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Abstract

non-malignat mediastinic and hiliar nodes.

Background: Endobronchial ultrasonography (EBUS) has been applied as a routine procedure for the diagnostic
of hiliar and mediastinal nodes. The authors assessed the relationship between the echographic appearance of
mediastinal nodes, based on endobronchial ultrasound images, and the likelihood of malignancy.

Methods: The images of twelve malignant and eleven benign nodes were evaluated. A previous processing
method was applied to improve the quality of the images and to enhance the details. Texture and morphology
parameters analyzed were: the image texture of the echographies and a fractal dimension that expressed the
relationship between area and perimeter of the structures that appear in the image, and characterizes the
convoluted inner structure of the hiliar and mediastinal nodes.

Results: Processed images showed that relationship between log perimeter and log area of hilar nodes was lineal
(i.e. perimeter vs. area follow a power law). Fractal dimension was lower in the malignant nodes compared with
non-malignant nodes (1.47(0.09), 1.53(0.10) mean(SD), Mann-Whitney U test p < 0.05)).

Conclusion: Fractal dimension of ultrasonographic images of mediastinal nodes obtained through endobronchial
ultrasound differ in malignant nodes from non-malignant. This parameter could differentiate malignat and

Background

The ultrasound technique (US) applies sound waves
(1 MHz up to 100 MHz.) that collide with tissues and thus
provide energy as images. US has had a wide-ranging im-
pact in medicine due to its low cost and by offering high
resolution images.

Ultrasonography endobronchial (EBUS) has been applied
as a routine procedure [1]. Three types of EBUS are cur-
rently used: EBUS radial ultra-miniature, radial and the
convex or curvilinear (CP EBUS). Radial EBUS allows the
evaluation of small outlying lung nodules [2]. CP USEB is
the most extensively used technique because it allows to
carry out mediastinal lymph node puncture (TBNA) [3,4].
Recently, several studies have demonstrated the relation
between macroscopic ultrasonographic appearance and
vascular patterns [5] and the likelihood of malignancy
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[6,7]. Although these studies have shown that some features
are associated with malignancy, the evaluation of the ultra-
sonographic appearance depends on the observer subjectiv-
ity, and recently one study demonstrated intraobserver and
interobserver disagreement [8]. Because the images contain
noises mainly as a result of the reflection among adjacent
surfaces, it is necessary to process them to be able to
separate the real images from the noise.

The present study describes a method that improves the
quality of the image, and in consequence the effectiveness
of TBNA. The proposed method consists of two sections:
one of having the processed image adapted to the specific-
ities of the ultrasonography obtained by means of EBUS
that eliminates the devices and specific noise of the appli-
cation, and a second that characterizes the morphology of
the images with the purpose of distinguishing between
normal and pathological nodes.
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Material and methods
The study was developed in the Bronchoscopy Dept. of the
Hospital Universitary Germans Trias i Pujol and approved
by The Human Research and Ethics Committee.
EBUS-TBNA was performed in an outpatient setting
using a flexible bronchoscope (BE-UC180F-OL8, Olympus
Optical Co Ltd., Tokyo, Japan) with a distal probe capable
of producing linear parallel scans of the mediastinal and
peribronchial tissues and a working channel suited to the
performance of TBNA under direct ultrasound guidance.
Local anesthesia and conscious sedation were achieved
using topical lidocaine spray and intravenous midazolam,
respectively [BTS guidelines]. Mediastinal and lobar nodes
with a short-axis diameter of > 5 mm identified during
the procedure were sampled under direct ultrasound
visualization with a 22-gauge cytology needle specially
designed for EBUS-TBNA (NA-201SX-4022, Olympus
Optical Co Ltd.). The aspirates were recovered and placed
on slides, fixed with 95% ethanol and stained with haema-
toxylin for rapid on-site evaluation by a cytopathologist. An
immediate assessment was given after each pass. Nodes
were classified as “normal tissue negative for malignancy”
when the sample contained 40 lymphocytes per high-
power field in cellular areas of the smear and/or clusters
of pigmented macrophages and contained no neoplastic
cells or as “metastatic” when recognizable groups of ma-
lignant cells were present. Aspirates containing only iso-
lated dysplastic, bronchial or blood cells were considered
as inadequate. In these cases the node was punctured as
many times as needed to obtain adequate material.
Normal nodes were confirmed to be non-malignant by
surgical procedures (patients who underwent mediasti-
noscopy or thoracotomy with extended nodal dissection)
or by clinical and radiological follow-up for at least
18 months. In case of malignant nodes, no further con-
firmation was performed because the likelihood of false
positive EBUS-TBNA results is very low.

Image processing

To improve the quality, we processed the image by means
of the following step sequences. The steps are standard
image processing procedures that improve the quality of
the image [9]. The image was first segmented to select the
area of interest. A median filter was applied to remove
possible spikes. Afterwards the noise of the image was
reduced by a linear average 3x3 low pass filter. Local
equalization with structure preserving was applied by
means of a histogram 15x15. This last image will be called
I1. Then I1 is filtered by means of with two orthogonal
Sobel filters, which had the impulsion response (H) of:

1 2 1
H=|0 0 0
-1 -2 -1

Page 2 of 6

which yielded images 12 and I3. The Sobel filter was
used for enhancing the inner structures of the ganglia.

The final step consisted on combining linearly the
filtered images I1, I2 and I3.

Image analysis

The analysis of the images was done by means of two
methods: texture and fractal dimension analysis. Texture
analysis provides information of the pixels’ intensity
variability. In areas with soft texture, the range of values
around the pixel is small, and when the texture is rough
the range is bigger. The texture parameters to analyze
are the following: a- Contrast, variance or inertia gives a
measure of the intensity between a pixel and its sur-
rounding. For a constant image the contrast is 0. b- Cor-
relation is the relation of a pixel with its surrounding. A
constant image has a correlation around 1. c- Homo-
geneity indicates the degree of vicinity of the elements
as well as for intensity of gray. The biggest homogeneity
has the value 1.

The fractal dimension of the image was computed by
treating the image as a 3D object, and taking horizontal
slices of it at different intensity levels. Therefore for each
intensity level we created a binary image, where we
assigned the value white to the intersection of the sur-
face with the slice and to the inner pixels. In other
words, for each gray level we created and image and
assigned the white value to the set of pixels with that
gray level and the pixels inside the regions. The black
value was assigned to the other pixels. The result was
that for low values of gray level most of the figure was
white, and as the gray level increased, the images
begun to take shapes like fiords, as the gray level con-
tinued to increase, islands appear, and finally, the
whole image finally is black. The algorithm computed
the inner area (white space) and its perimeter. We as-
sumed a perimeter model of the node inner structure
as follows: Log (Perimeter[n]) = k + a Log(Area[n]). Pa-
rameters k and a were computed after a least squares
linear regression was applied. The fractal dimension is
the o value that models the increase of the perimeter
as the area of the figure increases.

A possible characterization of the structures in the im-
ages could be done by means of the box counting dimen-
sion [10]. We decided not to use it in this problem due to
various difficulties.

a) The box counting dimension assumes a binary image
with two different zones. The box counting method con-
sists of computing the fractal dimension by counting the
boxes that overlap the border between regions at different
scales (sizes) of the boxes. This assumes that there is a
specific threshold that characterizes the different areas of
interest, and the gray level information of the image is
lost. In our case, as the different structures of the tissue
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are reflected in the intensity (or gray level) of the image,
we computed the regression of the log perimeter vs log
area, not on the different scales of the boxes, but on the
variation of the log area/log perimeter relationship at
different gray scale levels.

b) The second difficulty was that the size of the areas
of interest in the ultrasonography was small (of the
order of less than 100x100, depending on the selected
area) and therefore the estimate of the fractal dimension
by means of the box counting method would have been
unreliable, due to the lack of points.

Statistical analysis of differences in image parameters
between independent groups were performed with a
Mann_Whitney U test. In addition, a receiver-operator
characteristic (ROC) curve was applied to measure the
capacity of the method to discriminate between neoplasic
and non neoplasic nodes.

The Image processing part of the study was made
using the Matlab programming language. The texture
parameters were computed by means of the subroutines
of the same name (i.e. Contrast, variance or inertia ) in
the Tmage processing Toolbox', and the fractal dimen-
sion part was programmed in Matlab. Statistic analysis
was developed with Statistica v.12 (StatSoft, Inc 2013.
Tulsa.USA).

Results
Table 1 shows the histological results of 23 biopsied me-
diastinal nodes. Twelve nodes were malignant.

The ultrasound images were processed in order to
improve the quality of EBUS image and to enhance the
details, as can be seen in Figure 1 (1-A non processed
image, 1-B processed image).

Table 2 shows morphologic parameters and fractal
dimension of 23 biopsied lymph nodes. Processed images
showed that fractal dimension was lower in neoplasic with
respect to non neoplasic nodes. There were no differences
between both groups in the morphological parameters.

Figure 2 shows the relationship between the log area
and the log perimeter. The slope of the straight line
would give us the form in that the log-perimeter grows
linearly with the log-area. In this example the relation-
ship agrees with a lineal model. Except for fractal di-
mension, there were no differences in morphological
parameters between images (Table 2). On the other
hand, the fractal dimension was smaller in malignant
lymph nodes (Mann—-Whitney U test for independent
groups, p < 0.05).

Figure 3 shows the ROC curve of fractal dimension
parameter. The area under the curve quantifies the
overall ability of the fractal dimension measure to dis-
criminate between neoplasic and non neoplasic nodes.
The area under the curve was 0.76 with Std Error of
0.11 (p < 0.03).
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Table 1 Characteristics and results of lymph nodes

ID Type Cytological diagnosis Type Station Size (mm)
1 Malignant Carcinoma BreastC 7 238
2 Carcinoma BreastC 7 289
3" Squamous 4L 89
4 Squamous ML 19.1
5 Adenocarcinoma NSCLC 7 132
6 Squamous NSCLC 4L 6.7
7 Adenocarcinoma NSCLC 4R 9.1
8 Squamous NSCLC 4L 17.1
9 SCLC 4R 1.2
10 Adenocarcinoma NSCLC 4R 134
11 Adenocarcinoma NSCLC 7 230
122 Adenocarcinoma NSCLC 4L 9.2
13 Benign Normal 4R 8.2
4 " Normal 4L 4.
15 Normal 7 11.8
16 Normal 7 142
17 Normal 4R 59
18 Normal 4R 8.3
19 Normal 4R 86
20 Normal 1ML 106
21 Normal 7 104
22 Normal 4L 9.8
23 Normal 4R 9.1

Histological characteristics of 23 needled lymph nodes.
NSCLC: non-small cell lung cancer.

SCLC: small cell lung cancer.

Breast C: breast cancer.

Discussion

In this work we studied the relationship between param-
eters that describe the texture and fractal dimension of
endobronchial ultrasonographic images of mediastinal
nodes and the likehood for malignancy. In both raw images
as well as enhanced ones it was found that there is a statis-
tical difference between malignant and non-malignant
nodes in terms of fractal dimension.

The introduction of EBUS-TBNA has provided a sig-
nificant advance in the staging and diagnosis of lung
cancer and other malignancies in a safe and minimally
invasive procedure [11]. The analysis of the ultrasono-
graphic appearance of the nodes has been applied to
predict malignancy. Fujiwara et al. studied morphologic
characteristics of lymph nodes by means of a multivariable
analysis that included round shape, distinct margin,
heterogeneous echogenicity and presence of coagulation
necrosis [6]. The authors found that these morphologic
characteristics are independent predictive factors for
predicting malignancy. Echogenicity was the parameter
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Figure 1 Non processed EBUS image (1-A) and processed image (1-B). Image details are emphasized in image B with respect to image A.

with the most validated punctuation. The authors did
not apply the automatic process of the image, but only
qualitative subjective evaluation. Nguyen et al. applied
for the first time the second order grayscale texture
feature analysis in EBUS [12]. In their study, 52 malig-
nant nodes and 48 benign ones were analyzed. They
found that malignant nodes have a higher difference in
first and second order texture parameters in relation
with benign nodes, using as distinctive features in
texture parameters based on first and second order
statistics. It should be noted that images were not pre-
processed in order to maintain the same real time
quality image. On the other hand, the differences in
textures after enhancing the image were not signifi-
cant. This can be attributed to the fact that the pro-
cessing smoothed the image, eliminated spurious
peaks, and enhanced the inner structures of the nodules.
This processing that improved the visual appearance of

Table 2 Morphological image parameters

Processed image

Neoplasic Non Neoplasic All
Fractal dimension 1.47(0.09) 1.53(0.10)% 1.50(0.10)
Contrast 0.35(0.09) 040(0.14) 0.37(0.12)
Correlation 0.95(0.01) 0.95(0.02) 0.96(0.01)
Homogeneity 0.87(0.03) 0.86(0.04) 0.65(0.03)

Mann-Whitney U test for independent groups.

*P < 0.05. Significant difference between neoplasic and non neoplasic nodes.
All values are in mean (SD).

Morphological parameters and fractal dimension of 23 biopsied lymph nodes.
The table shows that fractal dimension was lower in neoplasic with respect to
non neoplasic nodes. There were no differences in morphology parameters
between neoplasic and non neoplasic images.

the details of the nodes, changed the texture of the
image.

An interesting aspect of the proposal in this paper of
introducing the fractal index «, is that this index is com-
plementary with respect to the texture parameters. This
complementariness arises from the fact that the fractal
index is adapted to the shape of the internal structures
of the nodule, and therefore appears as significant after
the enhancement of the image. On the other hand the
raw image has too much noise, which gives rise to arti-
facts when computing the fractal index. The fractal di-
mension is a real number that generalizes the concept of

Log Perimeter

6.8 I I I I )
7.5 8 8.5 9 9.5 10

Log Area

Figure 2 Relationship between the log area and the log
perimeter of a node image. The slope of the straight line would
give us the form in that the log- perimeter grows linearly with the
log-area. In this example the relationship agrees with a lineal model.
Log(Perimeter{n]) = K + aLog(Arealn]). Coefficients: a =062, K= 231.
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Fractal Dimension ROC Curve
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Figure 3 ROC curve of the fractal dimension parameter. The
area under the curve was 0.76 (p < 0.03).

ordinary dimension for geometric objects. This process
also provides data regarding phenomena like deform-
ation, remodeling, breakup and repair. Cancer in gen-
eral is associated with a disruption of tissue architecture
due to the interaction between cells and stroma [13],
and fractal-shape parameters could be descriptors of the
cell-stroma system. On the other hand, there is a fractal
relationship between the degree of apparent heterogeneity
of local tissue and the resolution of the measurement,
when heterogeneity provides no uniformity in the cell
organs examined.

Fractal dimension has been applied in ultrasound echo
signals to detect tissue tumors [14,15]. Texture parame-
ters and fractal Higuchi dimension of the ultrasound
series detected prostate cancer in small tissue regions
with an accuracy of 91% [15]. Zheng et al. [16] applied
fractal Brownian motion and k means cluster analysis to
detect breast cancer with a recognition rate of 94.5% for
malignant tumors. In the present work, we analyzed 23
nodes (12 of them malignant), and applied an algorithm
to compute the inner area (white space) and its perimeter.
We assume a power model between the perimeter of the
inner structure of the ganglia and the area. Difference of
fractal dimension between malignant and non malignant
nodes was significant, and less in malignant nodes. A
possible cause of this slight reduction in fractal dimen-
sion of malignant nodes is that cell membranes spread
to take the form of a lower energy structure like a circle,
therefore, diminishing the fractal dimension of a neopla-
sic node [13]. In this way, Kikuchi et al. [17] showed
that sonography of solid components in cystic epithelial
ovarian cancers had a fractal structure, and the mean
fractal dimension decreased from 1.26 for serous intra-
cystic components to 1.18 for clear cell adenocarcin-
oma. In our study the mean fractal dimension was more
than 1, meaning the topological line dimension, and it
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decreased from 1.53 for benign nodes to 1.47 for malig-
nant nodes, the same proportion of the Kikuchi study.

We believe that the principal limitation of our study
is the relatively small number of analyzed nodes, but
the objective was to describe the fractal nature of the
ultrasonographic images of mediastinal nodes. A future
application and validation of the present technique
could be developed to distinguish between malignant
nodes and other non-malignant pathologies that affect
mediastinal nodes (such as tuberculosis and chronic
inflammatory diseases like sarcoidosis). We should al-
ways try to obtain pathological reference diagnosis
from suspicious lymph nodes, but in the future, image
analysis could assist the bronchoscopist regarding the
likelihood to malignancy of the node, as well as the
most suspicious region of the node to sample. In conse-
quence, we believe that fractal dimension can constitute a
new EBUS parameter to take into account. To our know-
ledge, this is the first study that applies fractal dimension
analysis to EBUS images.

Conclusion

Fractal dimension of ultrasonographic images of medi-
astinal nodes obtained through endobronchial ultra-
sound differ in malignant nodes from non-malignant.
This parameter could assist the bronchoscopist to dif-
ferentiate malignant and non-malignant mediastinic
and hiliar nodes.

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

Authors’ contributions

JAF: Participated in the design of study, statistical analysis and manuscript
writing. EM: Participated in the study design, statistical analysis and
manuscript writing, as well as software programming that computed the
fractal dimension of the data and the image processing part. FA: Participated
in the study design, manuscript writing and bronchoscopy explorations. SJ:
Participated in bronchoscopy explorations and contributed in design and
manuscript writing. JS: Participated in bronchoscopy explorations and
contributed in design and in the writing and revising of the manuscript. PS:
Participated in bronchoscopy explorations and contributed in design and
revision of the manuscript. EC: Participated in bronchoscopy explorations
and in the design and revising of the manuscript. JR: Participated in the
design of study, statistical analysis and manuscript writing. All authors read
and approved the final manuscript.

Acknowledgments

The authors thank A. Ruiz and A. Barrios for their technical assistance during
the performance of the procedures. This work was partially supported by a
grant from the Spanish Society of Pulmonology and Thoracic Surgery (grant
SEPAR 2010) and by the grand SpeechTech4All (TEC2012-38939-C03-02).

Author details

'Pulmonology Department, Hospital Universitari Germans Trias Pujol, Planta
8, Carretera del Canyet s/n. 08916, Badalona, Spain. “TALP Research Center,
UPC, Barcelona, Spain. *Pulmonology Department Hospital de rehabilitacion
Respiratoria Marfa Ferrer, Buenos Aires, Argentina. *Pathology Department
Hospital Universitari Germans Trias Pujol, Badalona, Spain. °Ciber de
Enfermedades Respiratorias (CiBERES), Bunyola, Balearic Islands, Spain.



Fiz et al. BMIC Medical Imaging 2014, 14:22
http://www.biomedcentral.com/1471-2342/14/22

Received: 22 April 2014 Accepted: 6 June 2014
Published: 12 June 2014

References

1. Haas AR, Vachani A, Sterman DH: Advances in diagnostic bronchoscopy.
Am J Respir Crit Care Med 2010, 182:589-597.

2. Kurimoto N, Murayama M, Yoshioka S, Nishisaka T: Analysis of the internal
structure of peripheral pulmonary lesions using endobronchial
ultrasonography. Chest 2002, 122:1887-1894.

3. Herth FJ, Annema JT, Eberhardt R, Yasufuku K, Emst A, Krasnik M, Rintoul RC:
Endobronchial ultrasound with transbronchial needle aspiration for
restaging the mediastinum in lung cancer. J Clin Oncol 2008,
26:3346-3350.

4. Wong M, Yasufuku K, Nakajima T, Herth FJ, Sekine Y, Shibuya K, lizasa T,
Hiroshima K, Lam WK, Fujisawa T: Endobronchial ultrasound: new insight
for the diagnosis of sarcoidosis. Eur Respir J 2007, 29:1182-1186.

5. Nakajima T, Anayama T, Shingyoji M, Kimura H, Yoshino |, Yasufuku K:
Vascular image patterns of lymph nodes for the prediction of metastatic
disease during EBUS-TBNA for mediastinal staging of lung cancer.

J Thorac Oncol 2012, 7(6):1009-14.

6. Fujiwara T, Yasufuku K, Nakajima T, Chiyo M, Yoshida S, Suzuki M, Shibuya K,
Hiroshima K, Nakatani Y, Yoshiro I: The utility of sonographic features
during endobronchial ultrasoubd-guided transbronchial needle
aspiration for lymph node staging in patients with lung cancer: a
Standard endobronchial ultrasound image classification system. Chest
2010, 138:641-647.

7. Tagaya R, Kurimoto N, Osada H, Kobayashi A: Automatic objetive of lymph
nodal disease by B-mode images from convex-type echobroncoscopy.
Chest 2008, 133:137-142.

8. Garcia-Olivé |, Radua J, Serra P, Andreo F, Sanz-Santos J, Monso E, Rosell A,
Cases-Viedma E, Ferndndez-Villar A, NuAez-Delgado M, Garcia-Lujan R,
Morera J, Ruiz-Manzano: Intra- and interobserver agreement among
bronchial endosonographers for the description of intrathoracic lymph
nodes. Ultrasound in Med & Biol 2012, 38:1163-1168.

9. Gonzales RC, Woods RE: Digital Image Processing. New Jersey: Prentice Hall;
2002.

10.  Mandelbrot BB: The fractal geometry of nature. San Francisco: Macmillan;
1982.

11, Yasufuku K, Chiyo M, Sekine Y, Chhaied PN, Shibuya K, Lizasa T, Fujisawa T:
Real-time endobronchial ultrasound-guided transbronchial needle aspiration
of mediastinal and hilar lymph nodes. Chest 2004, 126:122-128.

12. Nguyen P, Bashirzadeh F, Hundloe J, Salvado O, Dowson N, Ware R, Brant |,
Bhatt M, Ravi A, Fielding D: Optical differentiation between malignant
and benign lymphadenopathy by grayscale texture analysis of
endobronchial ultrasound convex probe images. Chest 2012, 141:709-15.

13. Bizarri M, Giuliani A, Cucina A, Anselmi FD, Soto AM, Sonnenschein C:
Fractal analysis in a systems biology approach to cancer. Semin Cancer
Biol 2011, 21:175-182.

14.  Moradi M, Abolmaesumi P, Isotalo PHA, Siemens DR, Sauerbrei EE, Mousavi
P: Detection of prostate cancer from RF ultrasound echo signals using
fractal analysis. Conf Proc IEEE Eng Med Biol Soc 2006, 2006:2400-2403.

15. Moradi M, Mousavi P, Siemens DR, Sauerbrei EE, Isotalo P, Boag A,
Abolmaesumi P: Discrete fourier analysis of ultrasound RF time series for
detection of prostate cancer. Conf Proc IEEE Eng Med Biol Soc 2007,
2007:1339-1342.

16.  Zheng K, Wang T, Lin JL, Li D: Recognition of breast ultrasound images

Page 6 of 6

using a hybrid method. In IEE/ICME International Conference on Complex (
Medical Engineering; 2007:640-643.

17. Kikuchi A, Kozuma S, Kakamaki K, Saito M, Marumo G, Yasugi T, Taketani Y:
Fractal tumor growth of ovarian cancer: sono graphic evaluation. Gynecol
Oncol 2002, 87:295-302.

doi:10.1186/1471-2342-14-22

Cite this article as: Fiz et al.: Fractal dimension analysis of malignant
and benign endobronchial ultrasound nodes. BMC Medical Imaging
2014 14:22.

~
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 BiolVed Central
J




	Abstract
	Background
	Methods
	Results
	Conclusion

	Background
	Material and methods
	Image processing
	Image analysis

	Results
	Discussion
	Conclusion
	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


