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Sample size adjustments for varying cluster
sizes in cluster randomized trials with binary
outcomes analyzed with second-order PQL
mixed logistic regression
Math J. J. M. Candel∗† and Gerard J. P. Van Breukelen

Adjustments of sample size formulas are given for varying cluster sizes in cluster randomized trials with a binary
outcome when testing the treatment effect with mixed effects logistic regression using second-order penalized quasi-
likelihood estimation (PQL). Starting from first-order marginal quasi-likelihood (MQL) estimation of the treatment effect,
the asymptotic relative efficiency of unequal versus equal cluster sizes is derived. A Monte Carlo simulation study shows
this asymptotic relative efficiency to be rather accurate for realistic sample sizes, when employing second-order PQL. An
approximate, simpler formula is presented to estimate the efficiency loss due to varying cluster sizes when planning a
trial. In many cases sampling 14 per cent more clusters is sufficient to repair the efficiency loss due to varying cluster
sizes. Since current closed-form formulas for sample size calculation are based on first-order MQL, planning a trial also
requires a conversion factor to obtain the variance of the second-order PQL estimator. In a second Monte Carlo study,
this conversion factor turned out to be 1.25 at most. Copyright © 2010 John Wiley & Sons, Ltd.

Keywords: cluster randomized trials; mixed effects logistic regression; quasi-likelihood estimation; sample size; varying cluster
sizes

1. Introduction

Many designs evaluating the effect of an intervention are characterized by a nesting of subjects within clusters. Examples are
the effect of a prevention program for pupils nested within schools or the effect of medication given to patients nested within
general practices. In cluster randomized trials, such clusters (e.g. schools or general practices) instead of subjects are randomly
assigned to each of the treatment arms [1, 2]. The observations on outcome variables within the clusters may be correlated. If
the outcome variable is binary, such as in smoking prevention studies, where a person has started smoking or not, or in clinical
trials, where patients may or may not have been cured, mixed effects logistic models may be a suitable tool for capturing this
correlation in analyzing the data.

Of primary interest is testing the treatment effect of, for instance, a prevention program or a new medication. Formulas for
sample size calculation in case of mixed effects logistic regression analysis have been derived, yielding the numbers of clusters
and numbers of subjects within a cluster such that power is maximized given a fixed budget for sampling [3, 4]. These studies,
however, assume equal cluster sizes. Owing to variation in actual cluster sizes, but also due to nonresponse or dropout, unequal
cluster sizes are rather common.

For a mixed effects linear regression of quantitative outcomes, the efficiency loss due to varying cluster sizes has been studied,
both when estimating the fixed parameters [5, 6] and when estimating the variance components [6, 7]. Guidelines have been
provided how to repair this efficiency loss to maintain the desired power levels. The present study will do the same when
estimating and testing the fixed parameter representing the treatment effect in case of a binary outcome analyzed with mixed
effects logistic regression. The issue is how much power is lost, and how to compensate for this loss.

Similar to Moerbeek et al. [3] and Moerbeek and Maas [4], treatment effect estimation through penalized quasi-likelihood
(PQL) is assumed. PQL starts from a linearized version of the logistic model in maximizing the likelihood. The asymptotic loss of
efficiency due to varying cluster sizes will be analytically examined for a more simple linearization known as first-order marginal
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quasi-likelihood (MQL). Through an extensive Monte Carlo simulation study, this expression for the loss of efficiency will be
checked for its appropriateness in case of realistic sample sizes and in case second-order PQL is used, for both maximum likelihood
(ML) and restricted maximum likelihood (REML) estimation.

Furthermore, the sample size formulas for mixed effects logistic models in case of equal cluster sizes are based on the first-order
MQL-estimator of the treatment effect [3]. This means that there may be an effect of using second-order PQL instead of first-order
MQL on the variance of the treatment effect estimator. Correction factors to convert the variance of the MQL-estimator into the
variance of the PQL-estimator, as established by Moerbeek et al. [3], will also be studied here. Together with the information on
the efficiency loss due to varying cluster sizes, this will show to what extent the sample sizes as planned, which are based on the
first-order MQL-estimator for equal cluster sizes, should be corrected when using second-order PQL with varying cluster sizes.

The structure of the paper is as follows. In Section 2 we will explain how the mixed effects logistic model describes the
relationship between the treatment and a binary outcome for cluster randomized trials, and we will explain quasi-likelihood
estimation of the parameters of this model. Section 3 will introduce the relative efficiency of unequal versus equal cluster sizes
for the treatment effect estimator and will provide an explicit expression for this relative efficiency in case of first-order MQL
estimation. In addition a Taylor approximation of the asymptotic relative efficiency will be given, which is useful in taking care
of varying cluster sizes when planning a cluster randomized trial. Section 4 will delineate the design and the results of a Monte
Carlo simulation study that examines the relative efficiency of unequal versus equal cluster sizes when employing second-order
PQL for realistic cluster sizes. This section will evaluate how accurate the asymptotic relative efficiency based on MQL as well as
its Taylor approximation are, in describing the simulated relative efficiencies. Section 5 describes a second simulation study to
establish the correction factor for converting the variance of the first-order MQL-estimator into the variance of the second-order
PQL-estimator. In Section 6 it will be illustrated how the results can be used in planning a trial. The paper closes with some
implications for the planning phase of cluster randomized trials as well as some issues for further research.

2. A mixed effects logistic regression model for cluster randomized trials

2.1. The mixed effects logistic regression model

Let there be K clusters, half of which are randomly allocated to one of two conditions: treatment or control. In cluster j (j=1,. . . , K)
there are nj persons, with all persons receiving the treatment to which this cluster was allocated. In case of equal cluster sizes,

we denote nj =n for j=1,. . . , K . The total number of persons is N=∑K
j=1 nj . The dependent variable is a binary outcome, denoted

as yij (0 or 1) for person i in cluster j. Let �ij denote the probability that yij =1. The outcome yij is assumed to be Bernoulli
distributed and can be written as the sum of �ij and a residual score �ij :

yij =�ij +�ij , (1)

with �ij having expectation 0 and variance �ij(1−�ij).
Let Xj denote the treatment to which cluster j is allocated, which is coded +1 for clusters in the treatment condition and

−1 for clusters in the control condition. The mixed effects logistic regression model defines �ij = f (�0j +�1Xj), with f the logistic
function, which can be rewritten in a linear form by taking the natural logarithm of �ij / (1−�ij):

ln

(
�ij

1−�ij

)
=�0j +�1Xj, with �0j =�0 +u0j . (2)

With this coding scheme for Xj , �0 represents the grand mean of ln(�ij / (1−�ij)), and �1 is half the treatment effect in the metric
of ln(�ij / (1−�ij)). Furthermore, u0j represents a random cluster effect, and is assumed to be independently normally distributed

with variance �2
0 and mean 0.

A relevant concept is the intraclass correlation, which is the correlation between two randomly drawn persons from the same
cluster. The logistic regression model can be seen as arising from variations between subjects on an underlying continuous
variable. When these variations are described by the logistic distribution, the mixed effects logistic model results (e.g. [8]). The
within-cluster variance on this latent variable is �2 / 3 [8, p. 223] and the intraclass correlation, �, in terms of the scores on this
latent variable is equal to �=�2

0 / (�2
0 +�2 / 3).

2.2. Quasi-likelihood estimation of the parameters

The model for cluster randomization has three parameters that have to be estimated: two fixed regression weights, �0 and �1,
and one variance component, �2

0. These parameters can be estimated through maximizing the marginal likelihood function. Since
this likelihood function is intractable for the mixed effects logistic model (e.g. [4]), two approaches can be taken in estimating the
model parameters: numerical integration and quasi-likelihood estimation. The first approach approximates the likelihood function
itself, the second approximates the nonlinear response model as given in equation (2) by a Taylor series expansion. Numerical
integration is implemented in, for instance, PROC NLMIXED of SAS [9] and MIXOR [10], quasi-likelihood estimation is implemented
in GLIMMIX of SAS [9] and in MLwiN [11]. When the approximation by a Taylor series is only based on the fixed parameters
(�0 and �1), the method is referred to as MQL. When it is also based on the random effects (u0j), it is called PQL. Depending
on the degree of extension of the Taylor approximation, one can distinguish between first- and second-order quasi-likelihood
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estimation. Once the logistic model has been linearized through a Taylor series expansion, the model parameters can be estimated
with common estimation procedures for the linear mixed effects model, such as ‘Iterative Generalized Least Squares’ (IGLS) and
‘Restricted Iterative Generalized Least Squares’ (RIGLS) [12]. These algorithms yield, respectively, ML and REML estimates for the
parameters in the linearized logistic model.

Second-order PQL as implemented in MLwiN has been shown to yield accurate estimates of the intervention effect in the
model in equation (2) [13]. The bias was rather small, and the mean-squared error smaller than for numerical integration as
implemented in MIXOR and somewhat larger than, but close to, the mean-squared error for first-order PQL. Second-order PQL
also turned out to perform better in statistical tests of the treatment effect than the other estimation methods. For SAS routines
[14], it was shown that, although PQL was somewhat more biased than numerical integration, it clearly had smaller mean-squared
error. Both studies [13, 14] furthermore concluded that the convergence rates were much higher for PQL than for numerical
integration. In what follows we will therefore consider second-order PQL.

3. Asymptotic relative efficiency of unequal versus equal cluster sizes for first-order MQL

3.1. Closed-form expression of the relative efficiency

We will present an expression for the relative variance of the treatment effect estimator when comparing unequal to equal cluster
sizes. Let var(�̂1|�) denote the variance of the treatment effect estimator given a design �. Let �equal denote a design with equal
cluster sizes, and let �unequal denote a design with unequal cluster sizes, but with the same number of clusters K and the same
number of subjects N as �equal. The relative efficiency of unequal versus equal cluster sizes for the estimator of the treatment

effect, RE(�̂1), is defined as

RE(�̂1)= Var(�̂1|�equal)

Var(�̂1|�unequal)
. (3)

Deriving expressions for the variance of the treatment effect estimator in equation (3) in case of second-order PQL will result
in an expression that will be too complicated to be of practical use. It, among others, will require the specification of the K
values for the cluster-specific intercepts (cf. [4]). Instead we will consider the first-order MQL-estimator, and will examine how
these results translate to the second-order PQL-estimator in Section 4.

Let n̄ denote the average cluster size of the K clusters. Let wjt be defined as wjt = (�2
0 +�2

�t / nj)
−1 and let wjc be defined as

wjc = (�2
0 +�2

�c / nj)
−1, in which

�2
�t =2+e−�0−�1 +e�0+�1 and �2

�c =2+e−�0+�1 +e�0−�1 (4)

are the within-cluster variances for the treatment and control condition after a particular transformation of yij (see Appendix A
for details). For the case of equal cluster sizes, we have nj = n̄, for j=1,. . . , K , and the weight wjt is denoted as wet and the weight

wjc is denoted as wec. For the first-order MQL estimation, the following expression can be derived for RE(�̂1) (see Appendix A):

RE(�̂1)=
⎛
⎝
∑K/2

j=1 wjt
∑K

j=K/2+1 wjc∑K/2
j=1 wjt +

∑K
j=K/2+1 wjc

⎞
⎠ 2

K

(
wet +wec

wetwec

)
. (5)

The following properties can be shown to hold for RE(�̂1):

1. The relative efficiencies do not depend on the number of clusters K , but through the weights wjt, wjc, wet and wec, do
depend on the intercept variance, the distribution of cluster sizes and the fixed regression weights.

2. When we multiply each nj by a factor c>0 and divide �2
0 by the same factor, the weights wjt and wjc are multiplied by the

same factor c, which does not affect the relative efficiency in equation (5). As a consequence, the minimum of the relative
efficiency will not depend on n, but will only be achieved at another value of �2

0 and thus of �.

3. When �2
0 →0 (and thus �→0) or �2

0 →∞ (and thus �→1), we have RE→1. For 0<�2
0<∞ (and thus 0<�<1), we can show

that RE<1 (making use of the Jensen inequality; see [15, p. 72]), implying that equal cluster sizes are optimal.

In the special case of homogeneous within-cluster variances, that is, �2
�t =�2

�c in equation (5), we obtain the expression for
the RE for the linear mixed model as derived by Van Breukelen et al. [5, p. 2593]. The RE as derived for the MQL-estimator in
equation (5) is thus a generalization of the RE for the ML estimator obtained in a mixed effects linear regression in the case of
heterogeneous within-cluster variances.

3.2. Taylor approximation of the relative efficiency

For planning the sample sizes of a study, it will be useful to have an approximation of the relative efficiency that does not
need the specification of the exact distribution of cluster sizes. For such practical purposes, we will present a second-order
Taylor approximation of the relative efficiency in equation (5). The Taylor approximation is based on a stochastic cluster size
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distribution, whereas equation (5) is the relative efficiency for a particular realization from such a stochastic cluster size distribution.
Consider nj in equation (5) for j=1,. . . , K as independent realizations of a random variable with expectation �n and standard

deviation �n. Let CV=�n / �n be the coefficient of variation of cluster sizes. Furthermore, let 	t = (�n / (�n +
t)) with 
t =�2
�t / �2

0,

and 	c = (�n / (�n +
c)) with 
c =�2
�c / �2

0. The following second-order Taylor approximation of the RE in equation (5) can then be
derived (see Appendix B):

RET = {1−CV2	t(1−	t)}{1−CV2	c(1−	c)}(	t +	c)

	t +	c −CV2{	2
t (1−	t)+	2

c (1−	c)} . (6)

According to this approximation the relative efficiency depends on the mean cluster size, the intercept variance, the fixed
regression weights and the coefficient of variation of the cluster sizes, CV. When �2

0 →0 (and thus 	t →0 and 	c →0) or �2
0 →∞

(and thus 	t →1 and 	c →1), it can be shown that RET →1. Furthermore, if CV�1 it holds that RET�1 for 0<�2
0<∞. The expression

in equation (6) can be reformulated as

RE−1
T =

(
	t

	t +	c

)
{1−CV2	c(1−	c)}−1 +

(
	c

	t +	c

)
{1−CV2	t(1−	t)}−1. (7)

From equation (7) it is evident that as CV increases, RE−1
T increases and thus RET decreases. From equation (7) it also can be

derived that the minimum of RET is attained at 	t =	c = 1
2 . For these values 	t(1−	t) and 	c(1−	c) are maximum, and thus

{1−CV2	t(1−	t)}−1 and {1−CV2	c(1−	c)}−1 are at the same maximum. Therefore, RET is minimized at 	t =	c = 1
2 , and the

minimum is (1−CV2 / 4).
Similar to the RE in equation (5), the Taylor approximation given in equations (6) and (7) is a generalization of the one

derived by Van Breukelen et al. [5, p. 2594] for the case of a mixed effects linear regression, with �2
�t and �2

�c representing the

heterogeneous variances in the treatment and control condition, respectively. When �2
�t =�2

�c, equations (6) and (7) reduce to the
Taylor approximation in Van Breukelen et al. [5, p. 2594].

In what follows we will examine through an extensive Monte Carlo simulation study, to what extent the asymptotic results on
the RE (see equation (5)) as well as the Taylor approximation (see equation (6)), which both are derived for the first-order MQL
estimation, hold for the second-order PQL and for numbers of clusters and cluster sizes that are representative of realistic samples
(Section 4). After that, we will also study how the variance of the first-order MQL-estimator of the treatment effect needs to be
corrected in order to obtain the variance of the second-order PQL-estimator of the treatment effect in case of equal cluster sizes
(Section 5). This correction factor is necessary when planning sample sizes based on the variance of the MQL estimator (see [3]),
but employing second-order PQL in the actual analysis of the data. This correction factor has also been examined by Moerbeek
et al. [3] for smaller numbers of clusters and cluster sizes, and by Moerbeek and Maas [4] for a model involving two independent
binary variables. Once the variance of the MQL estimator can be translated into the variance of the PQL estimator through the
correction factor, we are able to adapt sample sizes further for the loss of efficiency due to varying cluster sizes. In what follows,
we will first examine the efficiency loss due to varying cluster sizes (Section 4) and then will consider the correction factor for
second-order PQL (Section 5).

4. Monte Carlo investigation of the asymptotic relative efficiency for realistic sample sizes
and second-order PQL

4.1. Design

For all simulations we assumed 50–50 per cent allocation, that is, 50 per cent of the clusters are assigned to each of the two
treatment conditions. To investigate the relative efficiency for realistic sample sizes and second-order PQL, the following factors
were systematically varied: (1) the number of clusters and cluster sizes, (2) the frequency distribution of the cluster sizes within
each of the treatment arms, (3) the size of the intraclass correlation, �, (4) the estimation method and (5) the values of the fixed
parameters, �0 and �1. Table I displays the choices made for these factors. The motivation is given in what follows.

4.1.1. Number of clusters and cluster sizes. We will consider a situation where the cluster size is small, and a situation where the
number of clusters is small: K =54 with n̄=24, and K =24 with n̄=80. These sample sizes will yield sufficient power for realistic
effects and realistic intraclass correlations as encountered in cluster randomized trials. For instance, for �0 =1 and �1 =0.5, such
that the median probabilities in the treatment and control condition are 0.82 and 0.62, respectively, and assuming equal cluster
sizes, the power exceeds 0.80 for K =54 and n̄=24 in case ��0.28 (i.e. �2

0�1.28), and exceeds 0.80 for K =24 and n̄=80 in case

��0.16 (i.e. �2
0�0.63) (cf. [3]). The number of clusters and cluster sizes were deliberately chosen to be modest, so as to study the

applicability of the asymptotic results on the relative efficiency for realistic sample sizes.

4.1.2. Frequency distribution. Five different cluster size distributions were studied: (1) a unimodal, (2) a uniform, (3) a bimodal, (4)
a positively skewed and (5) a negatively skewed distribution. Three different cluster sizes, ga, gb, gc, with respective frequencies
fa, fb and fc were employed. A large range of cluster sizes, namely R=36 for n̄=24 and R=120 for n̄=80 (each giving R / n̄=1.5),

Copyright © 2010 John Wiley & Sons, Ltd. Statist. Med. 2010, 29 1488--1501
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Table I. Overview of the factors varied in the Monte Carlo simulation study to examine the efficiency loss
due to varying cluster sizes.

Factor Levels

Distribution of cluster sizes∗ Uniform distribution, unimodal distribution,
bimodal distribution, positively skewed
distribution, negatively skewed distribution

Intraclass correlation �=0.02 up to 0.30, with steps of 0.02
Estimation method Second-order PQL: IGLS, RIGLS
Sample sizes (K, n̄) (54, 24), (24, 80)
�0 0, 2
�1 0.25, 0.5, 1.0

*A more detailed description of the distributions can be found in Table II.

Table II. Distributions of cluster sizes examined in the Monte Carlo simulations for (a) K =54 and n=24
and (b) K =24 and n=80.

Cluster sizes Cluster frequencies

Distribution∗ ga gb gc fa fb fc CV

(a)†
Uniform distribution 6 24 42 18 18 18 0.62
Unimodal distribution 6 24 42 10 34 10 0.46
Bimodal distribution 6 24 42 24 6 24 0.71
Positively skewed distribution 10 28 46 24 18 12 0.59
Negatively skewed distribution 4 16 28 4 10 40 0.31

(b)‡
Uniform distribution 20 80 140 8 8 8 0.63
Unimodal distribution 20 80 140 4 16 4 0.44
Bimodal distribution 20 80 140 10 4 10 0.70
Positively skewed distribution 30 90 150 10 8 6 0.61
Negatively skewed distribution 10 70 130 6 8 10 0.61

∗fa =number of clusters of size ga (small), fb =number of clusters of size gb (medium), fc =number of clusters
of size gc (large); CV=coefficient of variation.
†Cluster sizes and cluster frequencies are chosen such that the total number of clusters is equal to 54, the

average cluster size is 24, the cluster sizes are even and the difference between the largest and the smallest
cluster size is equal to 36 (except for the negatively skewed distribution, where the range is 24 to prevent
ga<0).

‡Cluster sizes and cluster frequencies are chosen such that the total number of clusters is equal to 24, the
average cluster size is 80, the cluster sizes are even and the difference between the largest and the smallest
cluster size is equal to 120.

was considered. The exception was the negatively skewed distribution with n̄=24, where—in order to prevent negative cluster
sizes—the range was limited to R / n̄=1. For symmetrical distributions with n̄=24, this implies that the smallest n=6 and the
largest n=42. For symmetrical distributions with n̄=80, this implies that the smallest n=20 and the largest n=140.

A numerical study of the asymptotic relative efficiencies derived for MQL estimation (see equation (5)) showed that as the
range of cluster sizes increases (for a fixed average cluster size), the relative efficiency becomes smaller. This also follows from
the Taylor approximation of the asymptotic relative efficiency as given in equation (7). Since the accuracy of the asymptotic RE
as well as the Taylor approximation is especially important in case of large efficiency loss, large ranges of cluster sizes were
considered, that is, we have R / n̄=1.5. Details of the cluster size distributions can be found in Table II.

4.1.3. Intraclass correlation. The intercept variance �2
0 took 15 different values (running from 0.067 to 1.41) such that the intraclass

correlation ranged from 0.02 to 0.30 with steps of 0.02. This range encompasses values as included in similar studies for cluster
randomized trials [3, 4, 16].

4.1.4. Estimation method. Two different likelihood-based estimation methods were considered: ML estimation and REML estimation.
ML and REML estimation are comparable in terms of bias of the treatment effect estimator. REML estimation, however, is often
preferred since it leads to less biased estimates of the variance components and thereby also to less biased estimates of the
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Table III. Medians and ranges of the cluster-specific outcome probabilities for different values of the fixed
regression weights and the random intercept variance.

Condition

Treatment Control

�0 �1 �2
0
∗ Median (LOB, UPB)† Median (LOB, UPB)†

0 0.25 0.067 0.56 (0.43, 0.68) 0.44 (0.32, 0.57)
0 0.5 0.067 0.62 (0.50, 0.73) 0.38 (0.27, 0.50)
0 1 0.067 0.73 (0.62, 0.82) 0.27 (0.18, 0.38)
2 0.25 0.067 0.90 (0.85, 0.94) 0.85 (0.77, 0.91)
2 0.5 0.067 0.92 (0.88, 0.95) 0.82 (0.73, 0.88)
2 1 0.067 0.95 (0.92, 0.97) 0.73 (0.62, 0.82)
0 0.25 1.410 0.56 (0.11, 0.93) 0.44 (0.07, 0.89)
0 0.5 1.410 0.62 (0.13, 0.95) 0.38 (0.05, 0.87)
0 1 1.410 0.73 (0.20, 0.97) 0.27 (0.03, 0.80)
2 0.25 1.410 0.90 (0.47, 0.99) 0.85 (0.35, 0.98)
2 0.5 1.410 0.92 (0.53, 0.99) 0.82 (0.29, 0.98)
2 1 1.410 0.95 (0.65, 1.00) 0.73 (0.20, 0.97)

∗Only extreme values for �2
0 are presented, corresponding to intraclass correlations of �=0.02 and �=0.30.

†LOB= lower bound of the range; UPB=upper bound of the range.

standard error of the fixed effects [17, 18]. ML and REML estimates were obtained with MLwiN through IGLS and RIGLS, respectively,
applied to the second-order linearization of the logistic regression model (second-order PQL).

4.1.5. Values of fixed parameters. The relative variance of the MQL estimator of the treatment effect also depends on the
fixed parameters (see equation (5)). Therefore different values for the regression weights, �0 and �1, were chosen: �0 =0, 2,
and �1 =0.25, 0.5 and 1. For the model in equation (2), approximately 95 per cent of the cluster-specific probabilities are
within the interval (1 / (1+exp(−�0 −�1 +2�0)), 1 / (1+exp(−�0 −�1 −2�0))) for the treatment condition, and within the interval
(1 / (1+exp(−�0 +�1 +2�0)), 1 / (1+exp(−�0 +�1 −2�0))) for the control condition. Table III presents an overview of the intervals
for the cluster-specific outcome probabilities being covered in our simulation study.

4.2. Simulation procedure

For each of the 5×15×2×2×3=900 simulation conditions, 2000 data sets were generated, each representing the data for 54
clusters consisting on the average of 24 persons, or the data for 24 clusters consisting an average of 80 persons. Given the
processing times of the simulations for each condition, 2000 replications yielded sufficient stability in the estimates of the relative
efficiency and were still practically feasible. The simulations as well as the estimation of the model parameters were performed
using version 2.02 of MLwiN [11]. Both IGLS and RIGLS were employed to obtain, respectively, the ML and REML estimates of
the model parameters. In model estimation, the convergence criterion was set to 0.001 and the number of iterations was limited
to 100. For each simulation condition, MLwiN converged in more than 99 per cent of the data sets. Non-convergence mainly
occurred for the simulation conditions in which K =54, n̄=24, �0 =0 and �=0.02. The non-converged runs were omitted in
calculating the RE as defined in equation (3).

4.3. Results on the asymptotic relative efficiency

We display the distributions giving the most extreme results in terms of the RE: the unimodal distribution on the one hand
(Figure 1) and the bimodal distribution on the other (Figure 2). As can be seen, for each distribution the asymptotic RE approximates
the simulated RE rather well. The same is true for other values of the fixed parameters and for the other values of n̄ and K that
were examined. An example is the uniform distribution of cluster sizes, with n̄=80, K =24, and �0 =0.0, �1 =0.5, as displayed
in Figure 3. Note that in this case the asymptotic relative efficiency has its minimum at �=0.024, and due to the choice of the
values for � in Figure 3, the relative efficiency seems to be monotonically increasing.

In line with the asymptotic results, unequal cluster sizes are less efficient than equal cluster sizes when estimating the treatment
effect. The minimum value for the RE depends on the type of distribution, with a unimodal distribution leading to the least
efficiency loss (see Figure 1) and the bimodal distribution leading to the most efficiency loss (see Figure 2). The efficiency losses
for a uniform, a positively skewed and a negatively skewed distribution are in between. Note that the different distributions also
have a different coefficient of variation, as Table II shows.

According to equation (7), a larger coefficient of variation of the cluster size distribution is associated with a smaller minimum
of the RE. Figure 4 displays the RE for a uniform distribution with cluster sizes ga =60, gb =80, gc =100 and respective cluster
frequencies fa = fb = fc =8, giving a CV of 0.20. Comparing the uniform distributions in Figure 3 (CV=0.63) and Figure 4 (CV=0.20)
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Figure 1. Relative efficiency of the treatment effect estimator for a unimodal distribution of cluster sizes, with K =54, n=24, CV=0.46, �0 =2 and �1 =0.25.
Displayed are also the asymptotic relative efficiency of the ML estimator and its second-order Taylor approximation.

Figure 2. Relative efficiency of the treatment effect estimator for a bimodal distribution of cluster sizes, with K =54, n=24, CV=0.71, �0 =2 and �1 =0.25.
Displayed are also the asymptotic relative efficiency of the ML estimator and its second-order Taylor approximation.

illustrates that the minimum of the simulated RE increases with a decreasing coefficient of variation. However, for a fixed coefficient
of variation, the minimum RE still may vary for different shapes of the cluster size distribution. For instance, in case K =24 and
n=80, the minima of both the asymptotic and simulated relative efficiency differ for a positively, a negatively skewed and a
uniform distribution (not shown here), although they have similar coefficients of variation (see Table II). Hence, the maximum
efficiency loss depends on the coefficient of variation of the cluster sizes, and also, but to a smaller extent, on the shape of the
distribution.

The efficiency loss for ML estimators is somewhat less than the efficiency loss for REML estimators. Furthermore, the minimum
value of the simulated RE does not appear to be strongly affected by the values selected for the fixed regression weights in the
simulation study (not shown here).

4.4. Results on the Taylor approximation of the relative efficiency

Comparing the uniform distributions in Figures 3 and 4 showed that the minimum of the simulated RE increases with a decreasing
coefficient of variation. This is in line with its Taylor approximation, RET. The variations in the minimum of the simulated RE due
to variations of the fixed regression coefficients turned out to be rather small. This also is in line with numerical results for the
minimum RET as a function of the fixed effects (not shown here).
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Figure 3. Relative efficiency of the treatment effect estimator for a uniform distribution of cluster sizes, with K =24, n=80, CV=0.63, �0 =0 and �1 =0.5.
Displayed are also the asymptotic relative efficiency of the ML estimator and its second-order Taylor approximation.

Figure 4. Relative efficiency of the treatment effect estimator for a uniform distribution of cluster sizes, with K =24, n=80, CV=0.20, �0 =0 and �1 =0.5.
Displayed are also the asymptotic relative efficiency of the ML estimator and its second-order Taylor approximation.

Figures 1–4 show that the approximation of the simulated RE by RET in most cases is acceptable. For the unimodal, uniform
and (not shown) positively skewed distribution, RET has an approximation error less than 0.03. For the bimodal and (not shown)
negatively skewed distribution, the approximation error can become almost 0.06, but the error at the minimum is smaller (less
than 0.04). Plots for other values of the fixed regression weights and for other values of K and n̄ gave similar approximation
errors. Extending the Taylor approximation with a third- and fourth-order term to also capture the skewness and kurtosis of the
cluster size distribution (see Appendix B, equation (B2)) leads to approximation errors less than 0.03 for all distributions. These
limits of approximation error also hold for the minima of the RE.

5. Monte Carlo investigation of the MQL-correction factor for equal cluster sizes

5.1. Design of the simulation study

To examine the correction factor for translating the variance of the first-order MQL estimator of the treatment effect for equal
cluster sizes into the variance of the second-order PQL estimator of the effect, we calculated their ratio in an extensive Monte Carlo
simulation study. Several combinations of the values of �2

0, �0, �1, n and K were considered. The selected values are displayed in
Table IV and, when combined, yield 15×3×3×2×2=540 simulation conditions. Note that the design of the previous simulation

Copyright © 2010 John Wiley & Sons, Ltd. Statist. Med. 2010, 29 1488--1501

1
4

9
5



M. J. J. M. CANDEL AND G. J. P. VAN BREUKELEN

Table IV. Overview of the factors varied in the Monte Carlo simulation study to determine
the conversion factors for the variance of the MQL estimator.

Parameter Values

�0 0, 1, 2
�1 0.25, 0.5, 1.0
� 0.02–0.30 (with steps of 0.02)
n 24, 80
K 24, 54

Estimation method Second-order PQL: IGLS, RIGLS

Table V. Conversion factors for calculating the variance of the second-order PQL estimator from the
variance of the first-order MQL estimator, obtained through Monte Carlo simulations. The average and
the maximum (between brackets) conversion factors are given.

K =54 K =24

Estimation method Range of � n=80 n=24 n=80 n=24

ML
0.02–0.06 1.01 (1.14) 1.00 (1.12) 1.01 (1.10) 1.06 (1.16)
0.08–0.12 1.02 (1.14) 1.03 (1.18) 1.02 (1.11) 1.06 (1.16)
0.14–0.18 1.02 (1.08) 1.03 (1.19) 1.04 (1.14) 1.07 (1.21)
0.20–0.24 1.02 (1.16) 1.04 (1.15) 1.04 (1.18) 1.07 (1.17)
0.26–0.30 1.03 (1.09) 1.05 (1.15) 1.05 (1.14) 1.08 (1.16)

REML
0.02–0.06 1.01 (1.14) 1.01 (1.12) 1.01 (1.10) 1.07 (1.18)
0.08–0.12 1.02 (1.15) 1.04 (1.19) 1.03 (1.12) 1.07 (1.18)
0.14–0.18 1.02 (1.09) 1.04 (1.20) 1.05 (1.15) 1.09 (1.25)
0.20–0.24 1.03 (1.17) 1.05 (1.16) 1.05 (1.19) 1.10 (1.20)
0.26–0.30 1.03 (1.10) 1.07 (1.17) 1.06 (1.16) 1.11 (1.19)

is extended in that one more value for �0 and two more combinations of n and K are examined. For each simulation condition,
2000 data sets were generated and analyzed using version 2.02 of MLwiN [11]. For each simulation condition, non-convergence
occurred in less than 1 per cent of the data sets, non-convergence mainly occurred for conditions in which K =24 and n=24
and for the conditions mentioned in Section 4.2 (the two simulation studies overlapped). Based on the analysis results, the ratio
of the variance of the second-order PQL estimates of the intervention effect and the variance of the first-order MQL estimates of
the intervention effect was calculated for each simulation condition.

5.2. Results on the correction factor

The results of the second simulation study are summarized in Table V. As can be seen, the average and maximum correction
factors for REML are somewhat larger than the corresponding correction factors for ML. This implies that for REML, the number
of clusters needs to be increased somewhat more compared with ML, not only in order to compensate for the efficiency loss,
but also since the variance of the PQL estimator is somewhat larger than the variance of the MQL estimator. Hence, using REML
requires the largest adjustments of the sample size.

For both ML and REML, the correction factors become larger for larger intraclass correlations, for smaller cluster sizes and for
smaller numbers of clusters. These results are in line with those of Moerbeek et al. [3], and although they considered smaller
values for K and n, the correction factors were of similar magnitude. Based on the results in Table V, a conservative correction
factor appears to be 1.25, although 1.10 is more representative.

6. Application in planning a trial

When planning a cluster randomized trial to examine the treatment effect through second-order PQL, the results can be used as
follows. The relative efficiency of unequal cluster sizes when using the second-order PQL estimator can be approximated by the
relative efficiency for the first-order MQL estimator. A reasonable approximation of the relative efficiency for the MQL estimator
in turn is the Taylor approximation given in equation (6). One can determine the expected or the minimum RE based on this
approximation. To correct for the efficiency loss, one can simply divide the number of clusters in both treatment arms by the
expected RE or by the minimum RE (cf. [5]). However, when using the variance of the first-order MQL estimator in calculating the
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sample size, also an estimation has to be made of the correction factor to translate this into the variance of the second-order
PQL estimator [3]. For this purpose, the correction factors shown in Table V can be used.

To illustrate how to adjust sample sizes, assume we are going to replicate a study among general practices in the county
of New Hampshire (U.K.) [19]. In a cluster randomized trial, we want to examine whether an educational programme leads to a
higher sensitivity among physicians to detect depression. Suppose we have a budget of C British pounds, the costs per patient
are c1 pounds and the costs for each practice are c2 pounds. A commonly used cost function is (see e.g. [3])

C =nKc1 +Kc2. (8)

Note that the costs may also simply be the total number of persons involved in a study, namely by choosing c1 =1 and c2 =0.
The optimal design minimizes the variance of the effect estimator given a budget C. The number of clusters and the number of
persons within a cluster minimizing this variance are given by [3, p. 21]

K = C

(� / �0)
√

c1c2 +c2
and n= �

�0

√
c2

c1
, (9)

where �2 = (�2
�t +�2

�c) / 2. For these optimal K and n, the variance of the MQL-estimator of the treatment effect can be expressed
as

Var(�̂1)= (�0
√

c2 +�
√

c1)2

C
. (10)

The budget C may be chosen such that a particular power is realized. Note that equation (10) in many cases will underestimate
the variance of the PQL estimator; hence, the variance of the MQL estimator still has to be multiplied by the correction factor,
implying that the budget should be increased to C∗ =C× correction factor, to obtain the same variance for the PQL estimator.
From equation (9) it is evident that the number of clusters K then also increases with this same factor, whereas the cluster size
does not change.

Suppose C =152 000 pounds, and c1 =60 and c2 =1200 are the costs per patient and general practice, respectively. Assume
an intraclass correlation of �=0.05 (or �2

0 =0.17) and a sensitivity to detect depression of 0.35 in the control group and of
0.45 in the intervention group (cf. [19]). This implies that �0 =−0.425, �1 =0.218 and �=2.058. According to equation (9) the
optimal number of general practices and patients per general practice would then be K =59.86 and n=22.32, say 60 practices
of 23 patients each. When employing REML, a suitable correction factor for �=0.05 would be 1.12 (see Table V), implying that
K =59.86×1.12=67.04, and the required budget becomes C∗ =C×1.12=170 240 pounds.

How to compensate for the efficiency loss due to varying cluster sizes? For this study the frequency distribution of the cluster
sizes (i.e. sizes of the general practices) is positively skewed and the corresponding CV can be estimated to be 0.62 (see [20]).
According to the Taylor approximation in equation (6), using �2

0 =0.17 and �n =23 so that 	t =0.49 and 	c =0.47, the RE is 0.90.
The efficiency can then be restored by taking K =67.04 / 0.90, which (after rounding up and allowing for 50–50 per cent allocation
of clusters) amounts to K =76 clusters (with n=23).

7. Conclusions and discussion

When testing the treatment effect in cluster randomized trials, care has to be taken of the clustering structure in each of the
treatment arms when analyzing the data. For a binary outcome, mixed effects logistic regression is a common tool for capturing
this clustering. In the case of equal cluster sizes, formulas for calculating the sample size have been derived by Moerbeek et al. [3].
In planning a trial one should, however, also consider the rather common situation of unequal cluster sizes and compensate for
the expected loss of efficiency. The present study examined this loss by deriving expressions for the asymptotic relative efficiency
of unequal versus equal cluster sizes in case the treatment effect is estimated through the first-order MQL. The extent to which
these asymptotic results hold for realistic sample sizes and the second-order PQL, which is a better method of estimating the
treatment effect, was studied through an extensive Monte Carlo simulation study. In addition a Taylor approximation was derived,
yielding a simpler expression of the relative efficiency, which may be useful in correcting for the efficiency loss in planning
a study. Finally, since sample size formulas for cluster randomized trials are based on the expression for the variance of the
MQL-estimator [3], correction factors for translating the variance of the MQL estimator into the variance of the PQL estimator
were determined through a second Monte Carlo simulation study.

The simulated REs for small sample sizes and second-order PQL estimation were rather adequately described by the asymptotic
REs derived for the first-order MQL estimation. In most cases the relative efficiency exceeded 0.88, implying that the efficiency
loss can be compensated by sampling ((1 / 0.88)−1)×100 per cent=14 per cent more clusters. For a bimodal distribution and
a negatively skewed distribution (having the largest coefficients of variation), the relative efficiency could be lower, and in case
of a bimodal distribution could become as low as 0.83, which can be repaired by sampling ((1 / 0.83)−1)×100 per cent=21
per cent more clusters. The difference between the estimation methods ML and REML was small. However, there was a consistent
advantage of the ML estimator over the REML estimator. ML estimation thus appears somewhat more robust to varying cluster
sizes than REML. On the other hand, REML estimation is often preferred since it leads to less biased estimates of the variance
components and of the standard errors of the fixed effects [17, 18].
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From the second-order Taylor approximation it becomes clear that the relative efficiency becomes smaller as the coefficient
of variation of the cluster sizes increases. The Taylor approximation of the simulated relative efficiency was reasonable, the
approximation error for most cases being less than 0.03. The exception is the bimodal and negatively skewed distribution where
the approximation error could be up to 0.06. Improvements are possible by extending the Taylor approximation by a third- and
fourth-order term, but its use then also requires specifying the skewness and kurtosis of the cluster size distribution.

The correction factors for translating the variance of the MQL estimator into variance of the PQL estimator were somewhat
larger for REML than for ML. The correction factor could become as large as 1.21 for ML and as large as 1.25 for REML. Combined
with a relative efficiency of 0.88, this would imply, as a conservative estimate, taking (1.25×(1 / 0.88)−1)×100 per cent=42
per cent more clusters than calculated on the basis of the variance of the MQL estimator for equal cluster sizes. In the extreme
case of a bimodal distribution of cluster sizes, the number of clusters could increase by (1.25×(1 / 0.83)−1)×100 per cent=51
per cent.

Several cluster size distributions involving more than three cluster sizes as well as models involving other values for the
parameters were examined. The results were in line with those obtained in the present Monte Carlo simulation study, indicating
the generalizability of the results.

The results of the present study resemble those for a linear mixed model analysis of cluster randomized trials [5, 6]. In those
studies, the efficiency losses for the treatment effect estimator for similar coefficients of variation were comparable, although
slightly larger: the relative efficiency in most cases exceeded 0.85, except for a bimodal distribution where the relative efficiency
could become as low as 0.82. Further, the losses were adequately described by the asymptotic relative efficiencies and Taylor
approximations of these asymptotic efficiencies for the linear mixed model case just as for the mixed logistic case. Finally, ML
appeared to be more robust against varying cluster sizes than REML in the mixed linear case as well.

Cluster randomized trials are a practical alternative for multicenter trials, which assign part of the persons within each cluster
to one of the treatments. Multicenter trials may not be feasible due to the risk of treatment contamination or, as in the case
of community-based interventions or interventions taking place in a classroom setting, for logistical reasons. On the other hand,
multicenter trials are more efficient than cluster randomized trials for quantitative as well as binary outcomes [3, 21]. Multicenter
trials also allow for estimating the between-cluster variability of the effectiveness of the intervention. Asymptotic and simulation
results on the efficiency loss due to varying center sizes have already been obtained for the case of a quantitative outcome
analyzed with mixed linear regression [5--7]. Therefore, in future research it would be useful to examine the efficiency loss for
multicenter trials with a binary outcome.

Appendix A: Derivation of the RE for unequal cluster sizes in case of MQL estimation of the
treatment effect

The mixed effects logistic regression model can be formulated as �ij = f (�0 +u0j +�1Xj), with f the logistic function. If the
observed score for person i in cluster j is denoted as yij , which is either 0 or 1, we further have yij =�ij +�ij , with �ij the
residual score representing the difference between the expected and the observed score, having expectation 0 and variance
�ij(1−�ij). Assuming a first-order linear approximation of f , and after a suitable transformation of yij (see [4] for details), we obtain

y∗
ij =�0 +u0j +�1Xj +�∗ij , where the transformed error term is �∗ij =�ij(�ij(1−�ij))

−1. This model is very similar to the linear mixed

model formulation for a continuous outcome [5], the difference being that the residual scores �∗ij are now defined in a specific

way (see below), leading to within-cluster variances that are different between the treatment and the control arm.
For j=1,. . . , K / 2 (first half of the clusters receiving the experimental treatment), let

Xj =

⎡
⎢⎢⎢⎢⎢⎣

1 1

1 1

· ·
1 1

⎤
⎥⎥⎥⎥⎥⎦ ,

and for j=K / 2+1,. . . , K (second half of the clusters receiving the control treatment)

Xj =

⎡
⎢⎢⎢⎢⎢⎣

1 −1

1 −1

· ·
1 −1

⎤
⎥⎥⎥⎥⎥⎦ .1
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Let the vector of observed scores on the transformed dependent variable in cluster j be denoted as

y∗
j =

⎡
⎢⎢⎢⎢⎢⎢⎣

y∗
1j

y∗
2j

·
y∗

njj

⎤
⎥⎥⎥⎥⎥⎥⎦

,

and let the vector of residual scores in cluster j be denoted by

e∗j =

⎡
⎢⎢⎢⎢⎢⎢⎣

�∗1j

�∗2j

·
�∗njj

⎤
⎥⎥⎥⎥⎥⎥⎦

,

of which each element, for j=1,. . . , K / 2, has variance �2
�t =Var(�ij(�ij(1−�ij))

−1)=Var(�ij)×(�ij(1−�ij))
−2 = (�ij(1−�ij))

−1 =2+
e−�0−�1 +e�0+�1 , and for j=K / 2+1,. . . , K , has variance �2

�c =2+e−�0+�1 +e�0−�1 . Note that �2
�t, �2

�c�4 for all �0 and �1. The
difference with the linear mixed model formulation for cluster randomized trials by Van Breukelen et al. [5] is that the residual
variances depend on the fixed parameters and are heterogeneous unless �0 =0 or �1 =0.

In matrix notation the model for the scores of y∗
j of cluster j=1,. . . , K / 2 can be formulated as

y∗
j =Xjb+1u0j +e∗j , (A1)

where bT = (�0,�1) and 1 is a vector of nj ones. Let I denote the identity matrix and J a square matrix with only ones. The
variance–covariance matrix of the scores of y∗

j for cluster j=1,. . . , K can be derived as

Vj =�2
� I+�2

0J, (A2)

where we define �2
� =�2

�t for j=1,. . . , K / 2, and �2
� =�2

�c for j=K / 2+1,. . . , K . The inverse of this matrix is obtained by applying a
result of Searle et al. [22, p. 443]:

V−1
j = 1

�2
�

(
I−J

(
�2

0

nj�
2
0 +�2

�

))
. (A3)

Define wjt =nj / (nj�
2
0 +�2

�t) and wjc =nj / (nj�
2
0 +�2

�c). First-order MQL in combination with IGLS reduces to ML estimation for a

first-order linear approximation of the logistic link function f . In this case the information matrix of the ML-estimators �̂0 and �̂1
can be elaborated as

Inf

⎡
⎣�̂0

�̂1

⎤
⎦=

K/2∑
j=1

XT
j V−1

j Xj +
K∑

j=K/2+1
XT

j V−1
j Xj

=

⎡
⎢⎢⎢⎢⎣

K/2∑
j=1

wjt +
K∑

j=K/2+1
wjc

K/2∑
j=1

wjt −
K∑

j=K/2+1
wjc

K/2∑
j=1

wjt −
K∑

j=K/2+1
wjc

K/2∑
j=1

wjt +
K∑

j=K/2+1
wjc

⎤
⎥⎥⎥⎥⎦ . (A4)

The asymptotic variance–covariance matrix is obtained by taking the inverse, which can be written as

VarCov

⎡
⎣�̂0

�̂1

⎤
⎦=

⎡
⎢⎢⎢⎢⎣

K/2∑
j=1

wjt +
K∑

j=K/2+1
wjc −

K/2∑
j=1

wjt +
K∑

j=K/2+1
wjc

−
K/2∑
j=1

wjt +
K∑

j=K/2+1
wjc

K/2∑
j=1

wjt +
K∑

j=K/2+1
wjc

⎤
⎥⎥⎥⎥⎦× 1

4
∑K/2

j=1 wjt
∑K

j=K/2+1 wjc
. (A5)

The variance of �̂1 can be read from this matrix as

Var(�̂1)=
∑K/2

j=1 wjt +
∑K

j=K/2+1 wjc

4
∑K/2

j=1 wjt
∑K

j=K/2+1 wjc
. (A6)
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Note that the preceding steps are the same when deriving the expression for the variance of the ML estimator of the treatment
effect in case of a mixed effects linear regression. A similar expression for Var(�̂1) is then obtained, with �2

�t and �2
�c , however,

representing the within-cluster variances within the treatment and control arm in a linear mixed effects model.
In case of equal cluster sizes (with n the cluster size), let wjt and wjc be denoted as wet and wec. The relative efficiency of

unequal versus equal cluster sizes in terms of Var(�̂1) can be seen to be equal to

RE(�̂1) =
∑K/2

j=1 wjt
∑K

j=K/2+1 wjc∑K/2
j=1 wjt +

∑K
j=K/2+1 wjc

× (K / 2)wet +(K / 2)wec

(K / 2)wet(K / 2)wec

=
⎛
⎝
∑K/2

j=1 wjt
∑K

j=K/2+1 wjc∑K/2
j=1 wjt +

∑K
j=K/2+1 wjc

⎞
⎠ 2

K

(
wet +wec

wetwec

)
(A7)

Employing the Jensen inequality (see e.g. [15, p. 72]), it can be shown that RE(�̂1) in equation (A7) is smaller than 1. It can also

be shown that whenever �2
0 →∞ (�→1) or �2

0 →0 (�→0), then RE(�̂1)→1.
Let wt be the average of wjt for j=1,. . . , K / 2 in the treatment arm, and let wc be the average of wjc for j=K / 2+1,. . . , K in

the control arm. Equation (A7) can then be rewritten as

RE(�̂1)=

⎛
⎜⎜⎝

1

wet
+ 1

wec
1

wt
+ 1

wc

⎞
⎟⎟⎠ . (A8)

If �2
�t and �2

�c were the within-cluster variances in the treatment and control arm in a mixed effects linear regression, then

equation (A8) would also be the RE for the ML estimator of the treatment effect for this model. Actually, if �2
�t =�2

�c equation (A8)
reduces to the expression of the RE as derived by Van Breukelen et al. [5, p. 2593], which starts from homogeneous within-cluster
variances.

Appendix B: Taylor series approximation of the RE for unequal cluster sizes in case of MQL
estimation of the treatment effect

To derive a Taylor series approximation of the asymptotic RE for unequal cluster sizes when using the first-order MQL estimator
(see equation (5)), we assume that the cluster sizes nj (j=1,. . . , K) are realizations of a random variable U having mean �n and

standard deviation �n. Furthermore, let 
t =�2
�t / �2

0 and 
c =�2
�c / �2

0. Equation (5) can be considered a moment estimator of

⎛
⎜⎜⎝

E

(
U

U+
t

)
E

(
U

U+
c

)
(

�n

�n +
t

)(
�n

�n +
c

)
⎞
⎟⎟⎠
⎛
⎜⎜⎝
(

�n

�n +
t

)
+
(

�n

�n +
c

)

E

(
U

U+
t

)
+E

(
U

U+
c

)
⎞
⎟⎟⎠ . (B1)

If we define 	t = (�n / (�n +
t)), 	c = (�n / (�n +
c)) and the coefficient of variation of the random variable U by CV=�n / �n, then
by derivations similar to Van Breukelen et al. [5, pp. 2601–2602], we obtain the following fourth-order Taylor approximations of
the expectation parts of the expression in (B1):

E

(
U

U+
t

)
≈ 	t[1−CV2 ×	t ×(1−	t)×(1−skew×CV×	t +(kurt+3)×CV2 ×	2

t )] and

E

(
U

U+
c

)
≈ 	c[1−CV2 ×	c ×(1−	c)×(1−skew×CV×	c +(kurt+3)×CV2 ×	2

c )], (B2)

where skew=E(U−�n)3 / �3
n and kurt= (E(U−�n)4 / �4

n)−3. When employing a second-order Taylor approximation, we obtain

E

(
U

U+
t

)
≈	t(1−CV2 ×	t ×(1−	t)) and E

(
U

U+
c

)
≈	c(1−CV2 ×	c ×(1−	c)) (B3)

resulting, upon substitution into equation (B1), in the following Taylor approximation of the relative efficiency for unequal cluster
sizes:

RET = {1−CV2	t(1−	t)}{1−CV2	c(1−	c)}(	t +	c)

	t +	c −CV2{	2
t (1−	t)+	2

c (1−	c)} . (B4)

If �2
�t and �2

�c were the within-cluster variances in the treatment and control arm, respectively, of a mixed effects linear regression,
the approximation in equation (B4) would generalize the Taylor approximation of the RE for a mixed effects linear regression to

1
5

0
0
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the case of heterogeneous within-cluster variances. If �2
�t =�2

�c (so that 	t =	c =	) equation (B4) reduces to RET =1−CV2	(1−	),
which is the expression of the Taylor approximation of the RE as derived by Van Breukelen et al. [5, p. 2594] for the case of
homogeneous within-cluster variances.
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