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Multiple testing in orthopedic literature:
a common problem?
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Abstract

Background: Performing multiple tests in primary research is a frequent subject of discussion. This discussion
originates from the fact that when multiple tests are performed, it becomes more likely to reject one of the null
hypotheses, conditional on that these hypotheses are true and thus commit a type one error. Several correction
methods for multiple testing are available. The primary aim of this study was to assess the quantity of articles
published in two highly esteemed orthopedic journals in which multiple testing was performed. The secondary
aims were to determine in which percentage of these studies a correction was performed and to assess the risk of
committing a type one error if no correction was applied.

Methods: The 2010 annals of two orthopedic journals (A and B) were systematically hand searched by two
independent investigators. All articles on original research in which statistics were applied were considered. Eligible
publications were reviewed for the use of multiple testing with respect to predetermined criteria.

Results: A total of 763 titles were screened and 127 articles were identified and included in the analysis. A median
of 15 statistical inference results were reported per publication in both journal A and B. Correction for multiple
testing was performed in 15% of the articles published in journal A and in 6% from journal B. The estimated
median risk of obtaining at least one significant result for uncorrected studies was calculated to be 54% for both
journals.

Conclusion: This study shows that the risk of false significant findings is considerable and that correcting for
multiple testing is only performed in a small percentage of all articles published in the orthopedic literature
reviewed.
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Background
Hypotheses testing, or in a narrower sense, assessing dif-
ferences between groups of patients is frequently the pri-
mary aim of (clinical) studies. Traditionally, the results of
these tests are translated into p-values and declared either
significant or non-significant. An accepted mathematical
definition of the p-value is that it represents the probabil-
ity of the observed result, or more extreme results, if the
null hypothesis were true [1]. Another frequently used
term is the type 1 error, which is the rejection of a correct
null hypothesis. The probability of committing such an
error is often referred to as the level of significance [2]. An
arbitrary threshold value for this level of significance,
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denoted by the Greek letter alpha, is set in advance. By
convention most studies employ an alpha of 0.05. Ac-
cordingly, an obtained p-value of less than 0.05 (thus if
p < alpha) is defined as a statistically “significant” associ-
ation. One could state that a significant difference is
thus an observation which is unlikely (< 5%) to have
occurred by chance alone.
In clinical studies, researchers may wish to compare

groups on several different parameters and therefore per-
form multiple statistical tests. However, problems arise if a
set of statistical inferences are considered simultaneously.
Or put differently: when groups of patients are compared
on multiple variables using an equal number of statistical
tests, and each significant difference is declared as such.
When multiple tests are performed, it becomes more
likely to reject at least one null hypothesis, conditional on
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that the hypotheses are true, and thus commit a type one
error. Or clinically: attributing the difference found to the
intervention under study when chance is the most likely
explanation.
Multiple testing especially becomes an issue when no

primary outcome is predefined, since this poses a risk
for so-called ‘data dredging’, or ‘p-value hunting’ by the
investigators. A classic example is comparing two groups
of patients on the results of many different types of
blood tests. As the number of tests increases, so does
the probability of finding an abnormal result, while in
fact there is no abnormality present.
Moreover, univariate multiple testing like this does

not take into account any correlation which might be
present between variables. For example: comparing a
group of patients suffering from osteoporosis to a group
of healthy individuals on ten different parameters. Some
of these variables such as weight, smoking or dietary
patterns are correlated. Performing ten separate tests
ignores these correlations. Thus an observed difference
on one variable might be explained by other differences
between groups [3].
A currently well-accepted statistical approach is to

control the Family Wise Error Rate: the probability of
falsely rejecting a null hypothesis among a pre-defined
family of hypotheses. In a simplified situation of a family
of n hypotheses that can be tested with statistically
independent tests, each at level α, this error rate would
be: α = 1 - (1 – α (per comparison))n [4]. If for instance
a set of twenty independent variables were tested, all at
a 0.05 level of significance, the Family Wise Error Rate
would be 1 - (1–0.05)20 = 0.64. Assuming independence
between associations, this figure indicates that there is a
64 percent chance that at least one variable shows a
significant difference while this difference in reality is non-
existent. Several elegant correction methods for multiple
testing exist such as Bonferroni, Šidák, Benjamini &
Hochberg and Holm’s [4-6], each suited for specific types
of multiple testing.
The primary aim of this study was to assess the number

of articles published in two highly esteemed orthopedic
journals in which multiple testing was performed. The
secondary aims were to determine in which percentage of
these studies a correction was performed and to assess the
risk of committing a type one error if no correction was
applied.

Methods
Eligibility, information sources, search and study selection
The 2010 annals of two orthopedic journals: the Journal
of Bone and Joint Surgery American Edition and Journal
of Bone and Joint Surgery British Edition (hereinafter re-
ferred to as A and B) were systematically hand searched
by two independent investigators. All titles were screened
and publications reporting original or primary research
were identified. If titles did not provide sufficient informa-
tion, abstracts were examined. Case studies, meta-analyses,
reviews, comments and current (management) views were
excluded. Eligibility of original research articles was
assessed based on full text. Any type of study in which the
use of statistics was mentioned in the methods section
was considered. These articles were thoroughly reviewed
to identify cases of multiple testing. Multiple testing was
predefined as five or more p-values obtained from com-
paring two or more groups on a set of variables, using sep-
arate statistical tests. Articles were thoroughly reviewed
for tables or graphs in which five or more p-values were
listed or significance between groups was marked with
a sign. Publications were included if (1) five or more
p-values were reported and if (2) the reported p-values
were obtained from comparing two or more groups on a
set of variables and if (3) separate statistical tests for each
variable were used. Exclusion criteria were: (1) p-values
obtained from baseline tables after randomization and
(2) p-values originating from fitting models (linear, logistic,
mixed). The above-mentioned criteria were assessed by
carefully reviewing the method section and table leg-
ends. Discrepancies were solved by a consensus between
the two investigators (MMJW, NWLS).
Data extraction and items
Data were extracted by each investigator independently
using a data collection form. This form contained the fol-
lowing items: type of study, sample size, type of statistical
tests performed, number of p-values presented (obtained
from comparing two or more groups on a set of variables
using separate statistical tests), and number of these
p-values < 0.05 or denoted as representing a significant
association by the authors. In addition to this, the
reviewers established whether a method of correction
was mentioned, the primary outcome was stated in the
introduction section, and whether a statistician or
epidemiologist was listed as one of the authors.
Statistical methods
Data were analyzed according to journal; A or B. Values
are presented as median with interquartile range for
continuous and percentages for dichotomous data. The
theoretical risk of finding a significant statistical result,
assuming the null hypotheses are true (type one error)
and assuming independence, was calculated using the
formula explained above (Family Wise Error Rate: α = 1 -
(1 - α (per comparison))n). This was done for uncorrected
studies only. A Fisher Exact test was performed to assess
whether the presence of an epidemiologist or statistician
in the research group was associated to correction for
multiple testing.
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Results
A total of 763 titles were screened; 445 of journal A and
318 of journal B. Of these, 355 and 231 articles were
assessed for eligibility. After carefully reviewing all arti-
cles with regards to the predetermined criteria, 72 publi-
cations from journal A and 55 from journal B were
included in the analysis (see Figure 1). The characteris-
tics of the studies reviewed are listed in Table 1. Cohort
studies most commonly employed multiple tests,
followed by randomized controlled trials. The primary
outcome was stated in 16% of the articles published in
journal A and 26% in B. In 9% an epidemiologist or
statistician was listed as one of the authors.
In the articles published in journal A, a total of 1531

p-values originating from multiple testing was listed. Of
these, 37% was smaller than 0.05 (Table 2). In journal B,
1046 p-values were presented of which 36% was smaller
than 0.05. A median of 15 statistical inference results
were reported per publication in both journal A and B.
Correction for multiple testing was more often

performed in journal A than B: 15% and 5.5% respect-
ively (Table 1). In four articles from journal A the prob-
lem was mentioned, however not corrected for [7-10]. If
corrected, Bonferroni was the method of choice in ten of
the journal A articles and two from journal B [11-20],
Figure 1 Flowchart; flowchart indicating the results.
[21,22]. In one journal A publication, the authors men-
tioned a correction but did not describe the name or the
method [23]. In one journal B study, the level of signifi-
cance was set at α = 0.01 in order to interpret the results
more conservatively [24]. The presence of an epidemi-
ologist or statistician in the research group was not asso-
ciated to the application of a correction for multiple
testing.
The estimated median risk of obtaining at least one

significant result for uncorrected studies was calculated
to be 54% for both journals (Table 2).

Discussion
This review shows that multiple testing is frequently
performed in orthopedic literature and that correction
methods are not widely applied. However, in order to
fully appreciate these findings, several issues need to be
addressed. First, performing multiple tests and the ab-
sence of corrections does not necessarily result in the ar-
rival at false conclusions in literature. Nonetheless, false
conclusions are not distinct and can only be identified
by ascertaining their reproducibility in other studies.
The validity of research findings in a broader sense has
frequently been addressed [25], however, this subject is
beyond the scope of this review. This study is limited by



Table 1 Characteristics of studies included in the analysis

Journal A
(N = 72) number
of studies (%)

Journal B
(N = 55) number
of studies (%)

Study type RCT$ 12 (16.7) 10 (18.2)

Cohort 42 (58.3) 32 (58.2)

Case
Control

5 (6.9) 5 (9.1)

Cross
Sectional

1 (1.4) 2 (3.6)

Cadaver 9 (12.5) 0

Animal 1 (1.4) 1 (1.8)

Other 2 (2.8) 5 (9.1)

Primary outcome
stated

19 (26) 9 (16.4)

Statistician/
epidemiologist part of
research group

* 5 (9.1)

Corrected for multiple
testing

11 (15) 3 (5.5)

Problem mentioned,
not corrected

4 (6) 0

$Randomized controlled trial.
*Data not available: background of authors was not mentioned in articles
published in this journal.
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the fact that articles were not scanned for multiple tests
mentioned in the text only, and neither were tables
which only listed confidence intervals included, although
this way of presenting results can also be considered to
be multiple testing [26]. This restriction will most likely
have resulted in an underestimation of the actual existing
problem. P-values originating from fitting models (linear,
logistic, mixed) were not taken into account since this type
of analysis does not address the comparison of groups on
a set of variables using independent statistical tests. The
cut-off of five or more p-values was to some extent an ar-
bitrary choice. Performing five statistical tests, assuming
independence and conditional on that the null hypotheses
are true, will result in an estimated 23% risk of committing
Table 2 Statistical results of studies included in the
analysis

Journal A
(N = 72)

Journal B
(N = 55)

Total number of p-values presented 2555 1783

Number of p-values originating from
multiple testing

1531 1046

Number of p-values ≤ = 0.05 563 (37%) 377 (36%)

Median number of p-values per
publication#

15 (8–33) 15 (8–21)

Median risk of obtaining at least one
significant result€

54% (34–81) 54% (34–66)

#Values presented as median with interquartile range between brackets.
€Median risk and interquartile range expressed in percentages. Calculated for
uncorrected studies using the formula for Family Wise Error Rate mentioned in
the text, assuming independence and conditional on that the null hypotheses
are true.
a type one error (1 - (1–0.05)5 = 0.23). Since no standard
threshold for multiple testing exists, the authors decided
to draw the line at five. In view of the fact that on average
23 tests per article were reported in journal A and 21 per
article in journal B, the threshold of five does not present
a restriction that would seriously bias our conclusions.
Although multiple testing is frequently the subject of

statistical recommendations, the issue is not undisputed
[2,27]. Rothman for example, claims that adjustment is
not required for multiple testing since the data observed
are not just random numbers but actual observations on
nature. Nature follows regular laws and adjusting for this
data will lead to errors of interpretation [2,27]. Walker
stated: “Should I discount an interesting finding because
the investigator tested some hypotheses which I consider
absurd?” [28].
Nevertheless, in 1992 already the editors of journal A

addressed the issue of the frequent use of incorrect sta-
tistics in their journal [29]. They stated that, despite the
controversy, multiple comparisons should be corrected
or at least that the risk of error should be discussed. A
possible method of correction for multiple testing is the
Bonferroni correction. This method is based on the idea
that if n hypotheses are tested on one set of data, the
Family Wise Error Rate can be maintained by testing
each individual hypothesis at a significance level of α/n,
where n is the number of tests performed [4]. However,
Bonferroni is often claimed to be too conservative and
controls the probability of false positives only. The cor-
rection may result in increasing the probability of pro-
ducing false negatives and therefore reduce the power.
In contrast, in some situations the null hypothesis is
wished to be retained and not rejected. In this case the
Bonferroni correction is non-conservative since it favors
the null hypothesis [30]. Numerous alternative correc-
tion methods to Bonferroni exist such as the Šidák,
Benjamini & Hochberg and Holm’s correction [5,6].
These methods are applicable to specific types of
multiple testing.

Conclusions
Eighteen years after the editorial recommendations of
journal A, the findings in this study indicate that the
phenomenon of multiple testing is still common in
orthopedic literature and that corrections are not widely
applied. As was stated by the man who first proposed
Table 3 Key recommendations

1. Predefine a primary outcome (and set your alpha based on this
outcome)

2. Predefine the secondary outcomes to avoid the appearance of “data
dredging” or “p-value hunting”

3. Mention some caution regarding the interpretation of that results
yielded from multiple testing or perform a correction
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the term significance, R.A. Fisher: “a scientific fact
should be regarded as experimentally established only if
a properly designed experiment rarely fails to give this
level of significance” [31]. Thus, the operational connota-
tion of significance and p-values should always be viewed
in light of their reproducibility in other studies.
Whilst the issue and the method of correcting for

multiple testing remains disputed, we would like to rec-
ommend researchers to bear in mind that, as the num-
ber of tests increases, so does the probability of falsely
rejecting the null hypothesis. This does not necessarily
result in false conclusions; however, it would be advisable
to mention some caution regarding the interpretation of
the results (Table 3). Furthermore, in order to prevent the
possible impression of data dredging, it might be sensible
to clearly state the primary outcome measure(s) in the
introduction.

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

Authors’ contributions
All authors participated in the design and drafting of the manuscript. NWLS
and MMJW carried out the systematic hand search. All authors have read
and approved the final manuscript.

Acknowledgements
The authors would like to thank Prof. Dr. A.H. Zwinderman for his critical
remarks and invaluable assistance in the preparation of this manuscript.

Author details
1Trauma Unit, Department of Surgery, Academic Medical Center, University
of Amsterdam, P.O. Box 22660, Amsterdam 1100 DD, The Netherlands. 2Julius
Center for Health Sciences and Primary Care, University Medical Center,
Utrecht, Huispost Str. 6.131, P.O. BOX 85500, Utrecht, GA 3508, The
Netherlands. 3Department of Orthopedics, Hamilton Health Sciences-General
Hospital, 237 Barton Street, 5 North, Hamilton, ON L8L 2X2, Canada.

Received: 12 April 2013 Accepted: 17 September 2013
Published: 21 September 2013

References
1. Goodman S: A dirty dozen: twelve p-value misconceptions. Semin

Hematol 2008, 45(3):135–140.
2. Rothman KJ: No adjustments are needed for multiple comparisons.

Epidemiology 1990, 1(1):43–46.
3. Cupples LA, Heeren T, Schatzkin A, Colton T: Multiple testing of hypotheses in

comparing two groups. Ann Intern Med 1984, 100(1):122–129.
4. Abdi H: Bonferroni and Sidak corrections for multiple comparisons.

In Encyclopedia of Measurement and Statistics. Edited by BrIn Salkind NJ.
Thousand Oaks, CA: Sage; 2007.

5. Benjamini Y, Hochberg Y: Controlling the False Discovery Rate, a Practical
and Powerful Approach to Multiple Testing. J Royal Stat Soc Ser B
(Methodological) 1995, 57(1):289–300.

6. Holland BS, Diponzio CM: An Improved Sequentially Rejective Bonferroni
Test Procedure. Biometrics 1987, 43(2):417–423.

7. Akbar M, Balean G, Brunner M, Seyler TM, Bruckner T, Munzinger J, et al:
Prevalence of rotator cuff tear in paraplegic patients compared with
controls. J Bone Joint Surg Am 2010, 92(1):23–30.

8. Bedi A, Kovacevic D, Fox AJ, Imhauser CW, Stasiak M, Packer J, et al: Effect
of early and delayed mechanical loading on tendon-to-bone healing
after anterior cruciate ligament reconstruction. J Bone Joint Surg Am 2010,
92(14):2387–2401.

9. Liebs TR, Herzberg W, Ruther W, Haasters J, Russlies M, Hassenpflug J:
Ergometer cycling after hip or knee replacement surgery: a randomized
controlled trial. J Bone Joint Surg Am 2010, 92(4):814–822.
10. Takahashi M, Ward SR, Marchuk LL, Frank CB, Lieber RL: Asynchronous
muscle and tendon adaptation after surgical tensioning procedures.
J Bone Joint Surg Am 2010, 92(3):664–674.

11. Murray MM, Magarian EM, Harrison SL, Mastrangelo AN, Zurakowski D,
Fleming BC: The effect of skeletal maturity on functional healing of the
anterior cruciate ligament. J Bone Joint Surg Am 2010, 92(11):2039–2049.

12. Blankstein M, Byrick RJ, Nakane M, Bang KW, Freedman J, Richards RR, et al:
Amplified inflammatory response to sequential hemorrhage,
resuscitation, and pulmonary fat embolism: an animal study. J Bone Joint
Surg Am 2010, 92(1):149–161.

13. Shi XW, Guo X, Ren FL, Li J, Wu XM: The effect of short tandem repeat loci
and low selenium levels on endemic osteoarthritis in China. J Bone Joint
Surg Am 2010, 92(1):72–80.

14. Donegan DJ, Gay AN, Baldwin K, Morales EE, Esterhai JL Jr, Mehta S: Use of
medical comorbidities to predict complications after hip fracture surgery
in the elderly. J Bone Joint Surg Am 2010, 92(4):807–813.

15. Nault ML, Parent S, Phan P, Roy-Beaudry M, Labelle H, Rivard M: A modified
Risser grading system predicts the curve acceleration phase of female
adolescent idiopathic scoliosis. J Bone Joint Surg Am 2010, 92(5):1073–1081.

16. Ramseier LE, Janicki JA, Weir S, Narayanan UG: Femoral fractures in
adolescents: a comparison of four methods of fixation. J Bone Joint Surg
Am 2010, 92(5):1122–1129.

17. Gruber G, Zacherl M, Giessauf C, Glehr M, Fuerst F, Liebmann W, et al:
Quality of life after volar plate fixation of articular fractures of the distal
part of the radius. J Bone Joint Surg Am 2010, 92(5):1170–1178.

18. Monument MJ, Hart DA, Befus AD, Salo PT, Zhang M, Hildebrand KA: The
mast cell stabilizer ketotifen fumarate lessens contracture severity and
myofibroblast hyperplasia: a study of a rabbit model of posttraumatic
joint contractures. J Bone Joint Surg Am 2010, 92(6):1468–1477.

19. Wong J, Abrishami A, El Beheiry H, Mahomed NN, Roderick Davey J,
Gandhi R, et al: Topical application of tranexamic acid reduces
postoperative blood loss in total knee arthroplasty: a randomized,
controlled trial. J Bone Joint Surg Am 2010, 92(15):2503–2513.

20. Mulieri P, Dunning P, Klein S, Pupello D, Frankle M: Reverse shoulder
arthroplasty for the treatment of irreparable rotator cuff tear without
glenohumeral arthritis. J Bone Joint Surg Am 2010, 92(15):2544–2556.

21. Hayek S, Gershon A, Wientroub S, Yizhar Z: The effect of injections of
botulinum toxin type A combined with casting on the equinus gait of
children with cerebral palsy. J Bone Joint Surg Br 2010, 92(8):1152–1159.

22. Raviraj A, Anand A, Kodikal G, Chandrashekar M, Pai S: A comparison of
early and delayed arthroscopically-assisted reconstruction of the anterior
cruciate ligament using hamstring autograft. J Bone Joint Surg Br 2010,
92(4):521–526.

23. Ghodadra N, Gupta A, Romeo AA, Bach BR Jr, Verma N, Shewman E, et al:
Normalization of glenohumeral articular contact pressures after Latarjet
or iliac crest bone-grafting. J Bone Joint Surg Am 2010, 92(6):1478–1489.

24. Leonardsson O, Sernbo I, Carlsson A, Akesson K, Rogmark C: Long-term
follow-up of replacement compared with internal fixation for displaced
femoral neck fractures: results at ten years in a randomised study of 450
patients. J Bone Joint Surg Br 2010, 92(3):406–412.

25. Ioannidis JP: Why most published research findings are false: author's
reply to Goodman and Greenland. PLoS Med 2007, 4(6):e215.

26. Fleiss JL: Significance tests have a role in epidemiologic research:
reactions to A. M Walker Am J Public Health 1986, 76(5):559–560.

27. Thompson WD: Statistical criteria in the interpretation of epidemiologic
data. Am J Public Health 1987, 77(2):191–194.

28. Walker AM: Reporting the results of epidemiologic studies. Am J Public
Health 1986, 76(5):556–558.

29. Senghas RE: Statistics in the Journal of Bone and Joint Surgery:
suggestions for authors. J Bone Joint Surg Am 1992, 74(3):319–320.

30. Perneger TV: What's wrong with Bonferroni adjustments. BMJ 1998,
316(7139):1236–1238.

31. Fisher RA: Statistical Methods for Research Workers. Oxford, UK: Oxford
University Press; 1958.

doi:10.1186/1756-0500-6-374
Cite this article as: Walenkamp et al.: Multiple testing in orthopedic
literature: a common problem? BMC Research Notes 2013 6:374.


	Abstract
	Background
	Methods
	Results
	Conclusion

	Background
	Methods
	Eligibility, information sources, search and study selection
	Data extraction and items
	Statistical methods

	Results
	Discussion
	Conclusions
	Competing interests
	Authors’ contributions
	Acknowledgements
	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


