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Abstract

Background: Previous analysis clustered 1,238 individuals from the general population Genetics of Lipid Lowering
Drugs Network (GOLDN) study by the size of their fasting very low-density, low-density and high-density
lipoproteins (VLDL, LDL, HDL) using latent class analysis. From two of the eight identified groups (N = 251), ~75%
of individuals met Adult Treatment Panel III criteria for the metabolic syndrome (MetS). Both showed small LDL
diameter (mean = 19.9 nm); however, group 1 (N = 200) had medium VLDL diameter (mean = 53.1 nm) while
group 2 had very large VLDL diameter (mean = 65.74 nm). Group 2 additionally showed significantly more insulin
resistance (IR), and accompanying higher waist circumference and fasting glucose and triglycerides (all P < .01).
Since lipoprotein lipase hydrolyzes triglyceride in the VLDL-LDL cascade, we examined whether these two patterns
of lipoprotein diameter were associated with differences across two lipoprotein lipase (LPL) gene variants: D9N
(rs1801177) and S447X (rs328).

Findings: Mixed linear models that controlled for age, sex, center of data collection, and family pedigree revealed
no differences between the two groups for the D9N polymorphism (P = .36). However, group 2 contained
significantly more carriers (25%) of the 447X variant than group 1 (14%; P = .04).

Conclusions: This was the first study this kind to show an association between LPL and large VLDL particle size
within the MetS, a pattern associated with higher IR. Future work should extend this to larger samples to confirm
these findings, and examine the long term outcomes of those with this lipoprotein diameter pattern.
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Findings
The MetS is characterized by three or more of the fol-
lowing features: increased waist circumference (WC),
high triglycerides (TGs), lowered high density cholesterol
(HDL-C), hypertension and impaired fasting glucose [1].
Shifts in overall lipoprotein diameter to smaller LDL and
HDL particles, and to larger VLDL particles have addi-
tionally been shown to associate with the individual
features of the MetS [2].
Our previous research grouped individuals according to

the fasting diameters of their VLDL, LDL and HDL parti-
cles. Two groups emerged where individuals, on average,
met the adult treatment panel (ATP) III criteria for the

MetS. Both groups had small LDL diameters (mean =
19.9 nm), but one group with larger VLDL diameters
(65.74 vs 53.1 nm) showed higher IR as measured by
homeostatic model assessment (HOMA-IR; Table 1); and
increased features of the MetS associated with higher IR:
higher fasting glucose, TG, and WC (Table 1).
LPL hydrolyzes TGs from VLDL forming LDL, thus is a

source of lipoprotein size heterogeneity. We therefore
aimed to examine whether there were differences in two
variants in the LPL gene between two groups of MetS indi-
viduals, defined by their fasting lipoprotein diameter
pattern.

Materials and Methods
Participants and study design
The study sample includes 251 men and women partici-
pating in the general population of the GOLDN study.
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The majority of participants were re-recruited from
three-generational pedigrees from two field centers in
Minnesota and Utah. Nearly all individuals were of Eur-
opean descent. The study protocol has been published
elsewhere [3], and was approved by the institutional
review boards of the Universities of Alabama, Minne-
sota, and Utah and Tufts University.
Latent class analysis (LCA) was used to group all

GOLDN individuals according to the diameter of their
fasting (8-hour fast) VLDL, LDL and HDL particles,
determined by nuclear resonance spectroscopy. LCA is a
form of cluster analysis that groups individuals based on
similarities within specified measures, and uses an itera-
tive approach to determine the number of groups
(classes) that best explains the population variance and
covariance in the measures [4]. Initially, all participants
are considered to be in a single class and classes are
added until an additional class does not improve the fit
of the model, as assessed using the log Bayes Factor
(logBF). The LCA was implemented using the TRAJ Pro-
cedure in SAS [5]. As the LCA uses maximum likeli-
hood estimation, the absolute diameter was standardized
within each fraction of HDL, LDL and VLDL to ease
optimization.

LCA grouped all GOLDN individuals into 8 classes
(groups) according their fasting VLDL, LDL and HDL
diameters. For two groups (N = 251), the average number
of MetS features per member (3.5; Table 1) indicated that
the majority of individuals within these groups met ATP-
III criteria for the MetS. The two groups were not distin-
guished by the diameter of their LDL or HDL particles
but by that of their VLDL particles (Table 1). The current
analysis examined these groups for differences in three
variants within the LPL gene.

Genotype data
Genomic data was isolated from blood samples using
routine DNA isolation sets (Qiagen, Valencia, CA,
USA), using a TaqMan assay with allele-specific probes
on the ABI Prism 7900HT Sequence Detection System
(Applied Biosystems, Foster City, CA, USA) according
to the standardized laboratory protocols.

SNP selection
Three nonsynonymous cSNPs at LPL codons 9, 291, and
447, namely, D9N, M107 and S447X were chosen for
literature reports of genetic associations or lipid-related
biological function. The minor allele frequency (MAF)
of M107 was 0, and so excluded from analysis.

Statistical analysis
All analyses were conducted in SAS v9.2. Hardy-Wein-
berg equilibrium (HWE) was determined using c2 analy-
sis. For genotype-phenotype associations, regression
analysis was conducted using the “PROC GENMOD”
command with genotype frequency, age, age2 and age3,
sex, and center of data collection as predictors, and LCA
group as the outcome. Pedigree was treated as a fixed
random effect. To increase power, carriers of the minor
allele for each genotype were compared to non carriers.

Results
Participant characteristics
Lipoprotein, demographic and MetS-related characteris-
tics are shown in Table 1.

LPL genotypes
Genotype frequencies did not deviate from HWE expec-
tations (P < .05). At the D9N locus, individuals were
either homozygous for D9 allele (frequency = .94) or
heterozygous (frequency = .06). The S447X locus
showed individuals who were homozygous for the major
allele (S447; frequency = .84), the minor allele (X447;
frequency = .08) or heterozygous (frequency = .16).

Genotype-phenotype associations
The D9N minor allele (MAF = .10) did not show a
group association (P = .36; Table 1); however in the

Table 1 Lipid, demographic, genetic and MetS-related
characteristics for participants by group

Group 1 Group 2

N 200 51

Gender; % male 72 61

Age, y 50.51 (14.99) 50.94 (14.84)

Lipoprotein diameters

VLDL** 53.07 (3.33) 65.74 (4.92)

LDL 19.79 (0.43) 20.05 (0.56)

HDL 8.39 (0.23) 8.45 (0.24)

Sera lipoprotein particle concentrations (nmol/L)

VLDL 108.62 (51.43) 76.43 (54.20)

LDL 1760.02
(469.19)

1624.28
(488.76)

HDL 29.06 (5.49) 30.22 (5.27)

MetS, and related features

Waist circumference; cm 106.54 (14.80) 109.27 (14.26)

Fasting glucose, (mmol/L)** 5.99 (1.19) 6.37 (1.70)

Diabetes, %** 13 24

Fasting TGs (mmol/L)** 2.37 (1.07) 3.43 (3.76)

HOMA-IR* 4.92 (3.08) 6.56 (4.78)

Total No of MetS counts 3.44 (1.19) 3.45 (1.15)

Individuals meeting ATP-III MetS
criteria; %

72.5 76.5

Genotype data, Minor allele carriers, %

LPL S447X* 14 25

D9N 7 4

*P < .05 **P < .001 All models control for age, sex, centre of data collection
and family pedigree.
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fully adjusted model (controlling for age, sex, data col-
lection center and pedigree) there were significantly
more carriers of the minor allele 447X variant (MAF =
.08) in group 2, than group 1 (P = .04).

Discussion
This study provides evidence that the minor allele of the
LPL S774X variant is associated with larger VLDL dia-
meters within groups defined by a lipoprotein diameter
pattern which includes small LDL and HDL particles. The
majority of individuals within these groups met ATP-III
criteria for the MetS, and the pattern of large VLDL in
addition to the small LDL and HDL particles additionally
associates with higher IR, as well as the highest WC, fast-
ing glucose and TGs, and diabetes prevalence. We did not
find any association with lipoprotein diameter pattern and
the D9N polymorphism.
The LPL S447X variant has been implicated in func-

tional relevance to lipid parameters [6]. The main func-
tions of the LPL S447X variant are the hydrolysis of
plasma TGs, and in mediating the clearance of athero-
genic remnant lipoproteins from the circulation [7].
Total missense, and nonsense mutations lead to type I
hyperlipoproteinemia characterized by the accumulation
of chylomicrons in the circulation [8]. The validity of our
findings is emphazied by previous associations of the
S447X variant with a number of lipid parameters [6,9,10],
and also the presence of the MetS [10], and associations
with peak LDL particle size [11]. However, this is the first
study, to our knowledge, to associate variants with a pat-
tern of particle sizes created using information from all
three fractions of lipoprotein, which associates with the
highest IR within the MetS.
The associations observed in this study must be

viewed with a number of considerations. These include
the small sample size combined with the low MAF for
both variants, and the restriction of results to white
Americans of European descent. It was this modest
sample size that precluded gender stratified analyses.
Nonetheless we provide evidence that the LPL 447X
allele associates with a pattern of particle sizes (small
LDL and HDL, and large VLDL diameters) which, in
turn, is associated with the higher IR, WC, fasting TG
and glucose and diabetes prevalence among groups
where individuals meet ATP-III criteria for the MetS.
Given the small sample size, and novelty of the pheno-
type (lipoprotein diameter pattern) replication in addi-
tional studies is warranted.

List of abbreviations
GOLDN: Genetics of Lipid-Lowering Drugs Network; HDL: High-density
lipoprotein; LDL: Low-density lipoprotein; LPL: Lipoprotein Lipase; MetS:
Metabolic syndrome; TG: Triglycerides; VLDL: Very low-density lipoprotein;
WC: Waist circumference

Acknowledgements
We are grateful to the staff of the GOLDN study for the assistance in data
collection and management.
Sources of funding
This study was funded by NHLBI grant number U01HL072524. Financial
disclosures: None to declare. Disclosure: All authors declare that they have no
conflicts of interests.

Author details
1Department of Epidemiology, University of Alabama at Birmingham, School
of Public Health, Alabama, USA. 2Department of Biostatistics, Section on
Statistical Genetics, University of Alabama at Birmingham, School of Public
Health, Alabama, USA. 3Department of Medicine, Division of Preventive
Medicine, University of Alabama at Birmingham, Alabama, USA. 4Birmingham
Veterans Affairs Medical Center, Birmingham, Alabama, USA. 5Nutrition
Obesity Research Center, University of Alabama at Birmingham, School of
Public Health, Alabama, USA. 6Division of Statistical Genomics, Department
of Genetics, Washington University, School of Medicine, 4444 Forest Park
Boulevard - Box 8506, St. Louis, Missouri, USA. 7Department of Laboratory
Medicine and Pathology, University of Minnesota, MN, USA. 8Department of
Internal Medicine, University of Utah, Salt Lake City, Utah, USA. 9Jean Mayer
United States Department of Agriculture Human Nutrition Research Center
on Aging, Tufts University, Boston, Massachusetts, USA. 10The Department of
Epidemiology and Population Genetics. Centro Nacional Investigación
Cardiovasculares Madrid, Spain.

Authors’ contributions
All authors read and approved the final manuscript. ACW carried out the
analysis and wrote the manuscript, SG, WTG, EKK, IBB, HKT, MYT, PNH and
JMO helped with critical revision of the manuscript, DKA is PI of the study
and helped with critical revision of the manuscript.

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

Received: 15 July 2011 Accepted: 19 August 2011
Published: 19 August 2011

References
1. Alberti KG, Eckel RH, Grundy SM, Zimmet PZ, Cleeman JI, Donato KA,

Fruchart JC, James WP, Loria CM, Smith SR Jr: Harmonizing the metabolic
syndrome: a joint interim statement of the International Diabetes
Federation Task Force on Epidemiology and Prevention; National Heart,
Lung, and Blood Institute; American Heart Association; World Heart
Federation; International Atherosclerosis Society; and International
Association for the Study of Obesity. Circulation 2009, 120:1640-5.

2. Garvey WT, Kwon S, Zheng D, Shaughnessy S, Wallace P, Hutto A, Pugh K,
Jenkins AJ, Klein RL, Liao Y: Effects of insulin resistance and type 2
diabetes on lipoprotein subclass particle size and concentration
determined by nuclear magnetic resonance. Diabetes 2003, 52:453-62.

3. Kabagambe EK, Ordovas JM, Tsai MY, Borecki IB, Hopkins PN, Glasser SP,
Arnett DK: Smoking, inflammatory patterns and postprandial
hypertriglyceridemia. Atherosclerosis 2009, 203:633-9.

4. Andruff HN, Thompson A, Gaudreau P, Louvet B, Carraro H: Latent Class
Growth Modelling: A Tutorial. Tutorials in Quantitative Methods for
Psychology 2009, 5:11-24.

5. Jones BL, Nagin DS, Roeder K: A SAS procedure based on minture models
for estimating developmental trajectories. Socological Methods & Research
2010, 29:374-93.

6. Willer CJ, Sanna S, Jackson AU, et al: Newly identified loci that influence
lipid concentrations and risk of coronary artery disease. Nat Genet 2008,
40:161-9.

7. Beisiegel U, Weber W, Bengtsson-Olivecrona G: Lipoprotein lipase
enhances the binding of chylomicrons to low density lipoprotein
receptor-related protein. Proc Natl Acad Sci USA 1991, 88:8342-6.

8. Yang WS, Nevin DN, Peng R, Brunzell JD, Deeb SS: A mutation in the
promoter of the lipoprotein lipase (LPL) gene in a patient with familial
combined hyperlipidemia and low LPL activity. Proc Natl Acad Sci USA
1995, 92:4462-6.

9. Jensen MK, Rimm EB, Rader D, Schmidt EB, Sørensen TI, Vogel U, Overvad K,
Mukamal KJ: S447X variant of the lipoprotein lipase gene, lipids, and risk

Wood et al. Lipids in Health and Disease 2011, 10:143
http://www.lipidworld.com/content/10/1/143

Page 3 of 4

http://www.ncbi.nlm.nih.gov/pubmed/19805654?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19805654?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19805654?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19805654?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19805654?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19805654?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12540621?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12540621?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12540621?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18804210?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18804210?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21863593?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21863593?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18193043?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18193043?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1656440?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1656440?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1656440?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/7753827?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/7753827?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/7753827?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19185650?dopt=Abstract


of coronary heart disease in 3 prospective cohort studies. Am Heart J
2009, 157:384-90.

10. Komurcu-Bayrak EA, Onat A, Poda M, Humphries SE, Acharya J, Hergenc G,
Coban N, Can G, Erginel-Unaltuna N: The S447X variant of lipoprotein
lipase gene is associated with metabolic syndrome and lipid levels
among Turks. Clin Chim Acta 2007, 383:110-5.

11. Skoglund-Andersson C, Ehrenborg E, Fisher RM, Olivecrona G, Hamsten A,
Karpe F: Influence of common variants in the CETP, LPL, HL and APO E
genes on LDL heterogeneity in healthy, middle-aged men. Atherosclerosis
2003, 167:311-7.

doi:10.1186/1476-511X-10-143
Cite this article as: Wood et al.: Lipoprotein Lipase S447X variant
associated with VLDL, LDL and HDL diameter clustering in the MetS. Lipids
in Health and Disease 2011 10:143.

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

Wood et al. Lipids in Health and Disease 2011, 10:143
http://www.lipidworld.com/content/10/1/143

Page 4 of 4

http://www.ncbi.nlm.nih.gov/pubmed/19185650?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17555736?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17555736?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17555736?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12818414?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12818414?dopt=Abstract

	Abstract
	Background
	Findings
	Conclusions

	Findings
	Materials and Methods
	Participants and study design
	Genotype data
	SNP selection
	Statistical analysis

	Results
	Participant characteristics
	LPL genotypes
	Genotype-phenotype associations

	Discussion
	Acknowledgements
	Author details
	Authors' contributions
	Competing interests
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /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 false
  /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 /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 500
  /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 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 500
  /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 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /Warning
  /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 <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 5.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. 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 suitable for reliable viewing and printing of business documents.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


