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Abstract

Background: Randomised controlled trials (RCT) are highly influential upon medical decisions. Thus RCTs must not
distort the truth. One threat to internal trial validity is the correct prediction of future allocations (selection bias).
The Berger-Exner test detects such bias but has not been widely utilized in practice. One reason for this non-utilisation
may be a lack of information regarding its test accuracy. The objective of this study is to assess the accuracy of the
Berger-Exner test on the basis of relevant simulations for RCTs with dichotomous outcomes.

Methods: Simulated RCTs with various parameter settings were generated, using R software, and subjected
to bias-free and selection bias scenarios. The effect size inflation due to bias was quantified. The test was applied in
both scenarios and the pooled sensitivity and specificity, with 95% confidence intervals for alpha levels of 1%,
5%, and 20%, were computed. Summary ROC curves were generated and the relationships of parameters with test
accuracy were explored.

Results: An effect size inflation of 71% - 99% was established. Test sensitivity was 1.00 (95% CI: 0.99 – 1.00) for
alpha level 1%, 5%, and 20%; test specificity was 0.94 (95% CI: 0.93 – 0.96); 0.82 (95% CI: 0.80 – 0.84), and 0.56
(95% CI: 0.54 – 0.58) for alpha 1%, 5%, and 20%, respectively. Test accuracy was best with the maximal procedure
used with a maximum tolerated imbalance (MTI) = 2 as the randomisation method at alpha 1%.

Conclusions: The results of this simulation study suggest that the Berger-Exner test is generally accurate for
identifying third-order selection bias.
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Background
Bias has been defined as systematic error or deviation
from the truth in results or inferences [1]. Selection bias
is one form of systematic error that interferes with the
internal validity of clinical trials [2] and may lead to
favouring one treatment group over another [3]. This
bias is based on knowledge about patient characteristics
that are known to be conducive to successful trial out-
comes together with foreknowledge regarding the alloca-
tion of such patients in a specific sequence of interventions
* Correspondence: neem@global.co.za
1SYSTEM Initiative/Department of Community Dentistry, Faculty of Health
Sciences, University of the Witwatersrand, 7 York Rd., Parktown,
Johannesburg 2193, South Africa
Full list of author information is available at the end of the article

© 2014 Mickenautsch et al.; licensee BioMed C
Creative Commons Attribution License (http:/
distribution, and reproduction in any medium
Domain Dedication waiver (http://creativecom
article, unless otherwise stated.
(i.e., test and control interventions). Accordingly, such
patients may consequently be scheduled to receive the
particular intervention, thus creating a more favourable
outcome than that of any other type of intervention
(i.e., the control intervention). Theoretically, generation
of a random allocation sequence in randomised control
trials (RCT) balances all known and unknown patient
characteristics (and risk factors) between groups and
may thus ensure an equal chance for any patient, with
any characteristic, to receive either type of intervention.
However, such random allocation may be subverted: ei-
ther when trial subjects are selected before generation
of the random allocation sequence; the random alloca-
tion sequence is directly observed, or when the random
allocation sequence is correctly predicted before subject
entral Ltd. This is an Open Access article distributed under the terms of the
/creativecommons.org/licenses/by/2.0), which permits unrestricted use,
, provided the original work is properly credited. The Creative Commons Public
mons.org/publicdomain/zero/1.0/) applies to the data made available in this

mailto:neem@global.co.za
http://creativecommons.org/licenses/by/2.0
http://creativecommons.org/publicdomain/zero/1.0/


Mickenautsch et al. BMC Medical Research Methodology 2014, 14:114 Page 2 of 11
http://www.biomedcentral.com/1471-2288/14/114
allocation. Such types of subversion have been labelled
as the introduction of first-, second- and third-order se-
lection bias, respectively [2].
“Third-order residual” selection bias is present when,

despite the application of what may generally be consid-
ered to be an adequate allocation concealment process,
the result of this process was unsuccessful and subver-
sion has occurred; i.e., through correct prediction of the
random sequence allocation [2]. In such a situation
opaque envelopes and/or central randomisation may be
used to prevent direct observation of the random se-
quence, but future allocations can still be predicted, even
if not observed directly. This may most easily be under-
stood in terms of an unmasked trial that uses permuted
blocks of size two, because here, even if the allocation
sequence is never directly observed, it is still easy to de-
termine every second allocation, since it must differ
from the one just before it.
In this context, correct prediction of the random alloca-

tion sequence is a prerequisite for selection bias. Without
prediction of future allocations, no third-order residual se-
lection bias is possible but although a situation in which
future allocations are predicted can be imagined, these
predictions are not acted upon. The focus of this study is
the situation in which this prediction is acted upon. In this
case, the investigators may select healthier patients, or
those patients more likely to respond well, when their
treatment is due up, and sicker patients when the control
is due up. The fact that those parties with the greatest
vested interest in the outcome of the trial are the very
ones conducting the trial makes it clear that there is an in-
centive to use whatever discretion may be available to en-
sure that the desired outcome is obtained.
It should not be surprising therefore, that overesti-

mation of a treatment effect through bias has been ob-
served to be more common than underestimation [4].
Moreover, Berger (2005) documents no fewer than 30
actual trials exhibiting characteristics of this type of se-
lection bias [2]. Selected empirical evidence regarding
the effect of selection bias shows an overestimation of
treatment effects caused by lack of adequate random se-
quence generation and allocation, as well as by a lack of
adequate allocation concealment, of 30% [5] to 51% [6],
and of 13.3% [7] to 54% [8], respectively. Clearly, then,
selection bias is a major problem, and needs to be con-
trolled. Such control may take the form of prevention [9],
detection [10] or correction [11]. All three approaches are
important [2].
Prior to the development of the Berger-Exner test in

1999 [10], only basic methods were available for detect-
ing selection bias. These would include the baseline
comparisons that are standard in clinical trial reports.
The Berger-Exner test is the first analysis that aims to
directly detect selection bias by studying the mechanism
through which it occurs (or does not occur, as the case
may be). However, the result of a simple literature search
in PubMed and GoogleScholar (30.09.2013), using “Berger-
Exner test” as search term, suggests that since its
development the test has been adopted as part of trial
methodology in only six RCTs [12-17] and one RCT
protocol [18], so far. These trials and the protocol were
published during an eight-year period from 2005 – 2013
and cover topics in the fields of psychology [12] and in-
ternal medicine [14,15,18] and investigations related to
drug addiction [13] and to HIV/AIDS [16,17]. The trials
were implemented by trialists, mostly based in the USA
[12-14,16,17], but also in South Africa, the UK and
Jamaica [14]; Italy, Switzerland and Turkey [15]; India
[16] and Australia [17]. The need for further in-depth
investigations notwithstanding, the results of a subse-
quent literature search in PubMed (01.10.2013), with
names of the trialists as search terms, appear to suggest
that these trialists did not use the Berger-Exner test in
previous or subsequent RCTs.
Reasons for the apparent low utilization of the Berger-

Exner test in RCTs may be ascribed to a lack of informa-
tion regarding its test accuracy. Against this background,
the aim of this study was to assess test accuracy on the
basis of relevant simulations for RCTs with dichotomous
outcomes.

Methods
In order to investigate the accuracy of the Berger-Exner
test for detecting third-order selection bias in RCTs, the
numbers of true positive (TP), true negative (TN), false
positive (FP), and false negative (FN) results were ob-
served from RCT simulations. A ‘true positive’ test result
(TP) was observed when the test indicated a positive re-
sult in the presence of bias and a ‘true negative’ test result
(TN) was observed when the test indicated a negative re-
sult in the absence of bias. Accordingly, a ‘false positive’
test results (FP) was observed when the test indicated a
positive result in the absence of bias and a ‘false negative’
test result (FN) was observed when the test indicated a
negative result in the presence of bias. These numbers
were converted into two rates: the test sensitivity and test
specificity. The test sensitivity is defined as the proportion
of cases with third-order selection bias in relation to the
total number of cases that show positive test results, and
the test specificity is defined as the proportion of cases
without third-order selection bias in relation to the total
number of cases that show negative test results [19]. For
high accuracy it is ideal that sensitivity and specificity have
somewhat reasonably high percentages, i.e., > 80%. In
order to obtain a summarized predictive value of the
two rates, the Diagnostic Odds Ratio (DOR) was com-
puted. The DOR combines sensitivity and specificity
into one single predictive summary measure and is
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defined as: DOR = (TP × TN)/(FP × FN) [19]. The DOR
may range from zero to infinity, has no pre-defined cut-
off threshold and is utilized for comparing the predict-
ive evidence strength of different diagnostic parameter
settings. A DOR value of, or close to 1.00 provides no
predictive evidence and corresponds with the rising di-
agonal in Summary Receiver Operating Characteristic
(SROC) graphs. The higher the DOR value (>1.00), the
better the predictive accuracy [20].
Seven different randomisation procedures for each of

three “trait frequencies” within each of the three sample
sizes (N) were included. The trait frequency (TF) was
defined as the percentage of subjects with a characteris-
tic/trait ‘X’. Such trait was assumed to function as a con-
founding factor that would cause intervention success
(Y = 1), regardless of the type of intervention group.

Trial simulation and parameters
For the purpose of this study an RCT simulation was ob-
tained by assuming the comparison of two interventions
(Intervention A and B) with dichotomous outcomes
(Intervention failure: Y = 0; Intervention success: Y = 1).
A simulated RCT consisted of three components: (i) a
sequence of subject ID (accession) numbers; (ii) a se-
quence of the Reverse Propensity Score (RPS) [11] per
subject ID with regard to the propensity of the subject
to be allocated to Group A; and (iii) a sequence of di-
chotomous outcomes per subject ID (Y = 1 or 0). The
RPS reflects the probability of allocation of a patient to
group A [2]. For example, with block size 4 and an
[ABAB] block, the sequence of RPS values would be 2/4,
1/3, ½, 0/1, respectively, reflecting the ratio of the num-
ber of remaining A allocations within the block to over-
all remaining allocations within the block.
The parameters Trait Frequency (TF), subject number

(N) and type of randomisation method (RM) were intro-
duced into the simulation (Table 1). The seven random-
isation methods were: fixed block randomisation with
block size 4, 6, or 8; block randomisation with randomly
varying block size 4, 6, 8 with equal probability (1/3) and
the maximal procedure [9] with a maximum tolerated
imbalance (MTI) of 2, 3, and 4. The Trait frequency
(TF) was set to be 10%, 20% or 50% of the total number
of subjects (N), which in turn was set to be 120, 240 or
480 subjects.

Study scenarios
As both interventions were assumed to have no effect,
thus would not lead to ‘success’ on its own, the distribu-
tion of subjects with trait ‘X’ (Y = 1) among groups A
and B served as an indicator for the presence/absence of
selection bias. When subject allocation strictly followed
a true random sequence, all subjects with trait ‘X’ were
evenly distributed between groups A and B and neither
intervention group was superior to the other (= Scenario
1: No selection bias). Subversion of the random alloca-
tion by correct prediction of the random sequence
through use of the RPS and knowledge about which of
the subjects carry trait ‘X’ allowed allocation of these
subjects in favour of intervention group A (= Scenario 2:
third-order selection bias). In this scenario, intervention
A was superior to intervention B solely by virtue of an
uneven distribution of subjects with trait ‘X’ (Y = 1), be-
ing equal to the specified TF.
Scenario 1 was simulated, using R statistical software,

by assigning the first (N*TF)/100% of participants to Y = 1,
and all others to Y = 0. Scenario 2 was simulated, using
R statistical software, by assigning Y = 1 in accordance
with the highest RPS, favouring intervention A above B
as per TF. For each parameter set, 25 individual random
sequences (‘runs’) were generated.
In order to illustrate the ‘effect size inflation due to

third-order selection bias’ at the various parameter set-
tings of TF and N in the RCT simulations, fixed effect
meta-analysis was conducted of all simulated RCTs per
TF/N setting, using RevMan 4.2.10 statistic software.
Pooled Odds ratios (OR) with 95% Confidence Intervals
(CI) were computed from dichotomous datasets consist-
ing per intervention group of (i) the number of subjects
with intervention failure, Y = 0 and (ii) the total number
of subjects per TF/N setting. A Ratio of Odds Ratios
(ROR) was calculated, being the Odds ratio (OR) of all
datasets of Scenario 2 divided by the OR of Scenario 1.
In absence of bias (Scenario 1) the OR is 1.00, indicating
no difference in intervention failures between test- and
control group. An OR below 1.00 indicates less interven-
tion failures in the test group and an OR above 1.00 in-
dicates less intervention failures in the control group. In
Scenario, 2 bias favours the test group over that of the
control group, i.e.: having less numbers of failed inter-
vention (n), thus resulting in a lower OR. Because the
OR of Scenario 1 is lager than the OR of Scenario 2, the
calculated ROR is necessarily lower than 1.00. In line
with convention [21], an ROR less than 1.0 indicates an
overestimation in the effect size of the former group of
datasets in comparison to the effect size of the referent
group of datasets. From the thus established ROR, an ef-
fect size overestimation in percent, [1 – ROR] × 100%,
was calculated. All OR were computed using RevMan
4.2.10 statistic software from the subject number (N)
and numbers of failed intervention (n) per intervention
group.
As the actual effect of both interventions was of no

interest within this context, it was set at zero (Y = 0).
Hence, when compared with each other, neither inter-
vention would yield any result superior to that of the
other (= Odds ratio 1.00). Such setting allowed investiga-
tion of the bias effect alone.



Table 1 Generated parameter sets for both scenarios

PSN RM N TF/n PSN RM N TF/n

01

Fixed/BS = 4

120

10/12 33

Varying

240 50/120

02 20/24 34

480

10/48

03 50/60 35 20/96

04

240

10/24 36 50/240

05 20/48 37

Maximal procedure/MTI = 2

120

10/12

06 50/120 38 20/24

07

480

10/48 39 50/60

08 20/96 40

240

10/24

09 50/240 41 20/48

10

Fixed/BS = 6

120

10/12 42 50/120

11 20/24 43

480

10/48

12 50/60 44 20/96

13

240

10/24 45 50/240

14 20/48 46

Maximal procedure/MTI = 3

120

10/12

15 50/120 47 20/24

16

480

10/48 48 50/60

17 20/96 49

240

10/24

18 50/240 50 20/48

19

Fixed/BS = 8

120

10/12 51 50/120

20 20/24 52

480

10/48

21 50/60 53 20/96

22

240

10/24 54 50/240

23 20/48 55

Maximal procedure/MTI = 4

120

10/12

24 50/120 56 20/24

25

480

10/48 57 50/60

26 20/96 58

240

10/24

27 50/240 59 20/48

28

Varying

120

10/12 60 50/120

29 20/24 61

480

10/48

30 50/60 62 20/96

31
240

10/24
63 50/240

32 20/48

PSN = Parameter set number; RM = Randomisation method; TF = Trait frequency; N = Subject number; n = Number of subjects per TF; BS = Block size;
MTI = Maximum tolerated imbalance; Fixed = Fixed block randomisation.
Varying = Block randomisation with randomly varying block size 4, 6, 8 with equal probability (1/3).
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From the various parameters (Randomisation method,
TF and N) a total of 63 different parameter sets for the
simulated RCTs were generated and are presented in
Table 1. All RCT simulations were conducted in four
steps, using R statistical software, based on the generated
variables: ID, BLOCK, TRT, RPS, Y

– Step 1: Generation of subject identification (ID) i = 1:N;
– Step 2: Generation of randomisation-blocks/MTI

(BLOCK) and randomisation according to different
RM);
– Step 3: Generation of 2-arm treatment (TRT) in
each block. For fixed and varying block randomisation,
two treatments have equal probability to be assigned
to either group, and within each block, the number of
each treatment should be the same, Thus random
numbers were generated from a standard uniform
distribution for a simulated RCT with block size mi,
i = 1,…,N, m/2 of which those above the median were
assigned as intervention A (TRT = 1), and all other
m/2 were assigned as intervention B (TRT = 0).
For the maximal procedure (MP), the generation of
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treatment sequence was based on the MTI [9]; i.e.,
the qualified random sequence should satisfy I(D) < =
MTI and IN(D) = 0, where Ik(D) = |Sk,A(D)-Sk,B(D)|,
and Sk,A(D) = sum(Xi(D)), I = 1,…,k, and Sk,B(D) =
k- Sk,A(D), where Xi(D) = 1, if sequence D assigns the
ith patient to treatment group A, Xi(D) = 0, if sequence
D assigns the ith patient to treatment group B.

– Step 4: Calculation of the RPS from the generated
block and treatment, using code “rps.gen” in R
(Additional file 1: Appendix file 1) on the basis of
the block information (BLOCK) and the treatment
information (TRT).

Bias testing
The Berger-Exner test has been applied for bias testing.
The test consisted of linear regression analysis, separately
per treatment group, including the RPS as independent,
and the Y-values as dependent variables [2]. Regression
analysis was conducted separately per intervention group
and the resulting p-values were recorded. In order to in-
vestigate the influence of various alpha levels on the test
accuracy, alpha was set at 1%, 5% and 20%.
A true negative (TN) result was established when both

p-values for intervention group A and B were above
0.01; 0.05 or 0.20 for alpha 1%, 5% and 20% (two-sided),
respectively. A true positive (TP) result was established
when at least one of the p-values of either intervention
group was below 0.01; 0.05 or 0.20 for alpha 1%, 5% and
20%, respectively. The number of false positive (FP) results
was calculated by subtracting the total number of TN
from the total number of runs per parameter set; i.e., FP =
25 – TN. The number of false negative (FN) results was
calculated by subtracting the total number of TP from the
total number of runs per parameter set; i.e., FN = 25 – TP.

Data analysis and summary measures
From the 63 separate parameter sets, the established
total numbers of true negative/false positive (TN/FP) and
true positive/false negative (TP/FN) results, per set alpha
level, were entered into Meta-DiSc Version 1.4 statistical
software [22] and the pooled specificity and sensitivity
with 95% Confidence Intervals (CI) for each alpha level
were computed. In addition, symmetrical Summary
Receiver Operating Characteristic (SROC) curves per
alpha level were generated from this data. The SROC
curve shows the relationship of the sensitivity and the
complement of the specificity for all the individual test
results; i.e., the fractional relationship between TP (TP/
(TP + FN)) and FP (FP/(FP + TN)).
The influence of parameters N, TF and RM was investi-

gated by computing the Diagnostic Odds Ratio (DOR with
95% CI) from the relevant TN/FP and TP/FN data per
parameter setting of each study parameter per alpha level
(Table 1), using Meta-DiSc Version 1.4 statistical software.
All data pooling, using Meta-Disc 1.4 software, was
based on the standard Der Simonian Laird random-effects
model [22]. The DerSimonian Laird method produces a
random-effects meta-analysis that incorporates an assump-
tion that different studies are estimating different, yet re-
lated, effects. The model may not be optimal but remains
valid even when the random effects are not normally dis-
tributed. In addition, the model allows the treatment effects
to differ across runs, with an underlying true effect, and a
between-runs variance, by using a non-iterative model to
estimate the treatment effect variance.

Results
For the purpose of this study the true effect size of the
simulated RCT results was set at OR 1.00. Third order
selection bias effected an inflation of the true effect size
to a range between ROR 0.01 – 0.29, thus reflecting an
overestimation ranging from 71% - 99%. Table 2 pre-
sents the Odds ratios (OR) that were computed from the
pooled number of subjects with failed intervention (n)
and the total subject numbers (N), as well as the calcu-
lated ROR and percent overestimation (OE%) per par-
ameter setting for Scenario 1 and 2.
A total of 3150 runs were conducted, 1575 for each

scenario. From these, testing in scenario 1 yielded 1488;
1294 and 883 true negative (TN) results for alphas 1%; 5%
and 20%, respectively. Testing in scenario 2 yielded 1574;
1574 and 1575 true positive (TP) results for alphas 1%; 5%
and 20%, respectively (Additional file 2: Appendix file 2).

Test sensitivity and specificity
Computation of the pooled test sensitivity and specificity
was based on the TP/FN and TN/FP data from the 63 sep-
arate parameter sets (Table 1, Additional file 2: Appendix
file 2), per alpha level. The pooled sensitivity was 1.00
(95% CI: 0.99 – 1.00) for alpha level 1%, 5% and 20%. The
pooled test specificity was 0.94 (95% CI: 0.93 – 0.96) for
alpha level 1% and 0.82 (95% CI: 0.80 – 0.84) and 0.56
(95% CI: 0.54 – 0.58) for alpha 5% and 20%, respectively.
The generated SROC curves (Figures 1, 2, 3) indicated
highest overall test accuracy when alpha was set at 1%.

Association of trial parameters with test accuracy
Diagnostic Odds Ratios (DOR) were computed per alpha
level based on the TP/FN and TN/FP data from 21 rele-
vant parameter sets of parameter settings for the number
of subjects (N) and trait frequency (TF), as well as from 9
relevant parameter sets of settings for randomisation
method (RM) (Table 1, Additional file 2: Appendix file 2).
The results are presented in Table 3.
Higher accuracy was observed for all parameters when

alpha was set at 1%. In comparison to all other random-
isation methods, the results further suggest highest test
accuracy with maximal procedure [9] with MTI = 2 as



Table 2 Inflation of effect size due to 3rd order selection bias

Parameter setting
Scenario 1* Scenario 2**

ROR/OE%Group A Group B
OR 95% CI

Group A Group B
OR 95% CI

n N n N n N n N

TF = 10% - N = 120 19950 21000 19950 21000 1.00 0.92 – 1.09 18912 21000 20988 21000 0.04 0.03 – 0.05 0.04/96%

TF = 10% - N = 240 31500 42000 31500 42000 1.00 0.94 – 1.06 37824 42000 41976 42000 0.02 0.02 – 0.03 0.02/98%

TF = 10% - N = 480 63000 84000 63000 84000 1.00 0.96 – 1.04 75624 84000 83976 84000 0.01 0.01 – 0.01 0.01/99%

TF = 20% - N = 120 18900 21000 18900 21000 1.00 0.94 – 1.07 17117 21000 20681 21000 0.09 0.08 – 0.10 0.09/91%

TF = 20% - N = 240 37800 42000 37800 42000 1.00 0.96 – 1.07 34242 42000 41343 42000 0.08 0.07 – 0.09 0.08/92%

TF = 20% - N = 480 75600 84000 75600 84000 1.00 0.97 – 1.03 68493 84000 82717 84000 0.08 0.07 – 0.08 0.08/92%

TF = 50% - N = 120 15750 21000 15750 21000 1.00 0.96 – 1.05 13417 21000 18093 21000 0.29 0.27 – 0.30 0.29/71%

TF = 50% - N = 240 39900 42000 39900 42000 1.00 0.97 – 1.03 26858 42000 36150 42000 0.29 0.28 – 0.30 0.29/71%

TF = 50% - N = 480 79800 84000 79800 84000 1.00 0.98 – 1.02 53812 84000 72178 84000 0.29 0.28 – 0.30 0.29/71%

TF = Trait frequency; N = Subject number; OR = Pooled Odds ratio; CI = Confidence interval; n = Pooled number of subjects with failed intervention (Y = 0);
N = Pooled total umber of subjects;
ROR = Ratio of Odds ratios; OE% = Percent overestimation/inflation of true effect size.
*No bias; **3rd order selection bias.
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randomisation method (DOR 1456; 95% CI: 432 – 4906)
at alpha 1%. For all alpha levels, test accuracy appeared
to be associated with lower block size (BS) when fixed
randomisation was used, but not with subject number
(N) or trait frequency (TF).
Figure 1 Summary Receiver Operating Characteristic (SROC) curve co
SE = Standard error.
Discussion
The aim of this study was to assess the accuracy of the
Berger-Exner test in identifying ‘third-order residual se-
lection bias’ on the basis of relevant simulations for
RCTs with dichotomous outcomes. As the accuracy was
ncerning test accuracy at alpha level 1%. AUC = Area under curve;



Figure 2 Summary Receiver Operating Characteristic (SROC) curve concerning test accuracy at alpha level 5%. AUC = Area under curve;
SE = Standard error.
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not tested under real RCT conditions, the outcomes of
this study may have been limited by several methodo-
logical factors.

Limitations of the current study method
In this simulation study only one single confounding
factor, ‘trait X’, was utilized. This can be regarded as an
oversimplification because many unknown confounding
factors that can influence trial outcomes may indeed
exist. These factors may interact in an enhancing or sup-
pressive manner and their compound influence on the
study results may lead to over- or underestimation of
any intervention types studied. Alternatively, such fac-
tors may also have no impact at all. The ‘trait frequency’
that was simulated for the study samples may also not
always be specific, but may have varying value.
The assumption of equivalence between both interven-

tions was set as an absolute (= Odds ratio 1.00). However,
even if interventions with almost the same treatment ef-
fects were compared, such effects would seldom be of
absolute equivalence, even if no statistically significant
differences were observed. Furthermore, the relation-
ship of sample size to observed effect estimates in real
world randomised control trials may affect test accur-
acy. For these reasons the perfect settings of the chosen
simulation method may have contributed to artificially
increased test accuracy.
Notwithstanding such limitations, the chosen trial

simulation could establish the rationale of test accuracy
of the Berger-Exner test by providing first insights as to
which aspects, present in randomised control trials, may
affect its utility.

Discussion of results
As RCTs are highly influential in medical decisions, they
must not distort the truth. One threat to internal trial
validity is the correct prediction of future allocations
(third-order selection bias). Against the background of
high systematic error, due to third-order residual selection
bias and quantified as effect-size overestimation ranging
from 71 – 99% (Table 2), the results of this trial simulation
show high sensitivity and specificity of the Berger-Exner
test (Table 3) for RCTs with dichotomous outcomes.
These results were affected by the chosen alpha level
and block/MTI size, but not by trait-frequency level and
sample size: While the test sensitivity values were the



Figure 3 Summary Receiver Operating Characteristic (SROC) curve concerning test accuracy at alpha level 20%. AUC = Area under curve;
SE = Standard error.

Table 3 Pooled diagnostic Odds ratios (DOR) per study parameter

Study
parameter

Parameter
setting

Alpha 1% Alpha 5% Alpha 20%

DOR* 95% CI* DOR* 95% CI* DOR* 95% CI*

N

120 835 396 - 1763 212 110 - 406 62 33 - 117

240 698 334 - 1455 242 124 - 474 71 37 - 135

480 668 325 - 1374 234 122 - 451 65 34 - 122

TF

10% 948 443 - 2027 238 124 - 458 64 34 - 120

20% 785 378 - 1626 251 130 - 484 69 37 - 131

50% 547 272 - 1101 204 107 - 391 64 34 - 120

RM

Fixed/BS = 4 995 311 - 3186 500 176 - 1420 113 43 - 299

Fixed/BS = 6 666 225 - 1976 233 86 - 630 86 32 - 227

Fixed/BS = 8 566 196 - 1638 185 69 - 498 63 24 - 166

Varying 723 242 - 2166 182 69 - 494 52 20 - 136

MP/MTI = 2 1456 432 - 4906 395 108 - 805 72 27 - 189

MP/MTI = 3 712 239 - 2126 224 83 - 604 53 20 - 140

MP/MTI = 4 474 160 - 1404 144 54 - 382 43 16 – 114

CI = Confidence Intervals; Fixed = Fixed block randomisation; BS = Block size; MTI = Maximum tolerated imbalance; Fixed = Fixed block randomisation;
Varying = Block randomisation with randomly varying block size 4, 6, 8 with equal probability (1/3); MP =Maximal procedure; MTI = Maximum tolerated imbalance;
N = Subject number; TF = Trait frequency;
RM = Randomisation method.
*Decimals rounded.
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same for all alpha levels, the specificity values decreased
with increasing alpha level. DOR values increased with
lower alpha and lower block size/MTI.
How these results relate to the available evidence pro-

vided by real-world RCTs that have utilized the Berger-
Exner test in the past remains unclear, as most of these
investigated continuous outcomes: Depression scale and
Mental health summary scores [12]; Addiction with-
drawal severity scores [13]; percentage of days of disease
[14]; mean absolute change in artery dilation [17]. For
this reason it is difficult to apply the results of this simu-
lation study to the reported settings and test results of
these RCTs. The two RCTs that did include dichotom-
ous outcomes in terms of disease and morbidity rates re-
ported a negative Berger-Exner test at alpha level 5%
and employed varying block randomisation [15] and
fixed block randomisation with block size 8 [16]. The re-
sults of this simulation study suggest comparatively low
test accuracy at these parameter settings with DOR 182
(95% CI: 69 – 494) and DOR 185 (95% 69 – 498), re-
spectively (Table 3). Through the presented trial simula-
tion, a mean percentage (SD = Standard deviation) of
79% (SD = 8%) true negative (TN) test results of all test
results (see Additional file 2: Appendix file 2/PSN 19–27
and 28–36, respectively) was achieved for fixed block
randomisation with block size 8 and varying block ran-
domisation, each, at alpha 5%. However, the likelihood
of such still reasonably high test accuracy for correctly
identifying absence of third-order selection bias, may be
lower in both RCTs [15,16] (and thus, the reported ab-
sence of selection bias in these trials less reliable) as the
test accuracy identified in this simulation study may be
artificially increased, owing to the stated limitations of
the chosen study method. However, due to the current
lack of randomised control trials that have used the
Berger-Exner test, more in-depth considerations as to
the meaning of the reported test results cannot yet be
made.
Notwithstanding the current limitations, a routine ap-

plication of the Berger-Exner test in RCTs may have the
advantage of providing a quantitative answer to the
question as to whether the random allocation sequence
concealment was effective or not. The ‘Risk of bias’ as-
sessment tool, currently advocated by the Cochrane Col-
laboration does not provide such answer [23]. RCT
reports cannot provide proof of absence of third-order
selection bias during the trial simply by virtue of stating
in detail the use of adequate concealment methods. Al-
though, RCTs that reported adequate concealment were
found to yield lower effect estimates than those with in-
adequate or unknown allocation concealment, such ob-
servations were limited as it was not possible to predict
direction and magnitude of such effect-size changes [24].
Such uncertainty may partially be due to the possibility
that some RCTs, which reported adequate concealment
were compromised by correct prediction, without unmask-
ing of the random allocation sequence during the trials.
An inclusion of the Berger-Exner test into routine

RCT methodology, together with the reporting of under-
lying test data (dichotomous intervention outcome and
RPS score per trial subject) and test result may thus aid
in the correct distinction between RCTs with adequate
or inadequate concealment. Such information may bene-
fit possible statistical RPS-based bias correction [11,25]
and RCT evidence rating: Evidence rating systems, such
as the GRADE system, have been developed for rating
evidence quality and strength of recommendations de-
rived from such evidence. The GRADE system in par-
ticular recommends quality downgrading of evidence
from RCTs that lack adequate allocation concealment.
However, it has been observed that empirical evidence
in support of GRADE criteria is limited and that the
GRADE system has been shown to give inconsistent re-
sults [26]. Additionally, the investigation of a quantita-
tive approach to bias-risk assessment appears not to be
the current focus of the Cochrane Bias Methods Group
(BMG), so far [27]. For that reason, the Berger-Exner
test may prove to be a useful tool in providing an empir-
ical basis for RCT evidence rating.

Recommendation for further research
Wide adoption of the Berger-Exner test into general
RCT methodology of future studies could aid the verifi-
cation of the current simulation results in practice. In
addition, several aspects that require further investiga-
tion have emerged during the process of this study:
Even though the study simulation relied on binary

values (Y = 0 / Y = 1) as the dependent variable, difficul-
ties in using logistic instead of linear regression were ob-
served. For scenario 2 (third-order selection bias), the
situation may arise that for all subjects in one treatment
group there may be only one value of outcome (Y = 0 or
Y = 1). In such cases, logistical regression fails when Y is
treated as the dependent variable. In contrast, linear re-
gression treats the RPS value as the independent vari-
able, which is why it was selected as the analytical
method for use in this trial simulation.
Other aspects of this study also require further investi-

gation. Some relate to the test accuracy in RCTs with
continuous outcomes, as well as answers to questions as
to why the observed test accuracy in trial simulations
with dichotomous outcomes was higher with the max-
imal procedure than with other randomisation methods
at alpha 1% and why the test accuracy was reduced at
alpha 5% and 20%. Other questions still begging answers
are related to reasons why test accuracy is reduced with
higher block size/MTI, and to what the cause for false
positive/false negative test results would be. Furthermore,
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the test accuracy established in this study requires verifica-
tion at more real-world RCT simulation settings, such as
varying effect estimates between competing interventions.
Such future studies will show whether the ideal assump-
tions (i.e., absolute effect equivalence between interven-
tions) on which the presented simulation method was
based would, or would not have resulted in artificially in-
creased test accuracy.

Conclusion
The results of this simulation-based investigation sug-
gest that the Berger-Exner test may successfully detect
third-order selection bias at high accuracy under the
condition that the maximal procedure with MTI = 2 as
randomisation method is used with alpha set at 1%.
However, some questions remain as to the empirical ac-
curacy of this test and further research in this field is
needed. Notwithstanding the limitations of this study, a
routine adoption of the test into general RCT method-
ology is recommended as this may assist in the real-life
corroboration of the simulation results and further in-
vestigation of test characteristics.

Additional files

Additional file 1: Appendix 1 - R code “rps.gen”.

Additional file 2: Appendix 2 - Test results.

Competing interest
The authors declare that they have no competing interest.

Authors’ contributions
SM developed the concept and outline of this study; BF developed the code
“rps.gen” in R statistical software. Both BF and SM conducted the statistical
analysis. All authors contributed to the writing of the manuscript. All authors
read and approved the final manuscript.

Acknowledgments
The authors thank Mrs. Joy Hull for editing the grammar and syntax of the
manuscript of this report.

Author details
1SYSTEM Initiative/Department of Community Dentistry, Faculty of Health
Sciences, University of the Witwatersrand, 7 York Rd., Parktown,
Johannesburg 2193, South Africa. 2Department of Biostatistics, GSPH,
University of Pittsburgh, Pittsburgh, PA, USA. 3National Cancer Institute,
National Institute of Health, Rockville, MD, USA. 4Department of Statistics,
University of Illinois at Urbana-Champaign, Champaign, IL, USA.

Received: 21 October 2013 Accepted: 23 September 2014
Published: 6 October 2014

References
1. Green S, Higgins J: Glossary. Cochrane handbook for systematic reviews of

interventions 4.2. 5. 2009 [Updated May 2005].
2. Berger VW: Selection bias and covariate imbalances in randomised clinical

trials. Chichester, UK: John Wiley & Sons, Ltd.; 2005.
3. Gluud LL: Bias in clinical intervention research. Am J Epidemiol 2006,

163:493–501.
4. Chalmers TC, Matta RJ, Smith H Jr, Kunzler AM: Evidence favoring the use

if anticoagulants in the hospital phase of acute myocardial infarction.
N Engl J Med 1977, 297:1091–1096.
5. Schulz KF, Chalmers I, Hayes RJ, Altman DG: Empirical evidence of bias.
Dimensions of methodological quality associated with estimates of
treatment effects in controlled trials. J Am Med Assoc 1995, 273:408–412.

6. Kjaergard LL, Villumsen J, Gluud C: Reported methodologic quality
and discrepancies between large and small randomized trials in
meta-analyses. Ann Intern Med 2001, 135:982–989.

7. Crossley NA, Sena E, Goehler J, Horn J, van der Worp B, Bath PM, Macleod
M, Dirnagl U: Empirical evidence of bias in the design of experimental
stroke studies: a meta-epidemiologic approach. Stroke 2008, 39:929–934.

8. Egger M, Jüni P, Bartlett C, Holenstein F, Sterne J: How important are
comprehensive literature searches and the assessment of trial quality in
systematic reviews? Empirical study. Health Technol Assess 2003, 7:1.

9. Berger VW, Ivanova A, Knoll MD: Minimizing predictability while retaining
balance through the use of less restrictive randomization procedures.
Stat Med 2003, 22:3017–3028.

10. Berger VW, Exner DV: Detecting selection bias in randomized clinical
trials. Contr Clin Trials 1999, 20:319–327.

11. Berger VW: The reverse propensity score to detect selection bias and
correct for baseline imbalances. Stat Med 2005, 24:2777–2787.

12. Asarnow JR, Jaycox LH, Duan N, LaBorde AP, Rea MM, Murray P, Anderson
M, Landon C, Tang L, Wells KB: Effectiveness of a quality improvement
intervention for adolescent depression in primary care clinics: a
randomized controlled trial. JAMA 2005, 293:311–319.

13. Collins ED, Kleber HD, Whittington RA, Heitler NE: Anesthesia-assisted
vs buprenorphine- or clonidine-assisted heroin detoxification and
naltrexone induction: a randomized trial. JAMA 2005, 294:903–913.

14. Luabeya KK, Mpontshane N, Mackay M, Ward H, Elson I, Chhagan M,
Tomkins A, Van den Broeck J, Bennish ML: Zinc or multiple micronutrient
supplementation to reduce diarrhea and respiratory disease in South
African children: a randomized controlled trial. PLoS One 2007, 2:e541.

15. Nava S, Grassi M, Fanfulla F, Domenighetti G, Carlucci A, Perren A, Dell'Orso
D, Vitacca M, Ceriana P, Karakurt Z, Clini E: Non-invasive ventilation in
elderly patients with acute hypercapnic respiratory failure: a randomised
controlled trial. Age Ageing 2011, 40:444–450.

16. Swaminathan S, Menon PA, Gopalan N, Perumal V, Santhanakrishnan RK,
Ramachandran R, Chinnaiyan P, Iliayas S, Chandrasekaran P, Navaneethapandian
PD, Elangovan T, Pho MT, Wares F, Paranji Ramaiyengar N: Efficacy of a
six-month versus a 36-month regimen for prevention of tuberculosis in
HIV-infected persons in India: a randomized clinical trial. PLoS One 2012,
7:e47400.

17. Gupta SK, Mi D, Dubé MP, Saha CK, Johnson RM, Stein JH, Clauss MA,
Mather KJ, Desta Z, Liu Z: Pentoxifylline, inflammation, and endothelial
function in HIV-infected persons: a randomized, placebo-controlled trial.
PLoS One 2013, 8:e60852.

18. Ganderton L, Jenkins S, Gain K, Fowler R, Winship P, Lunt D, Gabbay E:
Short term effects of exercise training on exercise capacity and quality
of life in patients with pulmonary arterial hypertension: protocol for a
randomised controlled trial. BMC Pulm Med 2011, 11:25.

19. Deeks JJ: Systematic reviews of evaluations of diagnostic and screening
tests. In Systematic reviews in health care. Edited by Egger M, Smith GD,
Altman DG. London, UK: BMJ Publishing group; 2001:248.

20. Glas AS, Lijmer JG, Prins MH, Bonsel GJ, Bossuyt PM: The diagnostic odds
ratio: a single indicator of test performance. J Clin Epidemiol 2003,
56:1129–1135.

21. Moher D, Cook DJ, Jadad AR, Tugwell P, Moher M, Jones A, Pham B, Klassen
TP: Assessing the quality of reports of randomised trials: implications for
the conduct of meta-analyses. Health Technol Assess 1999, 3:1–98.

22. Zamora J, Abraira V, Muriel A, Khan K, Coomarasamy A: Meta-DiSc: a
software for meta-analysis of test accuracy data. BMC Med Res Methodol
2006, 6:31.

23. Higgins JPT, Green S: Cochrane Handbook for Systematic Reviews of
Interventions Version 5.1.0 [updated March 2011]. Table 8.5.d.: The Cochrane
Collaboration; 2011. Available from www.cochrane-handbook.org.

24. Odgaard-Jensen J, Vist GE, Timmer A, Kunz R, Akl EA, Schünemann H, Briel
M, Nordmann AJ, Pregno S, Oxman AD: Randomisation to protect against
selection bias in healthcare trials. Cochrane Database Syst Rev 2011,
4:MR000012.

25. Ivanova A, Barrier RC Jr, Berger VW: Adjusting for observable selection bias
in block randomized trials. Stat Med 2005, 24:1537–1546.

26. Guyatt GH, Oxman AD, Vist G, Kunz R, Brozek J, Alonso-Coello P, Montori V,
Akl EA, Djulbegovic B, Falck-Ytter Y, Norris SL, Williams JW Jr, Atkins D,

http://www.biomedcentral.com/content/supplementary/1471-2288-14-114-S1.doc
http://www.biomedcentral.com/content/supplementary/1471-2288-14-114-S2.doc
http://www.cochrane-handbook.org


Mickenautsch et al. BMC Medical Research Methodology 2014, 14:114 Page 11 of 11
http://www.biomedcentral.com/1471-2288/14/114
Meerpohl J, Schünemann HJ: GRADE guidelines: 4. Rating the quality of
evidence–study limitations (risk of bias). J Clin Epidemiol 2011, 64:407–715.

27. Turner L, Boutron I, Hróbjartsson A, Altman DG, Moher D: The evolution of
assessing bias in Cochrane systematic reviews of interventions:
celebrating methodological contributions of the Cochrane Collaboration.
Syst Rev 2013, 2:79.

doi:10.1186/1471-2288-14-114
Cite this article as: Mickenautsch et al.: Accuracy of the Berger-Exner test
for detecting third-order selection bias in randomised controlled trials:
a simulation-based investigation. BMC Medical Research Methodology
2014 14:114.
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


	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Trial simulation and parameters
	Study scenarios
	Bias testing
	Data analysis and summary measures

	Results
	Test sensitivity and specificity
	Association of trial parameters with test accuracy

	Discussion
	Limitations of the current study method
	Discussion of results
	Recommendation for further research

	Conclusion
	Additional files
	Competing interest
	Authors’ contributions
	Acknowledgments
	Author details
	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


