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Abstract

Background: It is often desirable to account for centre-effects in the analysis of multicentre randomised trials,
however it is unclear which analysis methods are best in trials with a binary outcome.

Methods: We compared the performance of four methods of analysis (fixed-effects models, random-effects models,
generalised estimating equations (GEE), and Mantel-Haenszel) using a re-analysis of a previously reported randomised
trial (MIST2) and a large simulation study.

Results: The re-analysis of MIST2 found that fixed-effects and Mantel-Haenszel led to many patients being
dropped from the analysis due to over-stratification (up to 69% dropped for Mantel-Haenszel, and up to 33%
dropped for fixed-effects). Conversely, random-effects and GEE included all patients in the analysis, however GEE
did not reach convergence. Estimated treatment effects and p-values were highly variable across different analysis
methods.
The simulation study found that most methods of analysis performed well with a small number of centres. With a
large number of centres, fixed-effects led to biased estimates and inflated type I error rates in many situations,
and Mantel-Haenszel lost power compared to other analysis methods in some situations. Conversely, both
random-effects and GEE gave nominal type I error rates and good power across all scenarios, and were usually
as good as or better than either fixed-effects or Mantel-Haenszel. However, this was only true for GEEs with non-
robust standard errors (SEs); using a robust ‘sandwich’ estimator led to inflated type I error rates across most
scenarios.

Conclusions: With a small number of centres, we recommend the use of fixed-effects, random-effects, or GEE
with non-robust SEs. Random-effects and GEE with non-robust SEs should be used with a moderate or large
number of centres.

Keywords: Binary outcomes, Randomised controlled trial, Multicentre trials, Fixed-effects, Random effects,
Generalised estimating equations, Mantel-Haenszel
Background
In randomised controlled trials (RCTs) with multiple
centres, we sometimes expect patient outcomes to differ
according to centre. This could be due to differences be-
tween patients who present to different centres, or be-
cause of differences between the centres themselves.
Because of this, many RCTs attempt to minimise the im-
pact of any between-centre differences on the trial re-
sults, either during the design stage (by stratifying on
centre in the randomisation process, ensuring an equal
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number of patients assigned to both treatment groups
within each centre), or during the analysis stage (by ac-
counting for centre-effects in the analysis model).
Recent research has shown that when randomisation is

stratified by centre, it is necessary to account for the
centre-effects in the analysis as well. This is because strati-
fied randomisation leads to correlation between treatment
arms, making it necessary to adjust for the stratification
factors in the analysis to obtain correct confidence inter-
vals and p-values, maintain the type I error rate at its
nominal level (usually set at 5%), and avoid a reduction in
power [1-5]. Therefore, any attempt to minimise between-
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centre differences will necessarily lead to an analysis that
accounts for centre-effects.
However, adjustment for centre-effects in the analysis

can often be problematic, particularly when there are a
large number of centres compared to the overall sample
size. This can cause problems with binary or time-to-
event outcomes, where too few patients or events per
centre can lead to biased estimates [6] or inflated type I
error rates [1] with some methods of analysis.
The goals of this paper are to clarify (a) under what

circumstances it is beneficial to account for centre-
effects in the analysis, and (b) the best method of adjust-
ment for centre in RCTs with a binary outcome. The
case of multicentre trials with continuous [3,7-10] or
time-to-event [11] outcomes has been discussed previ-
ously. We restrict our attention to analysis methods
which calculate an odds ratio, and do not consider the
issue of treatment-by-centre interaction.

Methods
When should we adjust for centre-effects?
Whether it will be beneficial to account for centre-
effects in the analysis depends on (a) the size of the
intraclass correlation coefficient (ICC), and (b) the extra
complexity added to the analysis through adjustment.
We discuss these issues in the two sections below.

ICC considerations
The ICC measures to what extent the proportion of the
total variability is explained by the variability between
the different centres. For a binary outcome analysed
using an odds ratio (OR), the ICC can be defined as σ2/
(σ2 + π2/3), where σ2 is the between-centre variance [12].
When centre is not accounted for in the analysis, the

standard error for treatment effect is increased by a fac-
tor of (1-ICC)-1/2, leading to a reduction in power [4].
For example, in a trial designed to give 80% power, ICCs
of 0.01, 0.10, and 0.25 would lead to reductions in power
of 0.4, 4.3, and 12.1% respectively if centre was ignored
in the analysis.
ICC estimates based on previous data may be helpful

in determining whether adjustment will be beneficial.
For example, Adams et al. [13] reviewed ICCs from
1039 variables across 31 primary care studies and found
the median ICC was 0.01 (IQR 0 to 0.03), indicating that
adjustment for centre-effects in these scenarios may not
materially increase power. Conversely, Cook et al. [14]
reviewed ICCs from 198 outcomes across 10 surgical tri-
als, and found 44% of ICCs were greater than 0.05, indi-
cating that adjustment may be more beneficial in these
trials.
However, previous data may not be available in many

cases. It may then be useful to consider two issues. The
first issue is whether centres are likely to influence
patient outcomes. For example, in a surgical intervention
trial, surgeons may be more skilled in some centres than
in others, leading to improved patient outcomes in those
centres. Alternatively, some outcomes may be influenced
by centre policy; for example, an outcome such as length
of hospital stay may have a large ICC because some hos-
pitals have a policy of early discharge whereas others do
not. Conversely, in a drug intervention trial where the
primary function of centre is to dispense the treatment
to patients, it is unlikely that centre would have any ma-
terial influence on patient outcomes.
The second issue to consider is whether baseline risk

is likely to vary substantially across centres. For example,
in an international trial assessing an intervention to re-
duce neonatal mortality, patient risk levels are likely to
differ between centres in different countries, leading to a
high ICC. However, if the trial was taking place in a sin-
gle country the ICC would likely be much lower.

Added complexity through adjustment for centre
In some situations adjustment for centre can lead to an
extremely complex analysis model which may not work
well in practice. Consider a multicentre trial where sur-
geons treat patients in one treatment group only, and
patients are followed up at several time points. It is ne-
cessary in this scenario to account for patients being
clustered within surgeon, and for the multiple follow-up
measurements, as these are both forms of non-ignorable
clustering, and could lead to inflated type I error rates if
ignored [5]. Accounting for centre in the analysis would
lead to a complicated four-level model (observations
nested within patients nested within surgeons nested
within centres) which may not converge, or may give
unstable estimates. Therefore, unless the ICC is expected
to be very large, it may be counterproductive to adjust
for centre-effects in this scenario.

Implications of stratified vs unstratified randomisation
The implications of adjusting (or not adjusting) for
centre-effects depend on whether centre has been used
as a stratification factor in the randomisation process.
If centre has been used as a stratification factor, we

recommend that centre-effects be accounted for as a de-
fault position (regardless of the expected ICC) to ensure
that p-values and confidence intervals are unbiased
[1-4]. The exception to this is when it is expected that
adjusting for centre-effects could lead to convergence is-
sues, or unstable estimates; in this case, we recommend
centre be ignored in the analysis, as non-convergence or
unstable estimates are a larger danger than a type I error
rate that is too low.
When centre has not been used as a stratification fac-

tor, adjusted and unadjusted analyses will both give un-
biased p-values and confidence intervals; however, an
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adjusted analysis will lead to increased power when the
ICC is large. Consequently, it is somewhat less import-
ant to adjust for centre-effects than after stratified ran-
domisation, as results will be valid regardless. Therefore,
we recommend that centre be accounted for in the ana-
lysis if (a) the ICC is expected to be large enough to ma-
terially increase power; and (b) it is not anticipated that
adjustment for centre-effects will impact convergence
rates or stability of treatment effect estimates.

Marginal vs conditional models
Centre-effects can be accounted for in the analysis using
either a marginal (or population averaged) approach, or
a conditional (or centre specific) approach. For binary
outcomes, these two approaches lead to different odds
ratio and different interpretations.
A conditional approach compares the change in the

odds for a treated patient vs. a control patient from the
same centre. In contrast, the marginal approach com-
pares the change in odds for a treated patient vs. a con-
trol patient who has been randomly selected from any
centre in the trial. Because these two approaches are
comparing different things, the actual treatment effect
estimates will differ (provided there is a treatment effect;
when the treatment is not effective, both methods will
give similar estimates) [15,16]. In general, odds ratios
from a marginal model tend to be smaller (i.e. closer to
the null) than estimates from a conditional model. The
size of the discrepancy between the two approaches is
influenced by the ICC; the larger the ICC, the larger the
difference of the two estimates. For an ICC of 0, the size
of the treatment effect is the same for both approaches
(as in this case, there is no difference between patients
in different centres, and so both approaches are answer-
ing the same question).

Conditional models
Mantel-Haenszel
Mantel-Haenszel (MH) is a within-centre comparison,
where the treatment effect is calculated within each
centre and then combined for an overall effect [6]. MH
can be calculated as:

ORMH ¼

X

j

ajdj

nj
X

j

bjcj
nj

where j denotes the centre, aj and bj indicate the number
of patients with and without an event in the intervention
group respectively, cj, and dj indicate the number of pa-
tients with and without an event in the control group
respectively, and nj is the total number of patients in
that centre.
One of the drawbacks of MH is that centres for which

a treatment effect cannot be calculated are excluded
from the analysis. This occurs when all patients in a
centre experience the same outcome (e.g. all successes
or all failures), or when all patients in a centre are ran-
domised to the same treatment group. These scenarios
are most likely to occur with a small number of patients
in a centre. Therefore, in trials where many centres have
relatively few patients, MH may exclude a large propor-
tion of patients from the analysis, leading to a reduction
in both power and precision.
MH can account for other covariates in the analysis;

this is done by forming strata from all combinations of
covariates (including centre), then estimating the treat-
ment effect within each stratum. This implies that covar-
iates must be categorical in order to be included in a
MH analysis, meaning that continuous covariates must
be categorised. However, categorisation of continuous
covariates may reduce power. Furthermore, this can eas-
ily lead to a large number of strata (e.g. 10 centres, and
three binary covariates would lead to 10×2×2×2 = 80
strata), which increases the chances of some strata being
dropped from the analysis.
MH assumes a large sample size, however it does not

assume that the sample size is large compared to the
number of centres; therefore, when there is a small
number of patients in each centre, MH should still give
unbiased estimates of treatment effect, and correct type
I error rates.

Fixed-effects
A fixed-effects analysis fits a logistic regression model
which includes an indicator variable for all centres but
one. The model can be written as:

log it πij
� � ¼ αþ βtreatXij þ βC1

þ βC2
þ…þ βCj−1

where πij is the probability of an event for the ith patient
in the jth centre, βtreat indicates the log odds ratio for
treatment, Xij indicates whether the patient received the
treatment or control, and the βC’s indicate the effect of
the jth centre.
A fixed-effects analysis has similar drawbacks to

Mantel-Haenszel in that it excludes centres where all pa-
tients experience the same outcome, or where all pa-
tients are randomised to the same treatment group.
However, unlike MH, fixed-effects can include continu-
ous covariates in the analysis without the need for
categorisation, and so may lead to increased power com-
pared to MH when adjusting for other covariates besides
centre.
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A fixed-effects analysis assumes the overall sample size
is large; however, unlike Mantel-Haenszel, fixed-effects
assumes that the sample size compared to the number
of centres is also large [6]. When this assumption is not
met (i.e. when there is a small number of patients per
centre) fixed-effects can give biased estimates of treat-
ment effect [6] or inflated type I error rates [1].

Random effects
A random-effects analysis involves fitting a mixed-
effects logistic regression model:

log it πij
� � ¼ αþ βtreatXij þ uj

where uj is the effect of the jth centre, and is generally
assumed to follow a normal distribution with mean 0
and variance σ2.
A random-effects analysis is able to include all centres

in the analysis, even when all patients in that centre are
randomised to the same treatment group, or experience
the same outcome. Random-effects can also account for
continuous covariates in the analysis, without the need
for categorisation. Random-effects assumes a large sam-
ple size, but like Mantel-Haenszel, does not assume a
large sample size compared to the number of centres,
and should therefore give valid results even when there
is a small number of patients in each centre.
Random-effects models generally make the assump-

tion that the centre-effects follow a normal distribution
(although other distributions could be used). This may
not be known in advance, and may be an unrealistic as-
sumption; however, research has shown that inference
for the fixed effects (i.e. the treatment effect) are quite
robust to the assumption that the centre-effects follow a
normal distribution, and so a mixed-effects logistic re-
gression model is likely to give valid inference for the
treatment effect even when the centre-effects are not
normally distributed [3,17,18].

Marginal models
Generalised estimating equations
Generalised estimating equations (GEEs) [19] are the
most popular method of analysing correlated binary data
using a marginal model. A GEE analysis fits the model:

log it πið Þ ¼ αþ βtreatXi

where πi is the probability of an event for the ith patient,
βtreat indicates the log odds ratio for treatment, and Xi

indicates whether the patient received the treatment or
control.
GEEs allow the user to specify the correlation struc-

ture between observations. The most intuitive structure
for a multicentre trial is an exchangeable correlation
structure, which assumes outcomes are correlated for
patients in the same centre, but are independent for pa-
tients in different centres. There are two primary
methods of calculating standard errors (SEs) for GEEs.
The first method relies on the specified correlation
structure being correct (non-robust SEs). The second
method uses a robust sandwich estimator to estimate
the standard error (robust SEs). This method is robust
to misspecification of the correlation structure, and will
give valid type I error rates even if the chosen correl-
ation structure is incorrect [19]. However, it may lose ef-
ficiency compared to non-robust SEs.
Robust SEs can be extremely useful when analysing

longitudinal data (where patients are followed-up at
multiple time points), as this type of data leads to many
possible correlation structures, and it may be difficult or
impossible to know which is correct. However, in multi-
centre trials, correlation structures other than exchange-
able are unlikely; therefore, we focus mainly on non-
robust SEs in this article.
Similarly to random-effects, GEEs are able to include

all centres in the analysis, even centres where all patients
experience the same outcome, or are randomised to the
same treatment arm.

Application to the MIST2 trial
We now compare different methods of analysis using
data from a previously published RCT. The MIST2 trial
was a four arm trial which compared tPA, DNase, and
tPA plus DNase to placebo in patients with a pleural in-
fection [20]. We consider the number of patients under-
going surgical intervention up to 90 days. Of 190
patients included in the analysis, 23 (12%) experienced
an event.
Patients were recruited from 11 centres, with a median

of 12 patients per centre (range 1 to 87). Two centres re-
cruited patients to only one arm, and one centre re-
cruited patients to only two arms (all other centres
recruited patients to each of the four arms). In four cen-
tres all recruited patients experienced the same outcome
(no surgery), whereas in all other centres patients expe-
rienced both outcomes.
Centre was not used as a stratification factor in the

randomisation process in this trial, and so it is not
strictly necessary to account for centre in the analysis to
obtain valid results (p-values and confidence intervals
will be correct regardless). Therefore, we compared five
different analysis methods; a logistic regression model that
was unadjusted for centre-effects, fixed-effects, random-
effects, GEE, and Mantel-Haenszel. We also accounted for
the minimisation variables in each analysis [1-3,5], which
were the amount of pleural fluid in the hemithorax at
baseline as a continuous variable, whether the infection
was hospital acquired or not, and whether there was evi-
dence of locuation. For Mantel-Haenszel we dichotomised



Table 1 Analysis results from the MIST2 dataset

tPA vs placebo (n = 98) DNase vs placebo (n = 94) tPA+DNase vs placebo (n = 98)

Unadjusted for centre-effects

Patients included – no. (%) 98 (100) 94 (100) 98 (100)

Odds ratio (95% CI) 0.42 (0.09 to 1.87) 2.72 (0.88 to 8.42) 0.23 (0.04 to 1.29)

P-value 0.25 0.08 0.10

Fixed-effects

Patients included – no. (%) 66 (67) 80 (85) 81 (83)

Odds ratio (95% CI) 0.54 (0.12 to 2.56) 3.34 (1.01 to 11.00) 0.24 (0.04 to 1.36)

P-value 0.44 0.048 0.11

Random-effects

Patients included – no. (%) 98 (100) 94 (100) 98 (100)

Odds ratio (95% CI) 0.42 (0.09 to 1.87) 2.72 (0.88 to 8.42) 0.23 (0.04 to 1.29)

P-value 0.25 0.08 0.10

GEE*

Patients included – no. (%) 98 (100) 94 (100) 98 (100)

Odds ratio (95% CI) 0.33 (0.06 to 1.75) 2.57 (0.76 to 8.66) 0.18 (0.03 to 1.19)

P-value 0.19 0.13 0.08

Mantel-Haenszel

Patients included – no. (%) 30 (31) 45 (48) 35 (36)

Odds ratio (95% CI) 0.34 (0.05 to 2.15) 3.59 (0.99 to 13.03) 0.21 (0.02 to 1.98)

P-value 0.27 0.04 0.13

*Convergence was not achieved.
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the amount of pleural fluid at less or greater than 30%.
This led to 42 strata (as some combinations of covariates
had no patients).
Results are shown in Table 1. Using random-effects,

GEEs, or a logistic regression model that ignored centre-
effects allowed all patients to be included in the analysis.
In comparison, fixed-effects dropped between 19-33% of
patients from the analysis (depending on the treatment
comparison), and Mantel-Haenszel dropped between 52-
69% of patients. Convergence was not achieved for GEE,
although Stata still provided results. All other analysis
methods achieved convergence.
The different analysis methods led to different treat-

ment effect estimates. Estimated odds ratios varied be-
tween 0.33-0.54 for the tPa vs placebo comparison, and
between 2.57-3.59 for the DNase vs placebo comparison.
Different analysis methods also led to different p-values
in some instances. P-values ranged from 0.04 to 0.13 for
the DNase vs placebo comparison, demonstrating that
the choice of analysis method can substantially affect
trial results and interpretations. Results from random-
effects and a logistic regression model that ignored
centre gave nearly identical results; this was because the
estimated ICC was nearly 0.
It should be noted that the p-value and confidence

interval from Mantel-Haenszel was inconsistent for the
DNase vs placebo comparison. The p-value indicated a
statistically significant result (p = 0.04), whereas the con-
fidence interval did not (95% CI 0.99 to 13.03). This is
likely a result of the Mantel-Haenszel procedure in Stata
using different information to calculate the p-value and
confidence interval.

Simulation study
We performed a simulation study to compare fixed-
effects, random-effects, GEEs with an exchangeable cor-
relation structure and non-robust SEs, and Mantel-
Haenszel in terms of the estimated treatment effect, type
I error rate, power, and convergence rates. The first set
of simulations was based on the MIST2 trial. In the sec-
ond set of simulations we varied a number of different
parameters (e.g. number of centres, number of patients
per centre, ICC, etc.) to compare the methods of analysis
across a wide range of plausible scenarios.
For each analysis method we calculated the mean treat-

ment effect estimate, the type I error rate (proportion of
false-positives), power (proportion of true-positives), and
the convergence rate. The mean treatment effect was cal-
culated as the exponential of the mean of the log odds ra-
tios for treatment. The type I error rate was calculated as
the proportion of replications which gave a statistically
significant result (P < 0.05), when the true odds ratio for
treatment was 1. Power was calculated as the proportion
of replications which gave a statistically significant result,
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when the true odds ratio for treatment was not 1. We
set convergence as having failed when either (i) STATA
gave an error message indicating the analysis did not
converge; (ii) the absolute value of either the log odds
ratio for treatment or its standard error was greater
than 1000; or (iii) the estimates of the log odds ratio for
treatment or its standard error SE was set to exactly 0
(as this indicates STATA dropped treatment from the
model). We only assessed the mean treatment effect, type
I error rate, and power when convergence was achieved.
We used 5000 replications for each scenario to give a

standard error of about 0.3% when estimating the type I
error rate, assuming a true type I error rate of 5%. We
performed all simulations using STATA 12.1 (StataCorp,
College Station, TX, USA).

Simulations based on MIST2
For simplicity, we considered only two treatment groups,
rather than four. Data were generated from the following
model:

Y �
ij ¼ αþ βtreatXij þ βpleuralfluidZ1ij þ βpurulenceZ2ij

þ βhospital infectionZ3ij þ uj þ εij

where Yij
* is a latent outcome for ith patient in the jth

centre, βtreat is the log odds ratio for treatment effect, Xij

indicates whether the patient received the treatment or
control, βpleural_fluid, βpurulence, and βhospital_infection are co-
variate effects, and Z1ij, Z2ij, and Z3ij are the covariate
values. uj is the centre effect for jth centre and follows a
normal distribution with mean 0 and standard deviation
σ, and εij is a random error term that follows a logistic
distribution with mean 0 and variance π2/3. Binary re-
sponses were generated as Yij = 1 if Yij

* > 0, and 0 other-
wise. We generated μj and εij independently.
All parameters were based on estimates from the

MIST2 dataset. We set the odds ratio for treatment (exp
(βtreat)) to 1 (indicating no effect) to evaluate the type I
error rate, and to 0.23 to evaluate power (this was simi-
lar to the OR for the tPA+DNase comparison). The ICC
was set to 0 (equivalent to setting σ = 0). The log odds
ratios for βpleural_fluid, βpurulence, and βhospital_infection were
0.03, -0.2, and 0.4 respectively, and the log odds for α
was −3.3.
We generated the covariates (Z1ij, Z2ij, and Z3ij), and

centre by sampling with replacement from the MIST2
dataset, to ensure the correlation structure between co-
variates was preserved. Patients were assigned to one of
the two treatment groups using simple randomisation.
Because centre was not used as a stratification factor, we
also analysed data using a logistic regression model
which did not account for centre-effects (although did
adjust for the other covariates).
Simulations based on varied parameters
Data were generated from the following model:

Y �
ij ¼ αþ βtreatXij þ uj þ εij

where Yij
* , βtreat, Xij, uj and εij are the same as the previous

section.
We varied the following parameters:

� Number of centres: we used 5, 50, and 100 centres
� Number of patients: we used overall sample sizes of

200, 500, 1000, and 2000 patients
� ICC: we used ICC values of 0.025 and 0.075 (we set

σj to give the desired ICC)
� Patient distribution across centres: we used two

patient distributions across centres. In the first, each
centre had an equal number of patients (even
patient distribution). In the second, most patients
were concentrated in a small number of centres, and
the remaining centres had relatively few patients
(skewed patient distribution). The exact number of
patients in each centre in the skewed patient
distribution can be found in Additional file 1.

� Event rate: we used event rates in the control group
of 20% and 50%

� Randomisation method: we used permuted blocks,
stratified by centre. We used block sizes of 4 and 20.

In total, we evaluated 192 different scenarios. The par-
ameter values above were selected to give a wide range
of plausible trial scenarios.
We set the log odds ratio for treatment to 0 to evalu-

ate the type I error rate. In order to evaluate power, we
set the log odds ratio for treatment to give 80% power
based on the sample size and the event rate. Power was
calculated based on reducing (rather than increasing)
the number of events.

Sensitivity analysis – large ICC
We performed a sensitivity analysis using an ICC of
0.25. We set the event rate to 50%, and used an even
patient distribution. We varied the number of centres
(5, 50, and 100), the number of patients per centre
(200, 500, 1000, and 2000), and the block size (4 or 20).
This led to 24 scenarios in total. We used the same
methods of analysis as above (fixed-effects, random-
effects, GEE, and Mantel-Haenszel).

Sensitivity analysis – GEE with a robust variance estimator
We performed another sensitivity analysis assessing the
use of GEE with a robust variance estimator (robust
SEs). We used an ICC of 0.025, set the event rate to
50%, used an even patient distribution, and used strati-
fied permuted blocks with a block size of four. We



Table 3 Results from simulations based on MIST2 dataset
(OR = 0.23)

Mean
treatment effect

Power (%) Convergence (%)

Unadjusted for
centre-effects

0.20 66.5 97.1

Fixed-effects 0.19 65.0 96.3

Random-effects 0.19 66.0 96.1

GEE 0.20 66.5 98.0

Mantel-Haenszel 0.22 50.3 95.9
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varied the number of centres (5, 50, and 100), the num-
ber of patients per centre (200, 500, 1000, and 2000).
This led to 12 scenarios in total.

Results
Simulations based on MIST2
Results are shown in Tables 2 and 3. When the OR for
treatment effect was set to 1, all analysis methods had
convergence rates near 100%. Estimated treatment ef-
fects were unbiased for each analysis method, and all
methods gave close to nominal type I error rates. The
lone exception was Mantel-Haenszel, which gave a type
I error rate of 4.0%.
When the OR for treatment was set to 0.23, all

methods had very small amounts of bias in the esti-
mated treatment effect. Convergence rates were similar
for all methods. All methods had similar power, apart
from Mantel-Haenszel which led to a reduction in power
of approximately 16% compared to other techniques.

Simulations based on varied parameters
5 centres
Results can be seen in Additional file 1. All methods of
analysis gave unbiased estimates of treatment, except
when the OR was extremely low (OR = 0.25); in this case,
all techniques were slightly biased. Type I error rates were
close to the nominal value of 5% for each analysis method,
except for Mantel-Haenszel which gave error rates which
were too low in some scenarios with a sample size of 200
(range across 16 scenarios 3.8 to 5.2%). Power was com-
parable between different analysis methods across all sce-
narios. Convergence rates were 99.6% or greater across all
analysis methods and scenarios.

50 centres
Results can be seen in Figures 1 and 2 and in
Additional file 1. Fixed-effects gave severely biased es-
timates with only 200 patients, and gave slightly biased
estimates with 500 patients. Other methods of analysis
were all unbiased, except when the OR was extreme
(OR = 0.25), when they all gave slightly biased
estimates.
Table 2 Results from simulations based on MIST2 dataset
(OR = 1)

Mean
treatment
effect

Type I error
rate (%)

Convergence (%)

Unadjusted for
centre-effects

1.00 4.7 100

Fixed-effects 1.01 5.1 99.8

Random-effects 1.00 4.8 99.4

GEE 1.00 5.1 100

Mantel-Haenszel 1.01 4.0 100
Type I error rates were inflated for fixed-effects in
many (though not all) scenarios. This was most promin-
ent with smaller sample sizes (range 6.8 to 9.6% with
200 patients). Mantel-Haenszel gave error rates which
were too low in some scenarios with only 200 patients.
Random-effects and GEE had close to nominal type I
error rates in all scenarios.
Random-effects and GEE had comparable power

across all scenarios, and had either similar or higher
power than Mantel-Haenszel. The difference between
random-effects and GEE vs. Mantel-Haenszel was most
pronounced with a small number of patients, where MH
lost a median of 8% and 2% power compared with the
other methods for sample sizes of 200 and 500 respect-
ively. Fixed-effects had the highest power of any analysis
method in some scenarios, although this was likely a dir-
ect result of the inflated type I error rate. Conversely, it
also lost power compared to other methods in some
scenarios.
Convergence rates for random-effects, GEE, and Mantel-

Haenszel were high across all scenarios (99.4% or
higher for all methods). Fixed-effects had convergence
issues in some scenarios, although convergence rates
for all scenarios were above 94.5%.

100 centres
Results can be seen in Figures 3 and 4 and in
Additional file 1. Fixed-effects led to substantially
biased estimates with a small number of patients. As
above, all other methods of analysis gave unbiased re-
sults apart from when the odds ratio was 0.25.
Type I error rates were inflated for fixed-effects in most

scenarios (median 12.5, 7.0, 5.9, and 5.5% for sample sizes
of 200, 500, 1000, and 2000 patients respectively). Mantel-
Haenszel had type I error rates that were too low with a
sample size of 200 patients (range 3.6 to 5.0). Random-
effects and GEE had close to nominal type I error rates.
Random-effects and GEE had comparable power across

all scenarios, and generally had higher power than
Mantel-Haenszel (the median difference in power between
MH and random-effects or GEE was 26, 6, and 2% for
sample sizes of 200, 500, and 1000 respectively). Fixed-
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Figure 1 Type I error rates for 50 centres. This figure gives type I error rates from 16 different simulation scenarios for each sample size.
Simulated scenarios involve different ICCs, event rates, randomisation methods, and distribution of patients across centres.
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effects had either similar or lower power than random-
effects or GEE.
Convergence rates for random-effects, GEE, and

Mantel-Haenszel were high across all scenarios (99.4%
or higher for all methods). Convergence rates for fixed-
effects were above 91.4% for all scenarios.

Sensitivity analysis – large ICC
Results for simulations using an ICC of 0.25 were similar
to results from simulations using smaller ICCs. Random-
effects and GEE gave close to nominal type I error rates in
all scenarios, and had high power. The type I error rate
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Figure 2 Power rates for 50 centres. This figure gives power from 16 dif
involve different ICCs, event rates, randomisation methods, and distribution
for Mantel-Haenszel was too low when there were a small
number of patients compared to the number of centres,
and had lower power than other methods in these scenar-
ios. Fixed-effects led to inflated type I error rates in a
number of scenarios.

Sensitivity analysis – GEE with a robust variance estimator
GEEs with robust SEs gave 100% convergence and was
unbiased in all scenarios. With only 5 centres, the type I
error rates were too large (range across four scenarios
11.9 to 12.6%). The type I error rates for 50 and 100
centres were slightly larger than nominal (range across
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ferent simulation scenarios for each sample size. Simulated scenarios
of patients across centres.
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Figure 3 Type I error rates for 100 centres. This figure gives type I error rates from 16 different simulation scenarios for each sample size.
Simulated scenarios involve different ICCs, event rates, randomisation methods, and distribution of patients across centres.
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four scenarios 5.0 to 5.8, and 4.9 to 5.9 for 50 and 100
centres respectively). Power was nominal across all sce-
narios (range across 12 scenarios 80.0 to 84.1%).
Discussion
When patient outcomes vary substantially across cen-
tres, it can be useful to account for centre-effects in the
analysis to increase power. We performed a large scale
simulation study to investigate which methods of ana-
lysis performed well across a wide range of scenarios.
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Figure 4 Power rates for 100 centres. This figure gives power from 16 d
involve different ICCs, event rates, randomisation methods, and distribution
Summary of results – MIST2
Based on re-analysis of the MIST2 trial, we found that
both fixed-effects and Mantel-Haenszel dropped a sub-
stantial number of patients from the analysis, whereas
random-effects and GEE allowed all patients to be in-
cluded in the analysis. A simulation study based on this
dataset showed that Mantel-Haenszel led to a large re-
duction in power; all other methods of analysis per-
formed well. Despite the fact that GEE did not converge
in the MIST2 re-analysis, convergence rates were high
in the simulation study.
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ifferent simulation scenarios for each sample size. Simulated scenarios
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Summary of results – simulation study
We found that fixed-effects lead to inflated type I error
rates in most scenarios with either 50 or 100 centres.
However, it gave nominal error rates and good power
when there were only 5 centres. We therefore recom-
mend that fixed-effects only be used with a small num-
ber of centres, and a large number of patients in each
centre.
Mantel-Haenszel gave type I error rates that were too

low in some scenarios with only 200 patients. It also led
to a reduction in power compared to random-effects or
GEE in many scenarios. In many cases the loss in power
was partially caused by some centres being dropped
from the MH analysis, either because all the patients in
the centre were assigned to one treatment arm, or be-
cause all patients in a centre had the same outcome
(either all successes or all failures). However, there was
still a reduction in power even in scenarios where no
centres would be dropped from the analysis.
Random-effects and GEE with non-robust SEs gave

close to nominal type I error rates across all scenarios.
They both gave similar power, and had either the same
or higher power compared to Mantel-Haenszel in all
scenarios. They also generally had the same or higher
power than fixed-effects, apart from the scenarios where
fixed-effects gained power due to the large inflation in
the type I error rates.
Our sensitivity analysis found that GEE with robust

SEs lead to severely inflated type I error rates with a
small number of centres, and slightly inflated error rates
even with 50 and 100 centres. Therefore, we do not rec-
ommend its use in the analysis of multicentre RCTs.

Recommendations
When and why to account for centre-effects
When to account for centre-effects in the analysis de-
pends on the trial design, specifically whether centre has
been used as a stratification factor in the randomisation
process. If centre has been stratified on, then we rec-
ommend it be included in the analysis to ensure correct
p-values and confidence intervals, and to avoid a loss in
power. If centre has not been stratified on, we recom-
mend it be included in the analysis if the ICC is ex-
pected to be large, as this will increase power.
However, in both of the above scenarios, centre should

only be included in the analysis if adjustment is unlikely
to lead to convergence problems or unstable estimates.

How to account for centre-effects
We do not recommend the use of either Mantel-
Haenszel or GEE with robust SEs, as both have been
shown to perform poorly in many scenarios.
Fixed-effects can be used with a small number of cen-

tres, though should be avoided with a moderate or large
number of centres. Random-effects and GEE with non-
robust SEs should be used with a moderate or large
number of centres. They can also be used with a small
number of centres; however, their use has not been
assessed with fewer than 5 centres, so fixed-effects may
be preferable with only 2–3 centres.

A warning against data-driven model selection
In some scenarios, it may be tempting to assess the
model assumptions, or to test model fit before deciding
on a final analysis model. For example, we could test
whether the ICC > 0 and remove the centre-effects from
the analysis if the result is non-significant. Likewise,
when using a mixed-effects logistic regression model we
could assess the normality of the random-effects, and
use a different analysis method if the normality assump-
tion is in doubt. Although both of these procedures may
seem sensible, a large amount of research has showing
that using trial data to choose the method of analysis
can lead to biased results and incorrect type I error rates
[21-24]. Furthermore, there is usually little to be lost by
accounting for centre-effects when the ICC truly is 0,
and most research has found that estimation and infer-
ence regarding the treatment effect in mixed-effects lo-
gistic regression models is robust to the misspecification
of the distribution of the centre-effects [18,25]. There-
fore, the method of analysis should be pre-specified in
the protocol or statistical analysis plan, and should not
be modified based assessment of the data.

Limitations
Our study had several limitations. There are some
methods of analysis that could potentially be used for
multicentre trials with a binary endpoint that we did not
consider, such as conditional logistic regression, propen-
sity scores [26], or a permutation test approach [27,28].
Secondly, we generated data for the simulation study
based on a random-effects model, which may have given
an unfair advantage to random-effects models in the
analysis. However, previous research has shown that,
with a continuous outcome, random-effects outper-
formed fixed-effects even when the data were generated
under a fixed-effects model [3]; therefore, it is unlikely
that this is the sole reason random-effects performed so
well. Finally, we have not considered the issue of
treatment-by-centre interaction. We agree with the ICH
E9 guidelines which state that treatment-by-centre inter-
actions should not be addressed as part of the primary
analysis [29], and have therefore focused on methods
which reflect the primary analysis.

Conclusion
Fixed-effects, random-effects, or GEE with non-robust
SEs should be used with a small number of centres.
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With a moderate or large number of centres, we recom-
mend the use of either random-effects or GEE with a
non-robust SE.

Additional file

Additional file 1: Additional methods and results.

Abbreviations
GEE: Generalised estimating equation; ICC: Intraclass correlation coefficient;
ICH: International conference on harmonisation; MH: Mantel-Haenszel;
MIST2: The second multicentre intrapleural sepsis trial; OR: Odds ratio;
RCT: Randomised controlled trial; SE: Standard error.

Competing interests
The author declared that he has no competing interests.

Received: 5 July 2013 Accepted: 3 February 2014
Published: 10 February 2014

References
1. Kahan BC, Morris TP: Improper analysis of trials randomised using

stratified blocks or minimisation. Stat Med 2012, 31(4):328–340. Epub
2011/12/06.

2. Kahan BC, Morris TP: Reporting and analysis of trials using stratified
randomisation in leading medical journals: review and reanalysis.
BMJ 2012, 345:e5840. Epub 2012/09/18.

3. Kahan BC, Morris TP: Analysis of multicentre trials with continuous
outcomes: when and how should we account for centre effects?
Stat Med 2013, 32(7):1136–1149. Epub 2012/11/01.

4. Parzen M, Lipsitz SR, Dear KBG: Does clustering affect the usual test
statistics of no treatment effect in a randomized clinical trial? Biom J
1998, 40:385–402.

5. Kahan BC, Morris TP: Assessing potential sources of clustering in
individually randomised trials. BMC Med Res Methodol 2013, 13(1):58.
Epub 2013/04/18.

6. Agresti A, Hartzel J: Strategies for comparing treatments on a binary
response with multi-centre data. Stat Med 2000, 19(8):1115–1139.
Epub 2000/05/03.

7. Chu R, Thabane L, Ma J, Holbrook A, Pullenayegum E, Devereaux PJ:
Comparing methods to estimate treatment effects on a continuous
outcome in multicentre randomized controlled trials: a simulation study.
BMC Med Res Methodol 2011, 11:21. Epub 2011/02/23.

8. Pickering RM, Weatherall M: The analysis of continuous outcomes in multi-
centre trials with small centre sizes. Stat Med 2007, 26(30):5445–5456.
Epub 2007/10/10.

9. Localio AR, Berlin JA, Ten Have TR, Kimmel SE: Adjustments for center in
multicenter studies: an overview. Ann Intern Med 2001, 135(2):112–123.
Epub 2001/07/17.

10. Senn S: Statistical Issues in Drug Development. Chichester: Wiley; 2007.
11. Glidden DV, Vittinghoff E: Modelling clustered survival data from

multicentre clinical trials. Stat Med 2004, 23(3):369–388. Epub 2004/01/30.
12. Rabe-Hesketh S, Skrondal A: Multilevel and longitudinal modeling using Stata.

College Station, Tx: Stata Press; 2012.
13. Adams G, Gulliford MC, Ukoumunne OC, Eldridge S, Chinn S, Campbell MJ:

Patterns of intra-cluster correlation from primary care research to inform
study design and analysis. J Clin Epidemiol 2004, 57(8):785–794.
Epub 2004/10/16.

14. Cook JA, Bruckner T, MacLennan GS, Seiler CM: Clustering in surgical
trials–database of intracluster correlations. Trials 2012, 13:2.
doi: 10.1186/1745-6215-13-2.

15. Hauck WW, Anderson S, Marcus SM: Should we adjust for covariates in
nonlinear regression analyses of randomized trials? Control Clin Trials
1998, 19(3):249–256. Epub 1998/06/10.

16. Robinson LD, Jewell NP: Some surprising results about covariate
adjustment in logistic regression models. Int Stat Rev 1991, 58:227–240.

17. Neuhaus JM, McCulloch CE, Boylan R: Estimation of covariate effects in
generalized linear mixed models with a misspecified distribution of
random intercepts and slopes. Stat Med 2012:ᅟ. Epub 2012/12/04.
18. Kahan BC, Morris TP: Adjusting for multiple prognostic factors in the
analysis of randomised trials. BMC Med Res Methodol 2013, 13:99.
Epub 2013/08/01.

19. Liang KY, Zeger SL: Longitudinal data analysis using generalized linear
models. Biometrika 1986, 73:13–22.

20. Rahman NM, Maskell NA, West A, Teoh R, Arnold A, Mackinlay C, et al:
Intrapleural use of tissue plasminogen activator and DNase in pleural
infection. N Engl J Med 2011, 365(6):518–526. Epub 2011/08/13.

21. Freeman PR: The performance of the two-stage analysis of two-
treatment, two-period crossover trials. Stat Med 1989, 8(12):1421–1432.
Epub 1989/12/01.

22. Kahan BC: Bias in randomised factorial trials. Stat Med 2013,
32(26):4540–4549. Epub 2013/06/05.

23. Raab GM, Day S, Sales J: How to select covariates to include in the
analysis of a clinical trial. Control Clin Trials 2000, 21(4):330–342.
Epub 2000/07/29.

24. Shuster JJ: Diagnostics for assumptions in moderate to large simple
clinical trials: do they really help? Stat Med 2005, 24(16):2431–2438.
Epub 2005/06/25.

25. Neuhaus JM, McCulloch CE, Boylan R: Estimation of covariate effects in
generalized linear mixed models with a misspecified distribution of
random intercepts and slopes. Stat Med 2013, 32(14):2419–2429.
Epub 2012/12/04.

26. Williamson EJ, Forbes A, White IR: Variance reduction in randomised trials
by inverse probability weighting using the propensity score. Stat Med
2013:. Epub 2013/10/12.

27. Follmann D, Fay M: Exact inference for complex clustered data using
within-cluster resampling. J Biopharm Stat 2010, 20(4):850–869.
Epub 2010/05/25.

28. Proschan M, Follmann D: Cluster without fluster: The effect of correlated
outcomes on inference in randomized clinical trials. Stat Med 2008,
27(6):795–809. Epub 2007/06/28.

29. Harmonised Tripartite Guideline ICH: Statistical principles for clinical trials.
International conference on harmonisation E9 expert working group.
Stat Med 1999, 18(15):1905–1942.

doi:10.1186/1471-2288-14-20
Cite this article as: Kahan: Accounting for centre-effects in multicentre trials
with a binary outcome – when, why, and how?. BMC Medical Research
Methodology 2014 14:20.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit

http://www.biomedcentral.com/content/supplementary/1471-2288-14-20-S1.docx

	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	When should we adjust for centre-effects?
	ICC considerations
	Added complexity through adjustment for centre
	Implications of stratified vs unstratified randomisation
	Marginal vs conditional models
	Conditional models
	Mantel-Haenszel
	Fixed-effects
	Random effects

	Marginal models
	Generalised estimating equations
	Application to the MIST2 trial

	Simulation study
	Simulations based on MIST2
	Simulations based on varied parameters
	Sensitivity analysis – large ICC
	Sensitivity analysis – GEE with a robust variance estimator

	Results
	Simulations based on MIST2
	Simulations based on varied parameters
	5 centres
	50 centres
	100 centres

	Sensitivity analysis – large ICC
	Sensitivity analysis – GEE with a robust variance estimator

	Discussion
	Summary of results – MIST2
	Summary of results – simulation study
	Recommendations
	When and why to account for centre-effects
	How to account for centre-effects

	A warning against data-driven model selection
	Limitations

	Conclusion
	Additional file
	Abbreviations
	Competing interests
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


