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Abstract

Introduction We sought to investigate the optimum b value
for resolving crossing fiber using high-angular resolution
diffusion imaging (HARDI)-based multi-tensor tractography.
The study tested the standard b values that are commonly
used in the routine clinical setting.

Methods Ten normal volunteers (five men and five women)
with a mean age of 26.3 years (range, 22-32 years) were
scanned using a 1.5-T clinical magnetic resonance unit.
Single-shot echo-planar imaging was used for diffusion-
weighted imaging with a diffusion-sensitizing gradient in
32 orientations. The b values of 700, 1,400, 2,100, and
2,800 s/m* were used. Data postprocessing was performed
using multi-tensor methods. The depiction of the optic
nerves, optic tracts, and decussation of superior cerebellar
peduncles were assessed.

Results The depictions of the nerve fibers were indepen-
dent of the b values tested.

Conclusion The depiction of crossing fibers by HARDI-
based multi-tensor tractography is not substantially influ-
enced by b values ranging from 700 to 2,800 s/m?. Thus,
the optimum & value within this range may be the lowest
one considering the higher signal to noise ratio.
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Introduction

The fiber tracking technique is a unique and robust tool that
is used to assess the locations of vital neuronal pathways
throughout the brain [1]. Conventional single-tensor
models, however, are limited to the depiction of only a
portion of the entire tract [2, 3]. In addition, fiber tracking is
difficult in brain regions where several fiber bundles are
crossing. In such cases, the directions of the principal
eigenvectors do not correspond to the fiber directions. The
diffusion tensor in these areas may even have an oblate
disk-shape form [4], and the direction of the principle
vector may be undefined. In such cases, the common
second-order diffusion-tensor model is no longer valid [4-8],
and the single-tensor approach cannot correctly estimate the
brain fibers.

Recent advances in image acquisition and postprocess-
ing techniques allow the resolution of fibers crossing within
a voxel [5, 9-13]. This is achieved by using images
obtained by diffusion-sensitizing gradients in multiple
orientations (typically over 30 axes) with a high b value,
typically over 3,000 s/mm?. These high-angular resolution
diffusion imaging (HARDI) techniques tend to require an
extended data acquisition time, which may hamper their use
in the clinical setting. Thus, HARDI studies have so far
focused only on methodological development and have not
been applied to clinical practice.

In order to make this tool clinically feasible, a low b
value is necessary, since this will help to maintain a high
image signal to noise ratio (SNR). At low b values,
however, the angular dependency of the signal profile is
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relatively small, and the fiber orientation density function
reconstruction is noise sensitive. At high b values, on the
other hand, the angular dependency is more pronounced,
but the signal attenuation is so large that the noise begins to
predominate. As our aim was to investigate the possibility
of resolving crossing fibers in clinical setting, we tested the
b values used for standard magnetic resonance (MR)
imaging at 1.5 T.

We investigated the effect of b value on structures that
are known to have decussation, i.e., the optic chiasm and
decussation of superior cerebellar peduncle (DSCP). We
chose these structures since their decussations are well
documented anatomically. For example, approximately half
of the fibers within the optic nerve decussate to the
contralateral optic tract via the optic chiasm. Similarly, the
DSCEP is reconstituted by fibers from the ipsilateral superior
cerebellar peduncle, which travels to the area around the
contralateral red nucleus.

Materials and methods

Our study population comprised 10 healthy volunteers (five
men and five women; mean age, 26.3 years; age range, 22—
32 years) without any history of neurologic injury or
psychiatric disease. No subjects had abnormal neurologic
signs or symptoms. Informed consent was obtained from all
subjects before the MR examinations.

Imaging technique

All images were obtained using a 1.5-T whole body scanner
(Gyroscan Intera; Philips Medical Systems, Best, the Nether-
lands) with a six-channel phased-array head coil. Single-shot
echo-planar imaging was used for diffusion-tensor imaging
(DTI) (repetition time, 5,000 ms; echo times (TEs), 55, 65, 72,
and 78 ms) with a motion-probing gradient in 32 orientations
and b values of 700, 1,400, 2,100, and 2,800 s/mm?. The
selected TEs were the shortest possible, depending on the
selected b values. We only imaged the optic chiasm, superior
cerebellar peduncle, and red nucleus to minimize the scan
duration. The scan durations for each b value were kept
constant (3 min), since the aim of the study was to find the
optimum b value to be used within a clinically feasible time
frame. These 3-min DTI protocols were repeated twice, and
the data were averaged after image reconstruction in order to
increase the SNR.

A parallel imaging technique was used to record 128 %37
data points, which could be reconstructed into images
equivalent to 76x76 resolution. A total of 12 slices with a
thickness of 3.0 mm each were obtained without interslice
gaps. The field of view was 230x230 mm,; thus, the size of
a voxel was 3.0x3.0x3.0 mm.
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Image postprocessing

The diffusion-weighted imaging (DWI) data were trans-
ferred to an offline workstation for registration, averaging,
and analysis (Precision 530; Dell, Round Rock, TX, USA).
PRIDE software (Philips Medical Systems, Best, the
Netherlands) written in Interactive Data Language (RSI,
Inc., Boulder, CO, USA) was used for image analysis. A
total of 32 acquisitions using different diffusion-sensitizing
gradients were performed, which were registered with
respect to the »=0 measurement using the method of
Netsch et al. [14]. This was done to remove distortion and
possible head motion over various slices and scans. Affine
transformation was used for registration.

Modeling—multi-tensor

For the multi-tensor analysis, the data of the 32 directional
apparent diffusion coefficients were fitted to a two-tensor
model. This two-tensor model is best described by
equation 12 presented in the paper by Frank [5]. Both the
orientations of each tensor (6 degrees of freedom for each
tensor) and the relative volume fractions were obtained in
this manner. Thus, in the given model, there were 13
degrees of freedom.

The three diffusivities (A, \,, and A;) of each tensor
were restricted to a range of \; i, and \; max, SO that they
would reflect highly oriented fibers. This also limited the
computation time. For our calculations, these were set to
1.2/1.8, 0.2/0.7, and 0.2/0.7 (10> mm?/s) for the three
diffusivities (A1, Ay, and \3), respectively. These diffusivity
values are close to those found in highly oriented white
matter, such as the spinal cord and corpus callosum. Thus,
in our model, we assumed that a voxel with crossing fibers
consists of two individual fibers that have highly oriented
diffusion patterns.

Regions of interest

To trace the optic chiasm, a pair of regions of interest (ROIs)
was placed over the optic nerve and ipsi-/contralateral optic
tract. To trace the DSCP, a pair of ROIs was placed over the
red nucleus and contralateral superior cerebellar peduncle.
The red nucleus was identified by the low signal region for the
transaxial plane of the BO image. Exclusion ROIs were also
utilized when fibers with clearly wrong anatomy were
depicted. The locations of these ROIs were determined by
the consensus of two board-certified neuroradiologists.

Image analysis

The tractographic portrayal of fiber tracts between the two
ROIs was evaluated by a consensus of two neuroradiologists.
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The optic nerve was graded on the axial section, and the DSCP
was graded on both the axial section and the sagittal section.
Grading was performed by visual assessment of the fibers.
The readers were blinded to the 5 value used for scanning.

The scoring system used in assessing fiber tractography
was as follows: grade 3 (excellent, i.e., the depicted fiber
tracts were of sufficient volumes), grade 2 (moderate),
grade 1 (poor, i.e., the fibers were barely depicted), and
grade 0 (none, i.e., not visible) (Fig. 1). The angles formed
by the optic chiasm and DSCP were also measured.

SNR measurement

The SNR of DWI was calculated from two separate MR
examinations. Calculation was performed using the following
equation:

SNR = \/ZSIﬁrst/SDsuba

where Sl is the signal intensity of the ROI placed on the
first DWI, and SDg,, is the standard deviation of the
subtraction images from the first and second scans [15].
The ROIs were placed upon the brainstem at the levels of the
midbrain and pons. The mean values of these measurements
were used for analysis.

Statistical analysis

Scores for each tract in each subject were analyzed statistical-
ly. The Wilcoxon signed rank test was applied to examine the
difference in the ability of the b value to assess the depiction
of the fiber. Non-parametric Wilcoxon signed rank test was
used to analyze the depiction of crossing versus non-crossing
fibers. We used JMP version 6.0.0 software (SAS Campus
Drive, Cary, NC, USA). For all statistical analyses, p<0.05
was considered a significant difference.

Fig. 1 Scoring system for fiber
tract depiction (grades O to 3).
Yellow lines represent the
depicted tracts. The scoring
system is as follows: grade 3
(excellent), grade 2 (moderate),
grade 1 (poor), and grade 0
(none). a Tractographic images
of optic pathway superimposed
on axial color map viewed from
caudal aspect. b Tractographic
images of the decussation of
superior cerebellar peduncles
superimposed on axial color
map viewed from caudal aspect

Results

The crossing fibers of each subject were treated as separate
fiber bundles for the analysis, and thus, there were 20 fibers
for the optic chiasm and the DSCP, respectively. The
majority of these crossing fibers were successfully depicted
with at least one of the b values (80% and 95%,
respectively). There were crossing fibers that were not
depicted using any of the b values; these subjects were
excluded from the final analysis (four subjects for the optic
chiasm and one for the DSCP). The subjects’ images that
were excluded from analysis appeared degraded by motion
artifact or distortion due to a technical problem during data
acquisition. We thus examined a total of 16 optic chiasm
fiber tracts (16 fibers x 4 b values = 64 data sets) and 19
DSCPs (19 fibers x 4 b values = 76 data sets).

Depiction of crossing fibers did not differ significantly
by b value for either the optic chiasm or the DSCP (Fig. 2).
When depiction of non-crossing fibers was compared with
crossing fibers at the optic chiasm, there was a significantly
better delineation of the non-crossing fibers (Fig. 3) as
compared to the crossing fibers (p<0.0001).

The SNR of diffusion-weighted images were 14.0+£4.9,
6.8+1.7, 4.1+0.88, and 2.4+0.6 using b values of 700,
1,400, 2,100, and 2,800 s/mmz, respectively (Fig. 4). The
angles formed by the fibers of the optic chiasm were 63+
17, and the angles formed by the fibers of the DSCP were
89+14°.

Discussion
Previous studies have suggested that the HARDI technique

can better portray crossing fibers at higher b values [16].
The trade-off, however, in using a high 5 value is a

grade 2
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Fig. 2 Grade of the fiber tract depiction at optic chiasm and
decussation of superior cerebellar peduncle (DSCP) for each b value.
Depiction of crossing fiber does not differ significantly by b values,
neither at the optic chiasm nor at the DSCP. The breadth of each green
rhomboid shows the number of cases in the group, the height shows

substantial reduction in SNR by the elongation of TE [17].
A previous study has indicated that the SNR of 5=3,000
images are reduced to 45% of the SNR achieved when
using b=1,000 [18]. The SNR measurements on our DTI
data sets have also shown marked reduction. The 5=2,800
images had 17% of the SNR of »=700 images. If one
attempts to compensate for this signal loss, the excitation
has to be increased by a factor of 5.

In clinical practice, scan time is always one of the most
important issues. If the patient remains in the scanner for
too long, the images will be degraded by motion artifact.
Given that scan time is limited, our aim was to determine
the optimum 5 value to solve the crossing fiber problem
using a fixed scan time.

Crossing vs. Non-crossing

3 4 .- -

Grade

O 4 -— -

Crossing Non - crossing

Fiber

Fig. 3 Depiction of the grade of fiber tract at tractography for
crossing and non-crossing fibers of the optic chiasm. The overlap
marks of the two groups are completely separated in this figure, which
indicates that there is a substantial difference between the two groups
(p<0.0001)
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the 95% confidence interval, the middle line shows the average of the
group, and the horizontal lines in the upper and lower parts show the
overlap marks. The overlap marks of each of the four groups are not
separated in these figures, indicating that there is no significant
difference between each group

We have shown that resolution of crossing fibers is
independent on b values in the range of 700 to 2,800 s/mm?.
Thus, the optimum b value within this range would be the
lowest due to the higher SNR at the lowest b value. Our
results are not surprising in light of a previous simulation
study that suggested that the ability to portray crossing
fibers is independent of b values ranging from 1,000 to
3,000 [19]. This simulation study used b values at
incremental steps of 1,000 s/mm? from 1,000 to 5,000 s/mm?>.
Using approximately similar scanning techniques to ours
(i.e., SNR=2.4-14, diffusion encoding orientations = 32),
their simulation data indicated that separation of two
crossing fibers is imperfect at b values between 1,000 and
2,000 s/mm® A slight improvement was found above

20
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*
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Fig. 4 Correlation between the b value and the signal to noise ratio
(SNR). Each data point and error bar represent the mean of SNR and
standard deviation at each b value, respectively. The SNR deteriorates
as the b value increases, and the SNR at »=2,800 images decreases to
17% of the b=700 images
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3,000, however. Therefore, both sets of data have shown
that there is no merit in using b values smaller than
3,000.

Future development in the MR hardware, including
increased magnetic field strength, gradient power, and
multiple phased-array receiver coils, could allow much
higher b values routinely. Then, the higher » value DTI or
multi-tensor tractography would better reflect the clinical
situation. When such hardware improvement becomes
available for clinical use, one has to keep in mind that a b
value of no less than 3,000 should be considered.

Our study has several limitations. First, some of the
subjects had to be eliminated from the final analysis
because their images failed to demonstrate any fibers.
Image distortion and motion artifact was considered to be
the source of this problem. The optic chiasm is an
especially challenging location to perform DTI because of
the susceptibility artifacts from the paranasal sinuses. There
are areas with less susceptibility artifact, such as the corona
radiata or forceps minor. These regions are, however, not
ideal locations for assessing crossing fibers, as their
architecture is more complex compared to the optic chiasm
or DSCPs.

Second, we did not compare the results of different b
values at similar SNR. It would be interesting to confirm
previous simulation data by performing a study with
identical SNR across different b values. This was not
attempted in the present study, however, since it was
thought to be clinically inapplicable to perform scans that
take five times longer than the routine scan time.

Third, our study was limited to a relative narrow range
of b values. Further study with higher b values (over
3,000 s/mm”) would be necessary to elucidate the positive
trend of better fiber depiction with increasing b values. The
results of our study, however, may suggest that a small-
scale alteration of b values above 2,800 may not have
substantial impact upon the depiction of crossing fiber.

Finally, this examination was performed using a 1.5-T
MR scanner. Since the 3-T magnets imaging is now
becoming a standard equipment of choice for neuroimaging,
HARDI at 1.5-T magnets may have less impact, and thus
optimization on 3-T magnets will be necessary in the future.
It is our hope that the results of this study can be extrapolated
to the following study using 3-T magnets.

Conclusion

We have shown that the depiction of crossing fiber by
HARDI-based multi-tensor tractography is not substantially
influenced by b values ranging from 700 to 2,800 s/mm?.
Thus, the optimum b value within this range may be the
lowest one considering the advantage of higher SNR.

Acknowledgment We wish to thank Nobuhiro Kakoi, RT, for
helping with this study.

Conflict of interest statement We declare that we have no conflict
of interest.

Open Access This article is distributed under the terms of the
Creative Commons Attribution Noncommercial License which per-
mits any noncommercial use, distribution, and reproduction in any
medium, provided the original author(s) and source are credited.

References

1. Mori S, Crain BJ, Chacko VP, van Zijl PC (1999) Three-
dimensional tracking of axonal projections in the brain by
magnetic resonance imaging. Ann Neurol 45:265-269.
doi:10.1002/1531-8249(199902)45:2<265::AID-ANA21>3.0.
CO;2-3

2. Mukherjee P (2005) Diffusion tensor imaging and fiber tractography
in acute stroke. Neuroimaging Clin N Am 15:655-665. doi:10.
1016/j.nic.2005.08.010

3. Holodny Al Ollenschleger MD, Liu WC, Schulder M, Kalnin AJ
(2001) Identification of the corticospinal tracts achieved
using blood-oxygen-level-dependent and diffusion functional
MR imaging in patients with brain tumors. AJNR Am J Neuroradiol
22:83-88

4. Alexander AL, Hasan KM, Lazar M, Tsuruda JS, Parker DL
(2001) Analysis of partial volume effects in diffusion-tensor MRI.
Magn Reson Med 45:770-780. doi:10.1002/mrm.1105

5. Frank LR (2002) Characterization of anisotropy in high angular
resolution diffusion-weighted MRI. Magn Reson Med 47:1083—
1099. doi:10.1002/mrm.10156

6. Alexander DC, Barker GJ, Arridge SR (2002) Detection and
modeling of non-Gaussian apparent diffusion coefficient profiles
in human brain data. Magn Reson Med 48:331-340. doi:10.1002/
mrm.10209

7. Tuch DS, Wedeen VJ, Dale AM, George JS, Belliveau JW (1999)
Conductivity mapping of biological tissue using diffusion MRI.
Ann NY Acad Sci 888:314-316. doi:10.1111/j.1749-6632.1999.
tb07965.x

8. von dem Hagen EA, Henkelman RM (2002) Orientational
diffusion reflects fiber structure within a voxel. Magn Reson
Med 48:454-459. doi:10.1002/mrm.10250

9. Tournier JD, Calamante F, Gadian DG, Connelly A (2004) Direct
estimation of the fiber orientation density function from diffusion-
weighted MRI data using spherical deconvolution. Neurolmage
23:1176-1185. doi:10.1016/j.neuroimage.2004.07.037

10. Wedeen VJ, Hagmann P, Tseng WY, Reese TG, Weisskoff RM
(2005) Mapping complex tissue architecture with diffusion
spectrum magnetic resonance imaging. Magn Reson Med
54:1377-1386. doi:10.1002/mrm.20642

11. Tuch DS (2004) Q-ball imaging. Magn Reson Med 52:1358-
1372. doi:10.1002/mrm.20279

12. Kreher BW, Schneider JF, Mader I, Martin E, Hennig J, Il'yasov
KA (2005) Multitensor approach for analysis and tracking of
complex fiber configurations. Magn Reson Med 54:1216-1225.
doi:10.1002/mrm.20670

13. Staempfli P, Jaermann T, Crelier GR, Kollias S, Valavanis A,
Boesiger P (2006) Resolving fiber crossing using advanced fast
marching tractography based on diffusion tensor imaging.
Neurolmage 30:110-120. doi:10.1016/j.neuroimage.2005.09.
027

@ Springer


http://dx.doi.org/10.1002/1531-8249(199902)45:2<265::AID-ANA21>3.0.CO;2-3
http://dx.doi.org/10.1002/1531-8249(199902)45:2<265::AID-ANA21>3.0.CO;2-3
http://dx.doi.org/10.1016/j.nic.2005.08.010
http://dx.doi.org/10.1016/j.nic.2005.08.010
http://dx.doi.org/10.1002/mrm.1105
http://dx.doi.org/10.1002/mrm.10156
http://dx.doi.org/10.1002/mrm.10209
http://dx.doi.org/10.1002/mrm.10209
http://dx.doi.org/10.1111/j.1749-6632.1999.tb07965.x
http://dx.doi.org/10.1111/j.1749-6632.1999.tb07965.x
http://dx.doi.org/10.1002/mrm.10250
http://dx.doi.org/10.1016/j.neuroimage.2004.07.037
http://dx.doi.org/10.1002/mrm.20642
http://dx.doi.org/10.1002/mrm.20279
http://dx.doi.org/10.1002/mrm.20670
http://dx.doi.org/10.1016/j.neuroimage.2005.09.027
http://dx.doi.org/10.1016/j.neuroimage.2005.09.027

728

Neuroradiology (2010) 52:723-728

14. Netsch T, van Muiswinkel A (2004) Quantitative evaluation of
image-based distortion correction in diffusion tensor imaging. IEEE
Trans Med Imag 23:789-798. doi:10.1109/TM1.2004.827479

15. National Electrical Manufacturers Association (2008) Determination
of signal-to-noise ratio (SNR) in diagnostic magnetic resonance
imaging. NEMA standard publication MS 1-2008.

16. Tuch DS, Reese TG, Wiegell MR, Makris N, Belliveau JW,
Wedeen VJ (2002) High angular resolution diffusion imaging
reveals intravoxel white matter fiber heterogeneity. Magn Reson
Med 48:577-582. doi:10.1002/mrm.10268

@ Springer

17.

18.

19.

Conturo TE, McKinstry RC, Aronovitz JA, Neil JJ (1995)
Diffusion MRI: precision, accuracy and flow effects. NMR
Biomed 8:307-332. doi:10.1002/nbm.1940080706

Burdette JH, Elster AD (2002) Diffusion-weighted imaging of
cerebral infarctions: are higher B values better? J] Comput Assist
Tomogr 26:622-627

Behrens TE, Berg HJ, Jbabdi S, Rushworth MF, Woolrich MW
(2007) Probabilistic diffusion tractography with multiple fibre
orientations: what can we gain? Neurolmage 34:144-155.
doi:10.1016/j.neuroimage.2006.09.018


http://dx.doi.org/10.1109/TMI.2004.827479
http://dx.doi.org/10.1002/mrm.10268
http://dx.doi.org/10.1002/nbm.1940080706
http://dx.doi.org/10.1016/j.neuroimage.2006.09.018

	Optimum b value for resolving crossing fibers: a study with standard clinical b value using 1.5-T MR
	Abstract
	Abstract
	Abstract
	Abstract
	Abstract
	Introduction
	Materials and methods
	Imaging technique
	Image postprocessing
	Modeling—multi-tensor
	Regions of interest
	Image analysis
	SNR measurement
	Statistical analysis

	Results
	Discussion
	Conclusion
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /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 false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 600
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /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

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e5c4f5e55663e793a3001901a8fc775355b5090ae4ef653d190014ee553ca901a8fc756e072797f5153d15e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc87a25e55986f793a3001901a904e96fb5b5090f54ef650b390014ee553ca57287db2969b7db28def4e0a767c5e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020d654ba740020d45cc2dc002c0020c804c7900020ba54c77c002c0020c778d130b137c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor weergave op een beeldscherm, e-mail en internet. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for on-screen display, e-mail, and the Internet.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <FEFF004a006f0062006f007000740069006f006e007300200066006f00720020004100630072006f006200610074002000440069007300740069006c006c0065007200200037000d00500072006f006400750063006500730020005000440046002000660069006c0065007300200077006800690063006800200061007200650020007500730065006400200066006f00720020006f006e006c0069006e0065002e000d0028006300290020003200300031003000200053007000720069006e006700650072002d005600650072006c0061006700200047006d006200480020>
  >>
  /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 /ConvertToRGB
      /DestinationProfileName (sRGB IEC61966-2.1)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing false
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


