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Lesion detection and assessment of extrahepatic
findings in abdominal MRI using hepatocyte
specific contrast agents – comparison of Gd-EOB
-DTPA and Gd-BOPTA
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Abstract

Background: To evaluate the contrast agent performance of Gd-EOB-DTPA and Gd-BOPTA for detection and
assessment of extrahepatic findings, semi-quantitatively and qualitatively.

Methods: 13 patients with 19 extrahepatic lesions underwent liver MRI with Gd-EOB-DTPA and Gd-BOPTA.
Quantitative and relative SNR measurements were performed in each dataset in the arterial and portalvenous phase
within the extrahepatic lesion, aorta, inferior vena cava, portal vein, spleen, pancreas and renal cortex. Further,
relative CNR measurements were performed. Three readers assessed contrast quality using a five-point scale and
choosing the preferred image dataset. Statistical analysis consisted of a Student’s t-test with p < 0.05 deemed
significant, a weighted kappa statistic for assessment of interobserver variability and an ROC analysis.

Results: Mean SNR after injection of Gd-BOPTA was significantly higher compared with Gd-EOB-DTPA for all
measurements (p < 0.05). Mean relative SNR was also higher for Gd-BOPTA, but without being statistically
significant. There was no significant difference in relative CNR. Interobserver agreement for selection of image
preference was moderate (mean weighted kappa 0.485). The area under the curve for the ROC-analysis regarding
contrast agent performance was 0.464.

Conclusion: Even though mean SNR is significantly higher after injection of Gd-BOPTA compared with Gd-EOB
-DTPA, there is no significant difference in relative CNR with extrahepatic lesions being assessed equally well. Visual
impression may differ after injection of Gd-EOB-DTPA, but does not influence image interpretation. Extrahepatic
findings can be assessed similarly to MRI after injection of Gd-BOPTA.
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Background
Gadoxetate disodium (Gd-EOB-DTPA, gadoxetic acid,
EovistW or PrimovistW, Bayer HealthCare, Wayne, NJ) is
a liver-specific contrast agent, which has recently be-
come available for detection and characterization of
focal hepatic lesions. Pharmacokinetic and pharmacody-
namic properties of Gd-EOB-DTPA differ not only from
other non-specific contrast agents used in MR imaging,
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but also from more established liver-specific contrast
agents such as Gd-BOPTA (gadobenate dimeglumine,
MultihanceW, Bracco, Princeton, NJ) [1,2].
In contrast to pure extracellular contrast agents, both

substances show a partial specific uptake by hepatocytes
and subsequently biliary excretion, allowing for data ac-
quisition in the hepatocyte phase in addition to the usual
dynamic phases. Whereas hepatic uptake and biliary
elimination for gadobenate dimeglumine is only 3-5%,
excretion through the hepatobiliary pathway is approxi-
mately 50% for gadoxetate disodium [1,3]. In addition,
the characteristic pharmacodynamic properties of Gd-
EOB-DTPA allow a lower dosage compared with other
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Table 1 Patient characteristics and assessed extrahepatic
findings

Gender (male / female) 8 / 5

Age (years) 37-73 (mean 57.4)

Extrahepatic lesion

Adrenal adenoma 3

Adrenal metastasis 1

Angiomyolipoma kidney 1

Kidney metastasis 4

Splenic hemangioma 5

Pulmonary hamartoma 2

Pancreatic cystadenoma 1

Spinal metastasis 2
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gadolinium chelates [4]. A dosage of 0.025 mmol/kg
body weight is approved by the FDA. This dosage is
equivalent to one quarter of the gadolinium dose
recommended for all other MRI contrast agents ap-
proved by the FDA for liver imaging. However, the ap-
proved dosage of 0.025 mmol/kg body weight for
Gd-EOB-DTPA is currently under debate with some ra-
diologists preferring twice that dosage.
Recapitulating, it is known that the distinct pharmaco-

kinetic and pharmacodynamic properties of Gd-EOB
-DTPA may result in a different image appearance espe-
cially of primary and secondary liver lesions [5,6], as well
as other parenchymal organs and vessels [7,8], compared
with other established MRI contrast agents such as Gd-
BOPTA [9]. As comprehensive MR imaging of the liver
usually includes imaging of the upper abdomen, this
leads to the question, whether image interpretation of
incidental extrahepatic findings may be influenced un-
knowingly. It has been suggested that further clinical
studies in patients with various tumors are needed to
clarify this circumstance and to establish more routine
[8]. Thus, the purpose of our study was to evaluate the
contrast agent performance of Gd-EOB-DTPA and Gd-
BOPTA for detection and assessment of extrahepatic
findings both, semi-quantitatively and qualitatively.

Methods
This retrospective study was approved from the local in-
stitutional review board of Duke University Medical
Center with a waiver of consent granted.

Patients
A total of 13 patients (8 male, 5 female; mean age 57.4 -
years, range 37–73 years) were included in this study,
who met the inclusion criteria. The patients were chosen
from a database consisting of a total of 552 patients in
whom MRI was performed including the administration
of Gd-EOB-DTPA at our institution between October
2008 and January 2010. All patients were referred for
liver MR imaging, including administration of a hepato-
cyte specific contrast agent. Due to a change in clinical
routine patients received different contrast agents over
time and for clinical follow-up. Inclusion criteria were as
follows: age of at least 18 years, availability of a compari-
son study within one year and administration of either
Gd-EOB-DTPA or Gd-BOPTA, and presence of an ex-
trahepatic finding seen on both imaging studies.
The extrahepatic lesions were as follows: 4 adrenal le-

sions (adenoma n = 3, metastasis n = 1), 5 kidney lesions
(angiomyolipoma n = 1, metastasis n = 4), 5 splenic le-
sions (hemangioma n = 5), 2 pulmonary lesions
(hamartoma n = 2), 1 pancreatic lesion (microcystic
cystadenoma n = 1), 2 spinal lesions (metastasis n = 2).
Parenchymal lesions showed no change in size (mean
lesion size: 2.15 cm; range: 1–4.32 cm) and appearance
between comparative studies. Patient characteristics are
summarized in Table 1.

MR imaging technique
MR examinations were all performed on 1.5 T systems.
Including the administration of Gd-EOB-DTPA exami-
nations were performed on following scanners:
Magnetom Avanto (Siemens, Erlangen, Germany), n = 5;
Signa HDx (GE Healthcare, Milwaukee, USA), n = 8.
Comparison studies including the administration of Gd-
BOPTA were performed on the same scanners
(Magnetom Avanto; Siemens (n = 5) or Signa HDx; GE
Healthcare (n = 8)).
In all patients, dedicated multidetector surface coils

that covered the abdomen were used. All patients under-
went a clinical routine image protocol of the liver in-
cluding the administration of either 0.025 mmol/ kg Gd-
EOB-DTPA or 0.1 mL/ kg Gd-BOPTA at a rate of
2 mL/ sec followed by a saline flush using a dual power
injector. The MR pulse sequence protocol for all exami-
nations included a T2w HASTE (half-Fourier single shot
turbo spin-echo) and a T1w gradient dual echo sequence
before contrast injection, as well as a dynamic contrast
series including the acquisition of a triple arterial phase
(3D T1w gradient echo sequence) with a fixed scan delay
(15 seconds in patients <60 years and 20 seconds in pa-
tients >60 years, respectively) and a portal venous phase
(3D T1w gradient echo sequence) after contrast injec-
tion, which was acquired approximately 15–20 seconds
after completion after the arterial phase data acquisition.
These imaging sequences and parameters were the same
between imaging platforms and comparative studies.

Image evaluation

a. Quantitative analysis: In each patient signal-to-noise
ratio (SNR; signal intensity / standard deviation
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noise) measurements were obtained in each dataset
(Gd-EOB-DTPA and Gd-BOPTA) in the arterial and
portal venous phase in corresponding positions.
Noise estimates were derived in each dataset from a
region outside the body in the vicinity of the liver.
Measurements were all conducted by two
radiologists in consensus (KIR, fifth year radiology
resident and EMM, fellowship-trained radiologist
with a focus on abdominal imaging and 13 years of
experience after board certification) who where
blinded to the type of dataset. By placing an oval
region of interest (ROI) measurements were
performed in the aorta, inferior vena cava, portal
vein, pancreas, spleen, renal cortex and the
extrahepatic lesion. The size of the ROI was adjusted
to the size of the lesion and the same for
comparative studies. In addition, relative SNR ((SNR

post contrast - SNR pre contrast) / SNR pre contrast) and
relative contrast to noise (CNR; relative SNR lesion -
relative SNR organ) measurements were obtained in
the same position of each dataset and examination.

b. Qualitative analysis: Of each dataset (Gd-EOB-
DTPA and Gd-BOPTA) representative T1w non
contrast, arterial and portal venous phase images
were prepared for blinded reading and opposed for
comparison (dataset A and dataset B). Three
independent readers performed the qualitative image
analysis in terms of assessing lesion detectability and
contrast quality using a five-point scale: 1, non
diagnostic; 2, poor; 3, acceptable; 4, good; 5, very
good. The group of readers comprised a junior
abdominal imaging attending one year post
fellowship training (RTG), an abdominal imaging
fellow (MRB) and a fifth year radiology resident
(DBH). In addition, each reader was asked to choose
the preferred imaging dataset.

c. Statistical analysis: Statistical analysis was performed
with SPSS software (version 17; SPSS, Chicago,
Illinois). Results of the quantitative analyses were
compared with a two-sided unpaired student’s T-test,
with p < 0.05 deemed significant. Interobserver
variability was assessed by means of a weighted kappa
statistic and an ROC analysis. Interobserver
agreement was classified as follows: a κ value of less
than 0.20 indicated poor agreement; a κ value of 0.21-
0.40, fair agreement; a κ value of 0.41-0.60, moderate
agreement; a κ value of 0.61-0.80, good agreement; a κ
value of 0.81-1.00, excellent agreement [10].

Results
All patients underwent MR imaging of the upper abdo-
men using Gd-BOPTA and Gd-EOB-DTPA. Mean time
interval between both examinations was 165 days (range
23–265 days).
a. Quantitative analysis: Mean SNR after injection of Gd-
BOPTA was significantly higher compared with Gd-
EOB-DTPA for all lesions, vessels and organs, in the
arterial as well as in the portal venous phase (p < 0.05)
(Figures 1, 2). Mean SNR for assessed lesions in the
arterial phase was 266.7 (range 50–528) for Gd-EOB
-DTPA and 567.5 (range 52–1956) for Gd-BOPTA,
respectively. Mean SNR for evaluated lesions in the
portal venous phase was 221.4 (range 72–428) for Gd-
EOB-DTPA and 617.6 (range 88–2502) for Gd-
BOPTA, respectively. Mean relative SNR was also
higher for Gd-BOPTA, but without being statistically
significant (e.g. mean relative SNR for assessed lesions
in the arterial phase was 0.9 (range 0.1-3.3) for Gd-
EOB-DTPA and 1.0 (range 0.1-3,8) for Gd-BOPTA;
mean relative SNR for evaluated lesions in the portal
venous phase was 0.6 (range 0.1-2.4) for Gd-EOB
-DTPA and 1.1 (range 0.1-4,5) for Gd-BOPTA,
respectively). For all measurements there was no
significant difference in relative CNR, neither in the
arterial nor in the portal venous phase (p > 0.05).

b. Qualitative analysis: For all readers there were no
significant differences in image quality comparing
imaging with Gd-BOPTA and Gd-EOB-DTPA
(Figure 3). Interobserver variability regarding the
assessment of image quality was fair for Gd-EOB
-DTPA and Gd-BOPTA with a mean weighted
kappa of 0.245 and 0.316, respectively. Interobserver
agreement for selection of image preference was
moderate (mean weighted kappa 0.485). The area
under the curve for the ROC-analysis was 0.464,
implying that there was no significant difference
comparing imaging with Gd-EOB-DTPA and Gd-
BOPTA.

Discussion
Extracellular contrast agents, such as gadopentetate
dimeglumine (Gd-DTPA, Magnevist, Bayer HealthCare),
have been in clinical use for more than two decades and
are well established. More recently, liver-specific con-
trast agents have become available for the detection and
characterization of focal hepatic lesions. Whereas Gd-
BOPTA has been approved for liver imaging by the
European authorities several years ago and certain ex-
perience and routine is available, Gd-EOB-DTPA is fairly
new and has gained FDA approval only in 2008.
Brismar et al. compared liver vessel and liver paren-

chymal enhancement after the injection of Gd-EOB
-DTPA and Gd-BOPTA using a bolus technique in ten
healthy volunteers. Results showed a higher maximum
of enhancement of the hepatic artery, portal vein and
middle hepatic vein during the arterial, portal venous
phase and delayed phase for Gd-BOPTA, while there
was no significant difference in liver parenchymal



Figure 1 Comparison of SNR measurements using Gd-EOB-DTPA (Eovist→, Bayer HealthCare, Wayne, NJ) and Gd-BOPTA (Multihance→,
Bracco, Princeton, NJ) in the arterial phase. Shown is the mean SNR for the extrahepatic lesion, as well as for different vessels and organs.
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contrast enhancement [7]. So far only few studies have
compared the performance of Gd-EOB-DTPA with
other more established contrast agents regarding the as-
sessment of extrahepatic tissues and vessels. Kühn et al.
compared the enhancement patterns of solid organs and
the abdominal aorta after the injection of gadobutrol
and gadoxetate disodium in 50 patients. Mean enhance-
ment indexes were higher for gadobutrol except for the
abdominal aorta, and it has been suggested that early dy-
namic MRI of the upper abdomen benefits from the
higher gadolinium concentration of gadobutrol than in
the organ-specific contrast agent gadoxetic acid [11].
Figure 2 Comparison of SNR measurements using Gd-EOB-DTPA (Eov
Bracco, Princeton, NJ) in the portal venous phase. Shown is the mean
and organs.
However, patients in the two compared contrast agents
groups were not the same. These results were similar to
those gained by Zizka et al. earlier [12]. A more recent
intraindividual comparison of liver, abdominal and pul-
monary vessel enhancement in staging for rectal carcin-
oma showed comparable contrast enhancement after
gadoxetic acid to gadobutrol [13]. Tamada et al. com-
pared enhancement patterns of solid abdominal organs
and vessels in 13 healthy volunteers after the injection of
Gd-DTPA (Magnevist) and Gd-EOB-DTPA. It has been
proposed that lower arterial vascular and parenchymal
enhancement with Gd-EOB-DTPA as compared with
ist→, Bayer HealthCare, Wayne, NJ) and Gd-BOPTA (Multihance→,
SNR for the extrahepatic lesion, as well as for different vessels



Figure 3 Comparison of Gd-BOPTA (A-C) and Gd-EOB-DTPA (D-E) for detection and characterization of a splenic hemangioma. Pre
contrast T1w images (A,D; top row), arterial phase images (B,E; middle row) and portal venous phase images (C,F; bottom row).
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GD-DTPA may require reassessment of its dose, despite
the higher late venous phase liver parenchymal enhance-
ment [8].
To the best of our knowledge, no study has so far

compared the enhancement effect of extrahepatic find-
ings in MR imaging with Gd-EOB-DTPA and Gd-
BOPTA. Our results show that even though mean SNR
in extrahepatic lesions, vessels and organs is significantly
higher after the injection of Gd-BOPTA compared with
Gd-EOB-DTPA, there is no significant difference in rela-
tive CNR with extrahepatic lesions being assessed ad-
equately. Thus, visual impression may differ after
injection of Gd-EOB-DTPA, but does not influence
image interpretation, and extrahepatic findings can be
assessed similarly to MRI after injection of Gd-BOPTA.
The circumstance that interobserver variability for Gd-
BOPTA is slightly better than for Gd-EOB-DTPA may
be justified to some extent by the fact, that gadoxetate
disodium is a relatively new contrast agent resulting in a
different image impression and that we are in the
process of gaining more routine [5-8].
Our study has a number of limitations. The time inter-

val between MRI examination with Gd-EOB-DTPA and
Gd-BOPTA was fairly long in some patients (mean 165 -
days). On the other hand, evaluated parenchymal lesions
showed no change in size and appearance between com-
parative studies, so that evaluation especially of meta-
static lesions could not be influenced by these factors.
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Also, comparative studies were performed on the same
scanners using identical imaging parameters. Another
limitation is the small sample size and heterogeneity of
incidentally detected lesions (malignant as well as be-
nign). As the same lesion was evaluated on two different
studies, we think that this intralesional comparison is
valid.

Conclusions
In conclusion, hepatocyte-specific contrast agents are in-
creasingly used for comprehensive MR imaging of the
liver. Incidental extrahepatic parenchymal findings are
common and need to be appraised when imaged. It is
known that the distinct pharmacokinetic and pharmaco-
dynamic properties of Gd-EOB-DTPA may result in a
different image appearance especially of primary and
secondary liver lesions. Therefore assessment of extrahe-
patic findings may unknowingly be influenced as well,
and a comparison of contrast agent performance is clin-
ically important. The results of our study show, that vis-
ual impression of incidental extrahepatic findings may
differ after injection of Gd-EOB-DTPA compared with
Gd-BOPTA, but does not influence image interpretation.
Reliable assessment of extrahepatic findings is feasible
using the hepatocyte-specific contrast agent Gd-EOB
-DTPA, although results need to be validated in future
studies with larger patient cohorts.

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

Authors’ contributions
KIR and EMM conceived and designed the experiments. KIR, DTB, DBH, MRB,
RTG and EMM performed the experiments and acquisition of data. KIR, DTB
and EMM analyzed the data. All authors participated in writing and revising
the manuscript.

Author details
1Department of Diagnostic and Interventional Radiology, Hannover Medical
School, Carl-Neuberg Str. 1, 30625 Hannover, Germany. 2Department of
Radiology, Duke University Medical Center, Box 3808, Durham, North
Carolina 27710, USA. 3University Hospital Basel, Radiology and Nuclear
Medicine, Petersgraben 4, CH-4031 Basel, Switzerland.

Received: 6 December 2012 Accepted: 19 February 2013
Published: 18 March 2013

References
1. Schuhmann-Giampieri G, Schmitt-Willich H, Press WR, Negishi C, Weinmann

HJ, Speck U: Preclinical evaluation of Gd-EOB-DTPA as a contrast agent in
MR imaging of the hepatobiliary system. Radiology 1992, 183:59–64.

2. Hamm B, Staks T, Mühler A, Bollow M, Taupitz M, Frenzel T, Wolf KJ,
Weinmann HJ, Lange L: Phase I clinical evaluation of Gd-EOB-DTPA as a
hepatobiliary contrast agent: safety, pharmacokinetics, and MR imaging.
Radiology 1995, 195:785–792.

3. Kirchin MA, Pirovano GP, Spinazzi A: Gadobenate dimeglumine (Gd-
BOPTA) - An overview. Invest Radiol 1998, 33:798–809.

4. Reimer P, Rummeny EJ, Shamsi K, Balzer T, Baldrup HE, Tombach B, Hesse T,
Berns T, Peters PE: Phase II clinical evaluation of Gd-EOB-DTPA: dose,
safety aspects, and pulse sequence. Radiology 1996, 199:177–183.

5. Ringe KI, Husarik DB, Sirlin CB, Merkle EM: Gadoxetate-disodium enhanced
MRI of the liver: Part 1, Protocol optimization and lesion appearance in
the non-cirrhotic liver. AJR Am J Roentgenol 2010, 195:13–28.
6. Cruite I, Schröder M, Merkle EM, Sirlin CB: Gadoxetate-disodium enhanced
MRI of the liver: Part 2, Protocol optimization and lesion appearance in
the cirrhotic liver. AJR Am J Roentgenol 2010, 195:29–41.

7. Brismar TB, Dahlstrom N, Edsborg N, Persson A, Smedby O, Albiin N: Liver
vessel enhancement by Gd-BOPTA and Gd-EOB-DTPA: a comparison in
healthy volunteers. Acta Radiol 2009, 50:709–715.

8. Tamada T, Ito K, Sone T, Yoshida K, Kakuba K, Tanimoto D, Higashi H,
Yamashita T: Dynamic contrast-enhanced magnetic resonance imaging
of abdominal solid organ and major vessel: comparison of enhancement
effect between Gd-EOB-DTPA and Gd-DTPA. J Magn Reson Imaging 2009,
29:636–640.

9. Goodwin MD, Dobson JE, Sirlin CB, Lim BG, Stella DL: Diagnostic pitfalls
and challenges in MR imaging with hepatocyte-specific contrast agents.
Radiographics 2011, 31:1547–1568.

10. Lim JS, Kim MJ, Myoung S, Park MS, Choi JY, Choi JS, Kim SI: MR
cholangiography for evaluation of hilar branching anatomy in
transplantation on the right hepatic lobe from a living donor. AJR Am J
Roentgenol 2008, 191:537–545.

11. Kuhn JP, Hegenscheid K, Siegmund W, Froehlich CP, Hosten N, Puls R:
Normal dynamic MRI enhancement patterns of the upper abdominal
organs: gadoxetic acid compared with gadobutrol. AJR Am J Roentgenol
2009, 193:1318–1323.

12. Zizka J, Kizo L, Ferda J, Mrklovsky M, Bukac J: Dynamic and delayed
contrast enhancement in upper abdominal MRI studies: comparison of
gadoxetic acid and gadobutrol. Eur J Radiol 2007, 62:186–191.

13. Huppertz A, Franiel T, Wagner M, Püttcher O, Wagner J, Rief M, Schwenke C,
Hamm B, Strassburg J: Whole-body MRI with assessment of hepatic and
extraabdominal enhancement after administration of gadoxetic acid for
staging of rectal carcinoma. Acta Radiol 2010, 52:842–850.

doi:10.1186/1471-2342-13-10
Cite this article as: Ringe et al.: Lesion detection and assessment of
extrahepatic findings in abdominal MRI using hepatocyte specific
contrast agents – comparison of Gd-EOB-DTPA and Gd-BOPTA. BMC
Medical Imaging 2013 13:10.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit


	Abstract
	Background
	Methods
	Results
	Conclusion

	Background
	Methods
	Patients
	MR imaging technique
	Image evaluation

	Results
	Discussion
	Conclusions
	Competing interests
	Authors’ contributions
	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 0.0000
  /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


