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This Application Note contains important information about this product

AFFINILUTE™ MIP - Amphetamines

Description Quantity Part Number

AFFINILUTE MIP Amphetamines 25 mg/3 mL 50 M28-0002-B

Molecularly imprinted polymers (MIPs) are a class of highly cross-linked polymers- engineered to bind one target compound
or a class of structurally related target compounds with high selectivity. Selectivity is introduced during MIP synthesis in
which a template molecule, designed to mimic the analyte, guides the formation of specific cavities or imprints that are
sterically and chemically complementary to the target analyte(s). It is therefore critical for analysts to use the methodology
described below when using this phase. Conventional generic methodologies employed with conventional SPE chemistries
(e.g., reversed-phase C18) will yield sub-optimal results when employed with this phase.

Extraction of Amphetamines from Urine

The following method(s) have been developed for the class-selective extraction of Amphetamine, Methamphetamine,
Phentermine, MDA, MDMA, MDEA from human urine. The method is highly reproducible and offers an average recovery greater
than 80%. Lower limits of detection and quantification from 1 mL urine using the described AFFINILUTE and LC-MS-MS
procedures are as follows:

LOD (ng/mL) LOQ (ng/mL)
Methamphetamine 0.0020 0.0066
Amphetamine 0.0022 0.0073
MDA 0.0129 0.0430
MDMA 0.0009 0.0030
MDEA 0.0008 0.0025
Phentermine 0.0044 0.0150

Extraction Procedure:

A flow = 0.5 mL/min. is recommended during sample load, 0.5-1 mL/min. during wash steps, and ~0.2
mL/min. for elution. If possible, use gravity flow during the sample load step. A gentle vacuum (-0.4 bar or
-12 inHg for 5-10 s) should be applied between each wash step and between the elution fractions unless
described otherwise.
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Analyte: Amphetamine, Methamphetamine, Phentermine, MDA, MDMA, MDEA

Sample Matrix: Human urine

The method is optimized for the class-selective extraction of trace levels of multiple amphetamines in human urine.

General Comments: Using the described procedure, ion-suppression is reduced thereby allowing lower limits of quantification relative to

traditional SPE procedures.

Dilute up to 5 mL urine with 10 mM NH4Ac pH 8.0 (1:1, v/v). Adjust to pH 7.5-8.5 with NH3 or CH3COOH. For particulate
Sample Pre-treatment: |laden samples, centrifuge at 3000 g for 10 minutes and isolate supernatant for SPE preparation. Apply deuterated internal
standard as necessary.

1. Condition/equili- e 1 mL methanol
brate cartridge with: | 1 mL 10 mM NH4Ac buffer pH 8.0

2.Load sample: Apply 1 mL diluted urine sample. Note that up to 10 mL diluted urine sample can be applied.

Note: recommended

flow rate is 3 mL/min Note: Flow rate at <0.5 mL/min. is recommended during sample load. If possible use gravity flow during the sample load

for natural water, and step.
~0.5 mL/min. for
urine/plasma
3. Wash e 2 x 1 mL DI water (elution of salt and matrix components).
(interference Important: Do not let the cartridge dry after the water wash steps
elution): e 1 mL 60% acetonitrile in DI water (elution of hydrophobic matrix components)
The wash steps should | yportant: Apply vacuum through cartridge for 5-10 min. to remove residual moisture from cartridge (-1 bar, -20 in Hg,
be performed in the or ~70kPa).

prescribed order. A flow
rate of 0.5-1 mL/min. is
recommended for each

e 1 mL 1% acetic acid in acetonitrile Apply a gentle vacuum (-0.4 bar or -12 inHg) for ~30 sec. to the cartridge
before elution.

wash step.
4. Analyte elution: Elute amphetamines with 2 x 1 mL 1% formic acid in methanol. Apply a gentle vacuum (-0.4 bar or -12 inHg) for ~30
Note: recommended sec. to the cartridge between each elution fraction.

flow rate ~0.2 mL/min. | Evaporate the elution solvent to dryness and reconstitute in 100 pL mobile phase (90% A and 10% B) prior to analysis.
For GC-MS analysis, reconstitute and derivatize according to the selected method.
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Note that the original LC-MS-MS method developed and validated using TFA as a mobile phase
pH modifier/ion-pairing agent was based on a method described by Fuh et al (1). Under these run
conditions, excellent peak shape/efficiency and minimal ion-suppression was observed allowing for
maximum sensitivity during chromatographic analysis.

However, for analysts concerned with using TFA as a mobile phase ion-pairing agent, an
alternative method was developed using ammonium acetate buffer. Please note that when using
the ammonium acetate method, instrumental LOQs for the amphetamine compounds will be
inferior relative to the TFA method, and a run time of at least 17 minutes will be required to
achieve proper re-equilibration of HPLC column.

Column: Ascentis® C18, 15 cm x 2.1 mm L.D., 5 um particles (581304-U)

Instrument: Sciex API 3200

Mobile phase A:  0.05% TFA in DI water OR 13 mM ammonium acetate, pH 7

Mobile phase B:  0.05% TFA in acetonitrile OR 13 mM ammonium acetate in acetonitrile (when
using ammonium acetate buffer as mobile phase A)

Temperature: 22 °C
Flow rate: 0.2 mL/min. split
Gradient: Min A% B%
0.0 90 10
7.0 70 30
10.0 70 30
11.0 10 90
11.2 90 10
15.0 90 10
Detection: MS/MS, MRM transitions:
Compound Rt (min.) Q1/Q3 DP | EP | CEP | CE | CXP
Amphetamine 7.80 136/119 20 | 7.5 | 12 13 2
136/91 30 2
Methamphetamine 8.33 150/119 25 5 12 14 2
150/91 29 2
Methampetamine D8 (IS) 8.33 158/124 30 5 12 14 2
158/93 25 2
Phentermine 8.66 150/133 25 5 12 13 2
150/91 29 2
MDA 8.04 180/163 25 5 12 14 2
180/105 33 2
MDMA 8.48 194/163 27 5 15 18 2
194/105 33 2
MDMA Ds IS 8.48 199/165 25 4 10 17 4
199/136 29 4
MDEA 9.18 208/163 27 5 15 18 2
208/105 35 2
Polarity: Positive
Ion source: Turbospray
Ion spray voltage: 5500 V
Source temp: 600 °C
Collision gas: 6 psi
Curtain: 10 psi
Ion source gas 1 60 psi
Ion source gas 2 60 psi
Dwell time: 100 msec.
Run time: 15 min.
injection Volume 20 pL
Ordering Information
Description ‘ Quantity ‘Part Number
AFFINILUTE MIP - Amphetamines (class selective)
25 mg/3 mL ‘ 50 ‘MZS—OOOZ—B

1.Determination of amphetamine and methamphetamine in urine by solid phase extraction and ion-pair liquid
chromatography electrospray-tandem mass spectrometry, Fuh M, Wu T, Lin T, Talanta 68 (2006) 987-99.

NORTH AMERICA

Main Office: +1 704 654 4900
Toll Free: +1 800 446 4752
Fax: +1 704 654 4917

Order Tel: +1 704 654 4900
press (4) at the auto attendant
Order Fax: +1 434 296 8217
ordermailbox@biotage.com
1-pointsupport@biotage.com
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www.biotage.com.

Copyright © 2010. All rights reserved. All brand and product names are trademarks or registered trademarks of
their respective companies. The information contained in this document is subject to change without notice.

AN-708

o
Biotage | D

www.biotage.com




AN712

This Application Note contains important information about this product

AFFINILUTE™ MIP - TSNAs

Description Quantity Part Number
AFFINILUTE MIP TSNAs 50 mg/10 mL 50 M21-0005-G
AFFINILUTE MIP TSNAs 50 mg/3 mL 50 M21-0005-B

Molecularly imprinted polymers (MIPs) are a class of highly cross-linked polymers- engineered to bind one target compound
or a class of structurally related target compounds with high selectivity. Selectivity is introduced during MIP synthesis in
which a template molecule, designed to mimic the analyte, guides the formation of specific cavities or imprints that are
sterically and chemically complementary to the target analyte(s). It is therefore critical for analysts to use the methodology
described below when using this phase. Conventional generic methodologies employed with conventional SPE chemistries
(e.g., reversed-phase C18) will yield sub-optimal results when employed with this phase.

Extraction of TSNAs from urine

The following methods have been developed for the selective extraction of tobacco specific nitrosamines (NNN, NNK, NAT,
and NAB) from human urine. The method is highly reproducible and offers an average recovery of 80% (95% for NNK and
NAT; and 70% for NNN and NAB). Detection limits of 4 pg/mL are readily achieved for urine samples using LC-MS-MS
analysis.

Extraction Procedure:
A flow rate of ~0.5 mL/min. is recommended. For analyte elution a flow rate of ~0.2 mL/min. is recommended.

Analyte:

NNN, NNK, NAT and NAB

Sample Matrix:

Human urine

General Comments:

The method is optimized for the extraction of tobacco specific nitrosamines from urine.

Using the exhaustive wash steps detailed in this method, TSNA detection levels of 4 pg/mL urine are achievable via LC-
MS/MS analysis.

Sample Pre-treatment:

Adjust sample pH to 5.5 with acetic acid. Add 1 ng/mL NNK d3 internal standard.

For urine glucoronidase treatment, please refer to Stepanov, 2005.

1. Condition/equilibrate

cartridge with:

e 1 mL methanol
e 1 mL DI water
Do not allow the cartridge to dry during conditioning

2.Load sample:
Note: recommended

flow rate ~0.5 mL/min.

Apply 1 mL sample to the cartridge.

3. Wash
(interference
elution):
Note: Apply gentle
vacuum between each
wash step.

e 1 mL 10 mM ammonium acetate, pH 5.5

e Apply full vacuum through cartridge for 10 min. to remove residual moisture from cartridge.
e 1 mL heptane (selective removal of hydrophobic interferences)

e Apply full vacuum through cartridge for 5 min. to remove residual solvent.

4 Analyte elution:
Note: recommended

flow rate ~0.2 mL/min.

Elute TSNAs with 2 x 1 mL 10% methanol in dichloromethane. Apply a gentle vacuum between each fraction. Evaporate
and reconstitute with 100 pL LC mobile phase prior to analysis.
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Recommended Analytical Technique:

LC-MS-MS or LC-MS

Column:
Instrument:
Mobile phase A:
Mobile phase B:
Temperature:
Flow rate:
Gradient:

Detection:

Polarity:

Ion source:

Ion spray voltage:
Decluster potential:

Entrance potential:

Source temp:

Collision gas:

Collision cell exit potential:
Curtain:

Dwell time:

Run time:

Injection volume:

Ascentis® C18, 5 cm x 3 mm I.D., 3 pm particles (581307-U)
Sciex API 3200
10 mM ammonium formate, pH 6.1

acetonitrile

25 °C

0.5 mL/min.

Time (min.) %A %B
0.0 90 10
1.0 90 10
4.0 60 40
5.0 30 70
6.0 30 70
6.1 90 10
9.0 90 10

MS/MS, MRM transitions
NNK (208.10/122.00)
NNN (178.20/148.10)
NAB (192.20/162.20)
NAT (190.10/160.20)
1.S. (211.30/122.10)
Positive

Turbospray

5500 V

25 V for NNK, 22 V for NNN, 30 V for NAB, 20 V for NAT,
25 V for NNK-d3,

5.0V

500 °C

5 psi

5.0V

30 psi

100 msec.

9 min.

10 pL

Tobacco-Specific Nitrosamines and Their Pryridine-N-glucuronides in Urine of Smokers and Smokeless Tobacco Users,
Stepanov I, Hecht S, Cancer Epidemiology Biomarkers and Prevention Vol. 14, 885-891, April 2005

Ordering Information

Description Quantity Part Number
AFFINILUTE - TSNAs (NNK, NNN, NAB, NAT)

50 mg/10 mL (LRC) 50 M21-0005-G
50 mg/3 mL 50 M21-0005-B

NORTH AMERICA

Main Office: +1 704 654 4900
Toll Free: +1 800 446 4752
Fax: +1 704 654 4917

Order Tel: +1 704 654 4900
press (4) at the auto attendant
Order Fax: +1 434 296 8217
ordermailbox@biotage.com
1-pointsupport@biotage.com

EUROPE

Main Office: +46 18 56 5900
Fax: +46 18 59 1922

Order Tel: +46 18 56 57 10

Order Fax: +46 18 56 57 05
order@eu.biotage.com

JAPAN

Tel: +81 422 28 1233
Fax: +81 422 28 1236
jp_order@biotage.com

To locate a distributor please
visit our web site at
www.biotage.com.

Copyright © 2010. All rights reserved. All brand and product names are trademarks or registered trademarks of
their respective companies. The information contained in this document is subject to change without notice.
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AN713

This Application Note contains important information about this product

AFFINILUTE™ MIP - NNAL

Description Quantity
AFFINILUTE MIP NNAL 25 mg/10 mL 50
AFFINILUTE MIP NNAL 25 mg/3 mL 50

Molecularly imprinted polymers (MIPs) are a class of highly cross-linked polymers- engineered to bind one target compound
or a class of structurally related target compounds with high selectivity. Selectivity is introduced during MIP synthesis in
which a template molecule, designed to mimic the analyte, guides the formation of specific cavities or imprints that are
sterically and chemically complementary to the target analyte(s). It is therefore critical for analysts to use the methodology
described below when using this phase. Conventional generic methodologies employed with conventional SPE chemistries

(e.g., reversed-phase C18) will yield sub-optimal results when employed with this phase.

Extraction of free & total NNAL for LC-MS-MS Analysis*

The following methods have been developed for the selective extraction of the tobacco specific nitrosamine, NNAL

(4-(methylnitrosamino)-1-(3-pyridyl)-1-butanol) from aqueous sample matrices such as biological fluids (e.g., urine). The
method is highly reproducible and offers NNAL recoveries in the range of 90% and a limit of detection below 5 ppt. The
described methods have been adapted for the extraction of free and total NNAL.

Extraction Procedure:

A flow rate of ~0.5 mL/min. is recommended. For analyte elution a flow rate of ~0.2 mL/min. is recommended.

Analyte:

NNAL

Sample Matrix:

Urine

General Comments:

Both free and total NNAL (free NNAL + NNAL-glucoonride) can be extracted using this method.

Sample Pre-treatment:

Free NNAL: Add internal standard NNAL d3 (200 pg/mL) to each sample. Certrifuge for 10 min. at 5000 rpm. Adjust super-
natant to pH 6-7 with acetic acid. To improve flow, samples can be diluted 1:1 with 50 mM ammonium dihydrogen phos-
phate buffer, pH 6.4.

Total NNAL: Dilute 5 mL urine sample with 10 mL 50 mM ammonium dihydrogen phosphate (NH,H,PO, *2H,0), pH 6.4. Add
20 pL of 100 ng/mL [*3C,] NNAL ISTD to diluted sample. Add 0.5 mL 20,000 unit/mL B-glucuronidase solution (Type IX-A
from E. coli.) and incubate at 37 °C for 24 to 48 hours. Filter diluted sample with 0.45 pm filter.

1. Condition/equilibrate

cartridge with:

¢ 1 mL dichloromethane

e 1 mL methanol

e 1 mL DI water

¢ Do not allow to dry prior to sample load

N

.Load sample:
Note: recommended

flow rate ~0.5 mL/min.

Apply diluted sample (see sample pre-treatment) to the cartridge. A maximum sample volume of 5 mL (undiluted urine)
should be applied. Recovery may be reduced with larger volumes.

3. Wash
(interference
elution):
Note: Apply gentle
vacuum between each
wash step.

e 2 x 1 mL DI water (selective elution/removal of salts and hydrophilic matrix components)

o Apply full vacuum through cartridge for 10 min. to remove residual moisture from cartridge.
e 1 mL toluene

e 1 mL toluene: DCM (9:1, v/v)

e 1 mL toluene: DCM (4:1, v/v)

e Apply full vacuum through cartridge for 2 min. to remove residual solvent.

»

Analyte elution:
Note: recommended

flow rate ~0.2 mL/min.

Elute NNAL with 2 x 1 mL 10% methanol in DCM. Apply a gentle vacuum between each DCM fraction. Evaporate and
reconstitute with LC mobile phase (150 pL, 10 mM ammonium formate, pH 6.1) prior to analysis.
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Recommended Analytical Technique:

LC-MS-MS
Column: Ascentis® Express C18, 5 cm x 2.1 mm I.D., 2.7 ym particle size (581307-U)
Instrument: API3200 MS/MS
mobile phase: 10 mM ammonium formate (pH 6.1) (A) and acetonitrile (B)
flow rate: 0.5 mL/min.
temperature: 25 °C
Detection: API3200 MS/MS
Injection volume: 10 pL
MRM transitions: |Analyte Q1 Q3 |Time (ms)| DP | EP | CEP | CE | CXP
NNAL Quantification 210.00 |180.20 200 27 5 10 14 5
NNAL-d3 Quantification | 213.00 |183.20 200 27 5 10 14 5
NNAL Identification 210.00 | 93.20 200 27 5 10 27 5
NNAL-d3 Identification 213.00 | 93.20 200 27 5 10 27 5
Approximate Retention Time:
NNAL 2.1 min.
NNAL-d3 2.0 min.
Ion mode: Positive
Ion source: Turbospray, ESI
Ion spray voltage: 4000 V
Source temp.: 400 °C
Gradient: Min. A% B%
0.00 90 10
1.50 70 30
2.50 70 30
2.60 90 10
4.50 90 10
Ordering Information
Description Quantity Part Number
AFFINILUTE - NNAL
25 mg/10 mL (LRC) 50 M06-0002-G
25 mg/3 mL 50 M06-0002-B
Related Products
Description Quantity Part Number
AFFINILUTE - TSNAs (NNK, NNN, NAB, NAT)
50 mg/10 mL (LRC) 50 M21-0005-G
50 mg/3 mL 50 M21-0005-B

1. This method is based on the work published by the Center for Disease Control and Prevention: Analysis of the Tobacco-Specific
Nitrosamine 4-(MethyInitrosamino)-1-(3-pyridyl)-1-butanol in Urine by Extraction on a Molecularly Imprinted Polymer Column and Liquid
Chromatography/Atmospheric Pressure Ionization Tandem Mass Spectrometry, Xia Y, McGuffey JE, Bhattacharyya S, Sellergren B, Yilmaz
E, Wang L, and Bernert JT, Anal. Chem. 77 (2005) 7639-7645.

NORTH AMERICA

Main Office: +1 704 654 4900
Toll Free: +1 800 446 4752
Fax: +1 704 654 4917

Order Tel: +1 704 654 4900
press (4) at the auto attendant
Order Fax: +1 434 296 8217
ordermailbox@biotage.com
1-pointsupport@biotage.com

EUROPE

Main Office: +46 18 56 5900
Fax: +46 18 59 1922

Order Tel: +46 18 56 57 10

Order Fax: +46 18 56 57 05
order@eu.biotage.com

JAPAN

Tel: +81 422 28 1233
Fax: +81 422 28 1236
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To locate a distributor please
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Copyright © 2010. All rights reserved. All brand and product names are trademarks or registered trademarks of
their respective companies. The information contained in this document is subject to change without notice.

AN-713

e
Biotage | D

www.biotage.com





<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /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 /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile true
  /CreateJobTicket true
  /DefaultRenderingIntent /Default
  /DetectBlends false
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize false
  /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 /Remove
  /UsePrologue false
  /ColorSettingsFile (None)
  /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 2400
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly true
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox false
  /PDFXBleedBoxToTrimBoxOffset [
    0.30000
    0.30000
    0.30000
    0.30000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. 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 high-quality prepress printing.  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 /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [614.693 884.693]
>> setpagedevice


