control costs model N1 gave in most cases the smaller values. For both net
costs model N2 gives always the smaller RMSE, while N1 gives the larger RMSE, with the exception
of s=1, N=50K, when the gamma models show larger RMSE. The two gamma models give similar
RMSE. Overall, estimation of lognormal data results in smaller RMSE when compared to gamma
data. Results are shown in Supplementary Figure SF1 (available at http://smm.sagepub.com).

Finally, estimates of 95% confidence intervals coverage showed that both normal models had
100% coverage for control cost. N2 model has the highest coverage over all four models. N1 has
also 100% coverage for control cost but low coverage for net costs (especially for stage 2). G1
and G2 models have less than nominal coverage (but better that NI for net costs). The
way coverage is affected by the total sample size or the shape of the underlying distribution
does not seem to follow a consistent pattern across all four models. Supplementary Figure SF2
(available at http://smm.sagepub.com) shows the results.

We also recorded the elapsed time used by each model for each simulation run, i.e. the time to fit
the model to a single dataset. Time was measures in seconds. For all four models we noticed an
increasing elapsed time as the total sample size increases and as the shape parameter of the
underlying data generating procedure increases. We noticed no difference between the elapsed
times for gamma and log-normal simulated data. Median times and inter-quartile ranges were
estimated over all combinations of parameters used for the simulation. The estimates for models
N1, N2, G1, and G2 were 353.9 (334.3, 377.9), 387.7 (365.6, 409.4), 973.7 (884.5, 1084.2), and 763.1
(724.3, 792.9), respectively. It is clear that the gamma models incur a substantial computational
expense in comparison to the linear normal models.

We also assess the estimation of various parameters of the gamma model, such as coefficients, variances
and correlations of the random effects and the shape parameter. Tables 1 and 2 present the results
for estimates of key parameters of the gamma models, such as coefficients, variances, and correlations of
the random effects and the shape parameter. Supplementary Tables ST1 and ST2 (available at http://
smm.sagepub.com) contain estimates for data generated based on log-normal distribution.

From those results, we observe that the estimates of the coefficients are quite accurate and their
accuracy increases as the sample size increases and as the shape parameter increases. We also
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Figure . Plots showing the bias for the different models. Symbols o, A, +, and x denote values for models N1, N2,
Gl, and G2, respectively.

observe that G2 model (which utilizes the asymptotic distribution of the inverse coefficient of
variation) heavily overestimates the shape parameter (bias is reduced as sample size increases).
This bias results in very poor coverage (0%) in those cases. We looked more carefully into the
behavior of model G2, where shape is highly overestimated and also has a very high standard
deviation. We found that for few of the 120 generated datasets and estimations, the shape is
highly overestimated. This is because the particular simulated datasets contains cells with values
of very low standard deviation (i.e. very high inverse coefficient of variation). We hypothesize that
these particular extreme data points drive the estimation of the shape parameter to a very high value,
due to the fact that the Bayesian model utilizes the asymptotic distribution.
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Figure 2. Plots showing the variance for the four different models. Similar notation with Figure | is used.

2.5 Analysis of real pressure ulcer cost data

In addition to the assessment based on experiments using simulated data, we consider the cost
estimation problem of pressure ulcers described in the Introduction and applied all four Bayesian
models. We preprocessed the original data in order to make them more suitable for analysis from all
four models. After preprocessing, the data contain controls and two levels of pressure ulcers (stage 1T
pressure ulcers grouped with unstageable and stage IIT and IV pressure ulcers grouped together, as
they have similar costs), resulting in 108 strata based on combinations of age, co-morbidities, and
most responsible diagnosis. Most responsible diagnoses with less than 20 cases in total were excluded
from the analysis.
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Table I. Parameter estimates for gamma generated data from G| model.

N=5K N=15K N=50K
Shape Parameter Mean Median sd cov95 Mean Median sd cov95 Mean Median sd cov95
0.5 alpha0 1.986 1.988 0.045 0.967 1994 1996 0.037 0983 2.002 2.001 0.038 0.967
betal0 0.989 0.992 0.064 0.992 1.002 1.00l 0.049 0.975 0.999 0.995 0.037 0.983
beta20 1243 1.247 0.093 0933 1286 1287 0.062 0967 1.301 1303 0.040 0.983
Shape 0.527 0527 0.015 0517 0508 0.508 0.010 0.833 0.501 0.501 0.006 0917
| alpha0 1.992 1993 0.042 0975 2.004 2000 0.036 0975 2.006 2006 0.039 0.950
betal0 1.004 1.002 0.049 0.983 1.000 1.003 0.043 0992 0.999 099 0.039 0.942
beta20 1289 1.295 0.068 0975 1296 1295 0.050 0967 1.302 [.305 0.038 0.975
shape 1.029 1.028 0.029 0.742 1.008 1.007 0.015 0942 1.003 1.003 0.009 0.933
2 alpha0 2.002 2.005 0.038 0.958 2002 2.001 0039 0.967 1.998 2.000 0.035 0.967
betal0 1.003 1.001 0.048 0.958 0.998 0.997 0.042 0.950 0.997 1.002 0.037 0.967
beta20 1295 1294 0.062 0958 1294 1295 0.050 0967 1.304 1.303 0.038 0.967
shape 2.029 2.027 0.050 0.933 2007 2.007 0.025 0.950 2.000 2.000 0.016 0.950

Table 2. Parameter estimates for gamma generated data from G2 model.

s=0.5, N=5K s=0.5, N=15K s=0.5, N=50K

Shape True Mean Median sd cov95 Mean Median sd cov95 Mean Median sd cov95

0.5 alpha0  1.955 .96l 0.051 0.858 1.988 1.992 0.038 0.975 200l 2.00l 0.038 0.967
betal0 0.963 0965 0.065 0942 0997 0996 0.049 0967 0998 0994 0.037 0.983
beta20 1.162 .16l 0.107 0.675 1270 1.273 0.065 0933 1299 1.30l 0.040 0.983
Shape 1.100 0.773  2.025 0.000 0.663 0.602 0.609 0.000 0.532 0.532 0.005 0.000
| alpha0 1974 1977 0.042 0950 2001 1997 0.036 0975 2005 2005 0.039 0.950
betal0 0.990 0.991 0.050 0.967 0997 1.000 0.043 0975 0999 0996 0.039 0.950
beta20 1.246 1.251 0.075 0.875 1289 1.290 0050 0975 1301 1304 0.038 0.975
shape 1.746 1.485 1.393 0.000 [I.165 1.145 0.068 0.000 1.047 1.046 0.010 0.000
2 alpha0 1993 1994 0.038 0.967 200l 2000 0.039 0967 1998 2.000 0.035 0.967
betal0 0.996 0993 0.048 0950 0.996 0996 0.043 0958 0.997 1.003 0.037 0.967
beta20 1.273 1274 0.063 0942 1.290 [.291 0.051 0942 1303 1.302 0.038 0.967
shape 3.011 2.883 0451 0.000 2323 223I 0.465 0.000 2.073 2065 0.069 0.000

The models were evaluated using root mean squared error, mean absolute error, and Spearman
rho between the observed and model-predicted values for the mean costs. The predicted values of the
sample mean costs per stratum were generated in two ways, following an approach similar to Green
et al.’® The first approach (we call it “full”” to follow Green et al.’s** notation) uses the predictive
distribution conditional on the random effects estimated from the data from the final model, while
the second approach (“‘mixed’) relies on the predictive distribution conditional on random effects
that are simulated from their underlying distribution at each iteration of the MCMC sampler. The
latter predictive distribution method was introduced in Marshall and Spiegelhalter.?!

Based on this distinction we generate four different estimates for each of the evaluation measures,
depending on the type of prediction (“full” or ““mixed”) and on the strata used (total number or only
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Table 3. Cost estimates and measures of predictive accuracy of all four models applied to pressure ulcer cost data.
Accuracy measures were calculated using “full” and “mixed” predictive distributions, while using all data and only

those with stratum size larger than |, denoted as “ltd”.

Variable NI mean (se) N2 mean (se) G| mean (se) G2 mean (se)
Cost

Control 17,242 (14) 17,569 (15) 17,273 (7) 17181 (7)

Net | 39,777 (44) 51,069 (39) 60,457 (150) 63,248 (178)

Net 2 58,061 (155) 72,914 (78) 104,937(655) 113,123 (734)
RMSE

Mixed (Itd) 1,266,359(576) 1,253,819 (398) 1,603,515 (5353) 2,038,335 (9395)

Mixed NA 1,515,134 (444) 2,254,761 (9069) 2,606,860 (12,668)

Full (Itd) 724,948 (619) 163,134 (50) 1,177,299 (5569) 1,793,349 (10,260)

Full NA 251,383 (74) 1,723,210 (8629) 2,168,862 (12,348)
MAE

Mixed (Itd) 56,403 (20) 59,057 (18) 50,030 (75) 70,708 (175)

Mixed NA 66,092 (19) 61,304 (115) 65,808 (152)

Full (Itd) 18,862 (8) 6634 (2) 28,936 (58) 57,701 (I151)

Full NA 9338 (2) 39,161 (87) 46,624 (115)
Correlation

Mixed (Itd) 0.2505 (0.0004) 0.302 (0.0003) 0.4382 (0.0005) —0.0876 (0.0002)

Mixed NA 0.2862 (0.0003) 0.376 (0.0005) 0.3302 (0.0006)

Full (Itd) 0.8166 (0.0002) 0.9493 (0) 0.8472 (0.0002) 0.171 (0.0006)

Full NA 0.9139 (0.0001) 0.7324 (0.0003) 0.6556 (0.0003)

those with size larger than 1). The second distinction was used in order to make model N1
comparable to the other three models. Table 3 describes the posterior means and time-series
standard errors of these measures. Posterior median values and interquartile ranges are also given
in the Supplementary Table ST3 (available at http://smm.sagepub.com).

We see that although the estimates of the control costs are very similar across the four models, the
net cost estimates differ significantly and they follow an increasing order of N1, N2, G1, G2, while
model N2 seems to have the smaller standard error and IQR. As expected, the model accuracy
measure estimates based on “marginal predictions’ are significantly larger than those based on
“conditional predictions”. For most of those measures, model N2 performed the best, following
by G1. G1 performed best on “marginal predictions” based estimates. Measures seem to improve
when we exclude strata with size 1. Model G2 seems to collapse when strata from single observations
are included. Overall, we can conclude that normal linear model N2 gives the most reliable
performance in this data.

3 Discussion and conclusions

In this paper, we examine the problem of estimation of net cost associated with a disease or
condition, when only aggregate data are available. Employing a Bayesian framework, we
compare the performance of a simple linear mixed model, with a more complex linear model and
two proposed gamma mixed models. The three proposed models (the “complex” linear model and
the two gamma models) have various advantages over alternative approaches. First, among all
methods that could be used for the specific analysis objective using data of the specified aggregate
structure, our proposed modeling approach is the only one that we are aware of that uses the sample
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variances as data and does not treat them as true variances. We believe that this is important as,
especially in smaller strata, sample variances can be far from the true values. The proposed approach
provides a conceptual framework that deals with this naturally.

Second, the proposed modeling approach deals with the missing values in a subtle and implicit
way. In the proposed models N2, G1, and G2, strata with size 1, for which sample variance is not
available, do participate in the part of the model involving the sample means, but not in the part
involving the sample variance. This is an advantage over frequentist-based approaches where strata
with missing sample variances need to be excluded completely from the model.

Additionally, one would think that normal models would not be able to estimate parameters of
the gamma or log-normal generated data. It is somewhat surprising that its performance is quite
satisfactory, compared to the more complex and computationally expensive gamma models. One
plausible explanation for this behavior relates to the flexibility of the random effects. It appears that
the random effects for the intercept (which concerns the ““‘control” cost in the normal models) and
the “increment coefficient” (concerning the net costs) are able to “mimic” successfully the
“proportional” nature of the net costs inherited by the generating gamma model. This was also
observed by the high correlation between the random effects posterior means of «y, Bis, B2, With
values ranging between 0.31 and 0.52, corresponding to different settings in the simulation.
Supplementary Figure SF3 (available at http://smm.sagepub.com) presents the relationship of the
posterior means for one of these simulation settings.

We also note here that we can also extend to the definitions above to the mean net cost for cases
only. This estimate has been previously suggested®** as more appropriate for characterizing the
amount of expenditure that could have been potentially saved on average, should the cases have
been keeping their demographic and clinical profile, but just switching to being controls. The
definitions then become CMNC(l = 1) = Eyp,,...ps1=;[NC; (I =11)]. It is as yet unclear how to
extend our Bayesian models to estimate such a type of mean net cost.

There are a few limitations to this study. One of them regards the choice of measures of goodness
of fit for the evaluated models. Deviance information criterion (DIC)** has been frequently used for
the assessment of goodness of fit for Bayesian models, as well as for model comparison. Although we
consider its use for our study we decided against it because it is not clear how it could be used in the
specific data and modeling setting. The most obvious choice would be to calculate DIC only based
on the sample means data, ignoring the sample variance data. This is imposed by the fact that the
four models do not share the same form of the sample variance data (e.g. the gamma model uses the
sample coefficient of variation or its inverse instead of the sample variance) and therefore any
calculations involving sample variance data would not be consistent. On the other hand, it is
unclear if any model assessment and comparison using this version of DIC would reflect the true
goodness of the fit of the model. For example, a hypothetical poor fit of the model on the sample
variance data may have a serious effect on the estimation of net cost but not be reflected in DIC
calculated in the described way.

Another limitation is the number of simulation runs (120) used for each combination of model
parameters. This was due to the high computational expense of the Bayesian models used (especially
the gamma models), which puts constraints on the number of simulation runs. A larger number of
runs would have allowed a higher accuracy in the assessment of models’ performance.

Despite those limitations, we believe that our study contributes significantly in the investigation
of appropriate statistical methods that can be used for the estimation of health care disease specific
net cost, when only aggregate level cost data are available. We explored the use of a Bayesian
modeling approach that has the main advantage of utilizing the stratum specific sample cost
variances as stochastic and we demonstrated its advantage over a simpler modeling approach
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where the sample variances are used as the true underlying variances. We found that utilizing more
complex models relying on gamma distribution does not improve the results over a simpler and less
computationally expensive normal linear model. We hypothesize that the main reason for that are
the limitations associated with the use of approximate or asymptotic distributions of the squared or
inverse coefficient of variation. A suggested direction of future research could explore alternative
approaches of modeling the coefficient of variation (or functions of it) for gamma distributed data.
Another possible reason for the suboptimal performance of the gamma models is their complexity
and the relation between mean and variance. This could have potential repercussions in the
convergence of the MCMC. Although some preliminary examinations we performed did not find
any significant issues, this cannot be ensured for the whole series of simulation runs. Finally, we need
to also point out a potential sensitivity of the models to the choice of the prior for the covariance
(precision) matrix. There has recently been some discussion in the literature suggesting that the
choice of the inverse Wishart prior can be problematic.>* These potential issues may have a larger
effect on the gamma model because of the dependence between variance and mean. A thorough
investigation of alternative priors for the covariance matrix (or appropriate re-parameterizations) is
one of our suggested next research steps.

We conclude that normal-based Bayesian linear mixed models that model sample variances as
stochastic (in a way similar to N2 model described in this study) provide a reliable framework for the
analysis of aggregate cost data for the estimation of health care net cost, combining desirable
properties (minimal bias, efficiency, robustness) at a relatively low computational expense. We
therefore recommend its use among all other currently available alternative approaches.

We believe that the findings of our study can contribute to the increase of quality of the
estimation of health care net costs overcoming limitations posed by data availability. As a
consequence, we believe that our study can have important impact to health care science and
services and policy decision making.
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