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Abstract

Dependent binary data can be simply simulated using the multivariate
normal- and multinomial sampling-based approaches. We extend these methods
to simulate dependent binary data with clustered random effect structures.
Several distributions are considered for constructing random effects among
cluster-specific parameters and effect sizes, including the normal, uniform and
beta distributions. We present results from simulation studies to show proof
of concept for these two methods in creating data sets of repeated-measure
binary outcomes with clustered random effect structures in various scenarios.
The simulation studies show that multivariate normal- and multinomial sampling
approaches can be successfully adapted to simulate dependent binary data with

data

desired random effect structures.

Keywords: Dependent binary data; Clustered random effect; Simulated

Abbreviations

MVN: Multivariate Normal; CDF: Cumulative Distribution
Function; PDF: Probability Density Function; MS: Multinomial
Sampling

Introduction

Methods for simulating dependent binary outcomes are often
required for the assessment of statistical methodologies suitable
for repeated measure study designs with dichotomous outcomes.
Such simulation techniques can also be useful in determining
required sample sizes for longitudinal study designs featuring binary
measurements. Emrich and Piedmonte [1] developed a gold-standard
method for simulating dependent binary outcomes based on the
multivariate normal distribution. Kang and Jung [2] introduced
an approach based on the multinominal distribution of all possible
combinations of the binary outcomes. Both of these approaches were
extended to account for modeling dependencies with odds ratios in
Sabo et al. [3].

While useful for repeated-measures or multiple-outcome studies,
these methods require expansion if they are to be used in more
complicated situations. For instance, certain research studies feature
inherent clustering, where groups of subjects exist in natural clusters
or groups. Examples include studies of school-age children attending
various class rooms or schools [4], or primary care patients who
attend one of several primary care facilities [5], the latter of which
also features patients nested within primary care physicians, who are
in turn nested within primary care practices that are nested within
larger health care systems. The previously mentioned simulation
approaches cannot incorporate this type of complexity without
amendment and are unsuitable as currently constructed to simulate
clustered repeated measure data that would mimic such a scenario.

In this manuscript, we extend the multivariate normal- and
multinomial sampling-based approaches for simulating dependent
binary outcomes to also incorporate a desired cluster structure. This
extension requires probabilistically generating parametric simulation

templates for each of the desired cluster levels or combinations.
Several simple probability distributions are used to exemplify the
process of establishing the cluster-specific parameters and effect sizes,
including the normal, uniform and beta distributions. The rest of this
manuscript is outlined as follows. The two simulation methods are
briefly described in the next Section, and are extended to account
for a desired cluster structure. The performances of these extensions
are then examined through simulation studies. A brief discussion
concludes the manuscript.

Materials and Methods

Simulation methodologies: Multivariate normal approach

The simulation approach by Emrich and Piedmonte [1] utilizes
the multivariate normal distribution to generate vectors exhibiting
desired dependence levels, which are then categorized into binary
observations. The process begins by using the desired pairwise
correlations p_ between binary measures Y, and Y with marginal
probabilities p=P(Y=1) and p}.zP(szl) to solve for a bivariate
correlation r, using the bivariate normal Cumulative Distribution
Function (CDF)

Olz(p).z(p)r,J= p,(Papa)’*+pp, 1

where z(p) is the p" percentile of the standard normal distribution
and g = 1 - p. Odds ratios could be used in place of correlations by
replacing the right-hand side of Equation(1) with the Plackett copula
[6] C( P,-’P,v‘fl,;)’ where ‘I’i]. is the desired odds ratio, as shown in Sabo et
al.[3]. The values r,Vi#j are then placed into a correlation matrix R
and used to simulate a kx1 multivariate normal vector z= (zl,...,zk)
T~MVN(O,R). Binary observations are then created by classifying
each element of z by letting Y =1 if z<z(p) and Y =0 otherwise. This
process can be repeated by generating and classifying n such vectors
to create the desired simulated sample.

Simulation methodologies: Multinomial approach

The multinomial-based simulation method introduced by
Kang and Jung [2] uses a multinomial distribution of all possible
combinations of dependent binary outcomes, which can be created
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through the joint and marginal probabilities, along with the desired
correlation. Given a desired correlation p, between binary variables Y,
and Y, with desired marginal probabilities p, and p, we first calculate
the joint probability p, using the following expression.

Pij = BiP; + 24/ Bili 4/ P;q; )

Note that if odds ratios are used instead of correlations, then p, can
be solved for by inserting the desired odds ratio ¥, and marginal
probabilities p, and p; into the Plackett copula, as described in Sabo et
al. [3]. Note that whether correlations or odds ratios are used to model
dependence, the remainder of the multinomial-based approach is
identical after the pair-wise joint probabilities p, are calculated.

If three or more dependent binary measures are to be simulated,
then higher order joint probabilities must be calculated. Let p,,
represent the joint probability P( YX_:I,Y}_:I,szl ), which is not
uniquely defined by the marginal probabilities and the correlation.
As shown in Chaganty and Joe (7], the minimum and maximum p,,
are defined as follows,

P,-jk,Lzm“x{0)p,j+p,-k'P,-»p,-j"'ij'Pj’P;k"'ij'Pk} (3)
Pi=max{ P,popol-p P PP PPt

where any value p, €[p, p, ] leads to a valid probability density
function with the desired marginal probabilities and dependence
level. Though any value in this range is appropriate, we take the
midpoint p,,=(p,, ,+p,, ,)/2. Higher order joint probabilities in cases
of four or more dependent binary observations can be determined in
a similar manner, though the calculations become more tedious as the
number of observations increases.

These quantities are used to calculate the multinomial Probability
Density Function (PDF) of all combinations of outcomes, which for
the two-variable case are shown in the first two columns of Table 1.
The CDF is created by progressively summing the values of the PDF,
where the subscripts on P indicate whether each binary outcome
is successful, with 1 for success and 0 for failure. For example,
P,=P(Y =0,Y,=1). After the CDF is determined, a random number
u~Uniform [0,1] is simulated, and the simulated observations are
generated based on the decision rules based on the CDF, as shown in
the last two columns of Table 1. For example, if P <u<P, +P,, then
the observation is recorded as Y,=1 and Y,=0, or simply as 10. This
process can be repeated to generate a sample of n dependent binary
outcomes. A similar approach - outlined in Kang and Jung [2] and
Haynes et al. [8] - can be used in cases of three or more dependent
binary outcomes.

Accounting for random effects by generating the

simulation templates

For the two simulation approaches discussed in Section 2, we
simulate a set of binary data representative of a single population by

Table 1: Two-variable PDF, CDF and decision rules for multinomial approach.

PDF CDF Decision Rule and Simulated Outcome
P.=p,, P, Us<P,, 11
P.,=P,-P,, P, +P P, <U<P +P 10
PPy Py, PP P, P, +P,, <U<P +P, +P 01
Po=1-p,P,*py, | P +P+P +P U>P +P +P 00

repeating either process n times using a single simulation template,
which consists of all desired marginal probabilities pi,i=1,...,k and
pair wise correlations p, (or odds ratios ¥,). To generate two or
more groups of simulated binary observations, where groups are
differentiated by either different marginal probabilities, dependencies,
or both, the simulation approach is repeated separately for each group
with the desired simulation template.

Expanding the multivariate- and multinomial-based approaches
to account for random effects (say from clustering) requires only
a simple extension of the process used when simulating binary
observations for multiple groups. As a motivating example, let’s
assume we want to simulate M clusters of n samples of two correlated
binary measures. Let’s further assume that those two measures have
marginal probabilities that vary across the M clusters in such a way
that the averages are p,=n, and p,=, and the corresponding cluster
variances for those rates are o, and o, .

First we assume that the marginal probability for each binary
measure has some probability distribution p~ f(6), where f(o) is
some probability mass or density function and 6 is some parameter
(possibly vector-valued) selected such that E(p,)= in f(6)dy=mr,
and V(pi):J'(pi —E(pi))z f (Hi)dy:cri for group i=1,2. If we
desire M clusters of simulated observations, then we simulate M
marginal probabilities p, and p, =from f(6)) and £(62), respectively,
for m=1,...,M. For cluster m, we simulate the desired number of
dependent binary observations using p, and p, = and the desired
dependence level p, (ory ). This process is repeated for m=1,...,M,
and the resulting M clusters of simulated data will on average exhibit
a distribution of marginal probabilities centered around 7, andnz,
though the cluster-specific marginal means will vary according to o,
and o0,, thus achieving the desired level of clustering.

In the previous scenario, the marginal probabilities were given
probability distributions and themselves simulated M times to achieve
a clustering effect. An equivalent approach would be to simulate p,~
f(8,) probabilistically to achieve a desired mean and variance for the
first marginal mean across clusters, and then simulate some §~g(y)
and define p,=p +6, where g(o) is some probability distribution
not necessarily of the same form as f{0), and y is some parameter
(possibly vector-valued) such that E(5)= J}Sg (7)ds yields the desired
difference between p, and p, with some desired cluster variability
V(6)=[(6-E(5))" g(7)ds-

This approach extends naturally to more complicated scenarios,
including cases of two or more clustering factors, or even nested
factors. The unifying theme is that data are simulated uniquely for
each combination of clusters, mainly through parametric templates
that are probabilistically generated for each combination. For
example, in the case of hierarchical clustering, where one factor is
nested within the levels of another, the parameters Gi used to simulate
the parameter values, which are used to simulate data for each cluster
can be probabilistically determined. Further, the researcher has
much discretion in selecting how those factors or levels affect the
particular probability distribution and parameters used to simulate
the simulation template for each cluster. The dependence levels
between the binary outcomes can also be made to be cluster- or level-
dependent, provided a distribution is selected that offers control
in selecting the desired dependence while also ensuring the proper
support.
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Distribution examples

We consider three examples of distributions that can be used in
this simulation process, understanding that there are alternative and
potentially more suitable options available. The only requirement
is that the support of the distribution must either be equal to [0,1],
be a proper subset of [0,1], or have a reasonably low probability
of occurring outside [0,1]. A simple choice would be to simulate
the marginal probabilities from a uniform distribution such that
pi,m~Uniform[9”,9[2] for m=I,..,M clusters and i=I,...,k binary
outcomes, where the midpoint of 6, and 6, yields the desired
marginal mean 77, In this case the inter-cluster variability in marginal
probabilities can be controlled by increasing or decreasing the
difference 60,,-0,, making it wider for greater variability and narrower
for less variability. In this case the Uniform parameters can be selected
such that pi’me[O,I]Vi,m.

Another example would be to simulate the marginal probabilities
from a beta distribution such that pi,m~Beta[ocI,ﬁi] for m=1,...M
clusters and i=I,...,k binary outcomes, where shape parameters «,
and f, are selected so that the mode is equal to the desired marginal
probability (i.e. (o, -1)(e, +[3i_2)
the shape parameters that give the same mode, so the inter-cluster
variability in the marginal probabilities is controlled by making both
«, and B, larger (for less variability) or smaller (for more variability).
Since the support of the Beta distribution matches that of proportions
and probabilities, we are assured that P.E [0,1]Vi,m.

=m). There are infinite pairings of

The final example we consider is to simulate marginal
probabilities from a normal distribution with low variance such
that p,, ~ Normal (7Z'i , O'iz), where 7, is the desired i marginal
probability and o7 is the desired inter-cluster variation, often these
should be set to a common value 62 While this choice of distribution
has infinite support, the variance o7 can be made small enough
to all but ensure values are greater than 0 and less than 1 while
simultaneously providing the desired variability. The simulations can
also be truncated so that p=0.001 if the simulated value is less than 0
and p=0.999 if it is greater than I. Using the normal distribution also
has the advantage of providing more direct control of the inter-cluster
variability in marginal proportions as compared to the Uniform and
Beta distributions.

Extension to existing approaches

For the multivariate normal-based approach, the simulated
marginal probabilities p e Phm for clusters m=1,...,M are matched
with the desired dependence levels p (ory,) and are used in Equation
1 separately for each cluster. At this point, the process continues as
stated in Section 2.1. Likewise, for the multinomial-based approach,
the simulated marginal probabilities are matched with the desired
dependence levels and used to determine the joint pair wise
probabilities in Equation 2. Thereafter, the multinomial approach
continues as stated in Section 2.2.

Results and Discussion

Simulation study

Here the performance of the multivariate normal and multinomial
approaches to simulating dependent binary data with random effects
is examined through simulation studies. The first case illustrates the
simple situation where we simulate k=2 dependent binary outcomes

over M=20 clusters. A second case looks at the situation where we
simulate k=2 dependent binary outcomes over M=20 clusters, each
consisting of both treatment and control subjects. For each case
we assume the correlation between the two outcomes is p,=0.2,
irrespective of group and cluster. Sample size was fixed at n=100
subjects per cluster. For both cases we also investigate the use of the,
Uniform, Beta and Normal distributions for generating the simulation
templates and incorporating the cluster-level variability. A total of
500 data sets was created for each combination of distribution and
simulation method, and are used to estimate the average overall
marginal probability for each measure, the standard error of those
means, the average effect size (and standard error) for the case-specific
hypothesis test, the empirical power for the case-specific hypothesis
test, the mean and standard error of the inter-cluster variability, the
mean estimated correlation, and the percentage of data sets for which
the desired model converged. SAS (version 9.4, Cary, NC, USA) was
used to simulate data and fit generalized Linear Mixed Models using
the IML and GLIMMIX procedures, respectively.

Case 1: Clustered, One-Group, Repeated-Measure Study

In this case we simulate k=2 binary outcomes over M=20 clusters,
where the global marginal probabilities for the two outcomes are
p,=0.25 and p,=0.45, indicating that the rate of our simulated
outcome increases by 0.20 after some time (possibly after an
intervention). To incorporate inter-cluster variance we simulate the
marginal probabilities according to the specifications listed in Table
2. Here we see that: the midpoints of the two Uniform distributions
are (0.15+0.35)/2=0.25 and (0.34+0.55)/2=0.45, respectively; the
modes of the two Beta distributions are (11-1)/(11+31-2)=10/40=0.25
and (10-1)/(10+12-2)=9/20=0.45, respectively; and the means of the
two normal distributions are 0.25 and 0.45; in each case matching the
target levels. These values also imply that the inter-cluster variability
in the marginal means is 0.0033 for both measures with the Uniform
distribution, 0.0045 and 0.0178 for the Beta distribution, and 0.01 for
both measures with the Normal Distribution. The intended model is
fit with a fixed two-level “time” effect, a cluster-level random effect
to account for the inter-cluster variation, and a subject-level random
effect to account for the correlation between the measures. The null

Table 2: Simulation template for case one.

Marginal Distribution
Time Mean Uniform Beta Normal
1 P, U[0.15,0.35] Beta(11,31) N(0.25,0.12)
2 P, U[0.35,0.55] Beta(10,12) N(0.45,0.12)
Table 3: Simulation results for case one.
) Cluster o
Dist.  Approach (gllz) (;25) I(3&2‘,;)1 E'f?f:::]tdzjsnlﬂlz) (SPE) Conv{;rged
Uniform | MS (8:?112) (8:81‘11?) (g:ggé) (8:823) (8232?) 99.0%
MVN (g:gig) (g:gi% (8:322) (gigfg) (82322) 100%
Bea MS (%i;) (8:323) (8:322) (8:8;:) (823%) 99.8%
MUN | (0019) (0020) 0031 (003 (0022) 100
Normal | MS (8:(2)‘21;) (8:32471) ((0):32411) (8:32421) (8;;2) 100%
MVN (g:égg) (8:352)8) (g:ggg) (g:égg) (8:(1);2) 100%
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hypothesis is no difference over time (i.e. H:(p,=p,) against a two-
sided alternative.

The aggregate results over the 500 simulations for case 1 are
found in Table 3. Here we see that both the MS and MVN simulation
approaches were accurate in reproducing the marginal proportions
p, and p, as well as the difference d=p,-p,. We see that the MS and
MVN approaches everywhere provided similar estimates and
standard errors. The variability of these estimates is low and is also
comparable between approaches. The cluster random effects averaged
over all simulations are also provided; note these will not necessarily
correspond to the theoretical inter-cluster variances stated earlier
as these are model-derived and based on linked expectations in the
generalized linear mixed model framework. The target correlation
(p=0.2) was also achieved by both methods, with reasonably small
variance. The MS approach produced data sets that converged at least
99.0%, while the MVN approach always converged. The empirical
powers for testing the null hypothesis of no difference in change over
time between the two groups for the both the multivariate normal
and multinomial approaches were >99.9% for each of the three
distributions (not shown in Table 3).

While comparisons of the simulation results between the different
simulating distributions (Uniform, Beta and Normal) are unnecessary,
we can briefly investigate their behavior. The inter-cluster variability
estimates using the normal distribution to generatezthe simulation
template were o =0.102 for the MS approach and o, =0.100 for the
MVN approach. If these levels are deemed too large, then the variance
assumed in the simulation template (here 0=0.1) can be lowered.
Likewise, the inter-cluster variability can be increased or decreased
using the Uniform distribution by either increasing or decreasing the
range about the desired proportions. While the process for the Beta
distribution requires solving one equation for two unknowns (such
that the given scale and shape parameters provided a desired mode),
their sum can be increased or decreased to either decrease or increase
the desired intra-cluster variability.

Case 2: Clustered, Two-Group, Repeated-Measure Study

In this case we simulate k=2 binary outcomes over m=20
clusters, where subjects in half the clusters belong to a treatment
group and where subjects in the other half of the clusters belong
to a control group. Assuming an effective treatment, the global
marginal probabilities for the two outcomes in the treatment group
are p,,=0.25 and p,,=0.45, while for an ineffective control the global
marginal probabilities are p,=p, =0.25; these values indicate that
the difference in the changes over “time” is (p,,-p,)-(p,,-p,,)=0.20.
To incorporate inter-cluster variance we simulate the marginal
probabilities according to the specifications listed in Table 4. As in the
previous case, we can easily show that that each distribution obtains
the target marginal probability for that Group and time. The inter-
cluster variability’s are similar to what was described before. The
intended model is fit with a fixed two-level “time” effect, a fixed two-
level “group” effect, a group-time interaction, a cluster-level random
effect to account for the inter-cluster variation, and a subject-level
random effect to account for the correlation between the measures.
The null hypothesis is no difference in change over time between the
two groups (i.e. H;:(p ,-p, )=(p,,P,,)) against a two-sided alternative.

The aggregate results over the 500 simulations for case 2 are found

Table 4: Simulation template for case two.

Marginal Distribution
Group Time Mean Uniform Beta Normal
Treatment 1 1 U[0.15,0.35] | Beta(11,31) | N(0.25,0.1?)
2 P, U[0.35,0.55] = Beta(10,12) | N(0.45,0.1?)
Control 1 P, U[0.15,0.35] | Beta(11,31) = N(0.25,0.1%)
2 P, U[0.15,0.35] | Beta(11,31) | N(0.25,0.1?)

in Table 5. Here we see again that both approaches were effective in
estimating the marginal means as well as the desired difference in
the change in proportions over time (6=0.2), and the efficiencies of
these estimates were similar for both methods. The estimated inter-
cluster variance and the correlation between the repeated measure
outcomes were similar between the MS and MVN approaches, while
the estimated correlations were also close to the desired level (p=0.2).
At least 98.8%of the data sets generated by the MS approach allowed
models to converge, and at least 99.0% of the MVN-derived data sets
allowed model convergence. The empirical powers for the testing the
null hypothesis of no difference in change over time between the two
groups for the multinomial approach were >99.9% (Uniform), 99.2%
(Beta) and 96.8% (Normal), and were >99.9% (Uniform), 99.2%
(Beta) and 96.6% (Normal) for the multivariate normal approach
(not shown in Table 5).

Conclusion

We extended both the multinomial sampling approach and the
multivariate normal approaches to simulating dependent binary
data to account for desired random effect structures. The extensions
for both methods are simple to implement and offer control of
marginal probabilities, dependence between outcomes, and intra-
cluster variability. Rather than being assigned constant values, the
desired marginal probabilities are sampled from specified probability
distributions, where a separate simulation template is simulated for
each cluster. Simulation studies show that our extension to both
approaches yields data that achieve the desired marginal probabilities
with relatively low variability, and also exhibits the desired correlation
between the binary repeated measures. The parameters for the
distributions used in the simulation template can also be adjusted to
achieve a desired inter-cluster variability.

One limitation in the presentation of this research is that the
simulation templates used here are not exhaustive. In both examples
offered we only considered cases of two repeated measures and we
presented a limited selection of marginal means and correlations.
However, extending this approach to account for more repeated
measures or alternative simulation templates is straightforward. We
also did not consider more complicated random effect structures,
though the underlying principle remains the same: randomly generate
a simulation template for each cluster or combination of clusters.
This general idea can be applied to other simulation approaches for
simulating dependent binary data (e.g., Qaqish [9]), and in principle
can be adapted in simulation methodologies for other types of
dependent outcomes.

An important statistical role in the preparation of clustered study
designs is determining the sample size required to find a desired
effect size. While equations or numerical procedures for estimating
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Table 5: Simulation results for case two.

Uniform Beta Normal
MS Approach MVN Approach MS Approach MVN Approach MS Approach MVN Approach
p 0.247 0.246 0.260 0.259 0.248 0.246
1 (0.022) (0.023) (0.026) (0.024) (0.036) (0.034)
p 0.450 0.452 0.452 0.452 0.449 0.450
12 (0.024) (0.023) (0.036) (0.037) (0.036) (0.035)
p 0.248 0.247 0.259 0.260 0.243 0.244
2 (0.023) (0.022) (0.025) (0.026) (0.035) (0.035)
P 0.249 0.248 0.261 0.258 0.245 0.246
2 (0.024) (0.023) (0.025) (0.026) (0.034) (0.033)
(P.-P)(P.-P.) 0.203 0.204 0.190 0.195 0.199 0.200
127 "1/ T2 o (0.044) (0.044) (0.054) (0.058) (0.065) (0.066)
Cluster R.E 0.034 0.034 0.060 0.063 0.115 0.114
= (0.020) (0.020) (0.032) (0.030) (0.055) (0.057)
. 0.192 0.192 0.186 0.183 0.169 0.167
Ved (0.023) (0.023) (0.025) (0.024) (0.026) (0.025)
% Conv. 98.8% 100% 99.8% 100% 100% 100%
a required sample size are available for some situations (e.g., Donner, 3. Sabo RT, Haynes ME, Chaganty NR. Using odds ratios to simulate dependent
. . . . . . binary outcomes. Communications in Statistics: Simulation and Computation.
Birkett and Buck [10]), more complicated situations involving 2015
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based approach. Simulation templates can be designed to match the 4. Murray DM, Perry CL, Griffin G, Harty KC, Jacobs DR, Schmid L, et al.
X K . . Results from a statewide approach to adolescent tobacco use prevention.
desired effect size and clustering structure, and empirical power can Prev Med. 1992; 21: 449-472.
be estimated by repeatedly simulating such data. In a similar manner, ) .
istical hodologi itable f d bi 5. Krist AH, Aycock RA, Etz RS, Devoe JE, Sabo RT, Wiliams R, et al. My
new statistical methodologies suitable for repeated binary outcomes Preventive Care: implementation and dissemination of an interactive
in clustered settings can be numerically assessed and compared with preventive health record in three practice-based research networks serving
alternative procedures. Data can be simulated from a desired template disadvantaged patients. Implementation Science. 2014; 9: 181.
and analyzed by the methodologies under consideration, and key 6. Joe H. Multivariate Models and Dependence Concepts. London: Chapman
features from that analysis (e.g., means, test statistics, confidence and Hall. 1997.
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Acknowl edgement 8. Haynes ME, Sabo RT, Chaganty NR. Simulating dependent binary variables
through multinomial sampling. Journal of Statistical Computation and
The authors are thankful for the kindness and guidance offered Simulation. 2015.
by Dr. Karl Peace in the conduct of this research and writing of this 9. Qagish BF. A family of multivariate binary distributions for simulating
manuscript. correlated binary variables with specified marginal means and correlations.
Biometrika. 2003; 90: 455-463.
References . . .
10. Donner A, Birkett N, Buck C. Randomization by cluster. Sample size

1. Emrich LJ, Piedmonte MR. A method for generating high-dimensional
multivariate binary variates. The American Statistician. 1991; 45: 302-304.

2. Kang SH, Jung SH. Generating correlated binary variables with complete
specification of the joint distribution. Biometrical Journal. 2001; 43: 263-269.

requirements and analysis. Am J Epidemiol. 1981; 114: 906-914.

Austin Biom and Biostat - Volume 2 Issue 2 - 2015
Submit your Manuscript | www.austinpublishinggroup.com 2015;2(2): 1020.

Sabo et al. © All rights are reserved

Citation: Wang A and Sabo RT. Simulating Clustered and Dependent Binary Variables. Austin Biom and Biostat.

Submit your Manuscript | www.austinpublishinggroup.com

Austin Biom and Biostat 2(2): id1020 (2015) - Page - 05


http://www.tandfonline.com/doi/abs/10.1080/00031305.1991.10475828
http://www.tandfonline.com/doi/abs/10.1080/00031305.1991.10475828
http://www.ncbi.nlm.nih.gov/pubmed/1409487
http://www.ncbi.nlm.nih.gov/pubmed/1409487
http://www.ncbi.nlm.nih.gov/pubmed/1409487
http://www.ncbi.nlm.nih.gov/pubmed/25500097
http://www.ncbi.nlm.nih.gov/pubmed/25500097
http://www.ncbi.nlm.nih.gov/pubmed/25500097
http://www.ncbi.nlm.nih.gov/pubmed/25500097
https://www.crcpress.com/product/isbn/9780412073311
https://www.crcpress.com/product/isbn/9780412073311
http://biomet.oxfordjournals.org/content/93/1/197.abstract
http://biomet.oxfordjournals.org/content/93/1/197.abstract
http://www.tandfonline.com/doi/abs/10.1080/00949655.2015.1020313
http://www.tandfonline.com/doi/abs/10.1080/00949655.2015.1020313
http://www.tandfonline.com/doi/abs/10.1080/00949655.2015.1020313
http://www.jstor.org/stable/30042053?seq=1#page_scan_tab_contents
http://www.jstor.org/stable/30042053?seq=1#page_scan_tab_contents
http://www.jstor.org/stable/30042053?seq=1#page_scan_tab_contents
http://www.ncbi.nlm.nih.gov/pubmed/7315838
http://www.ncbi.nlm.nih.gov/pubmed/7315838

	Title
	Abstract
	Abbreviations
	Introduction
	Materials and Methods
	Simulation methodologies: Multivariate normal approach
	Simulation methodologies: Multinomial approach
	Accounting for random effects by generating the simulation templates
	Distribution examples
	Extension to existing approaches

	Results and Discussion
	Simulation study
	Case 1: Clustered, One-Group, Repeated-Measure Study
	Case 2: Clustered, Two-Group, Repeated-Measure Study

	Conclusion
	Acknowledgement
	References
	Table 1
	Table 2
	Table 3
	Table 4
	Table 5

