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A copper-mediated deuterotrifluoromethylation of α‑diazo esters under the promotion of deuterium oxide (D2O) 
has been developed for the synthesis of deuterium-labeled trifluoromethyl compounds. This deuterotrifluoromethyl-
ation reaction is of broad scope and can afford the deuterated products with higher than 99% isotopic purity. More-
over, the results of this investigation also provide some experimental evidences to support our previously proposed 
trifluoromethylation mechanism.  

Keywords  copper, trifluoromethylation, deuterium, diazo compounds 

 

Introduction 

Fluorine-containing organic molecules are widely 
applied in pharmaceuticals, agrochemicals and func-
tional materials due to their improved lipophilicity, 
metabolic stability and bioavailability endowed by the 
unique fluorine atom.[1] As one of the most common 
fluorinated moieties, trifluoromethyl group (CF3) is 
frequently used in pharmaceutical and agrochemical 
research to enhance the bioactivity of organic mole-
cules.[2] Exploring new methods for introducing CF3 
into organic molecules is remarkably one of the hotspots 
in modern organic chemistry. Recently, many break-
throughs on the Cu- and Pd-catalyzed/mediated trifluo-
romethylation of aromatic carbons have been 
achieved.[3] However, transition-metal-assisted trifluo-
romethylation of aliphatic carbons is less developed.[4] 

Isotopic substitution can be used to determine the 
mechanism of a chemical reaction via the kinetic iso-
tope effect.[5] Isotopic labeled compounds, are often 
used as isotope tracer in medical diagnostics, age- 
determination of radioisotope-containing materials, 
quantifying proteins, etc.[6] The late-stage introduction 
of isotopes is often based on isotope-exchanging meth-
od, which always gives impure isotope labeled chemi-
cals.[7] 

Previously, we reported a Cu-mediated trifluoro-
methylation of α‑diazo esters (Scheme 1).[8] The mech-
anism investigation suggested that the reaction involves 
a migratory insertion of carbene ligand into trifluoro-
methyl-copper bond, giving an α-trifluoromethyl-α- 
copper ester intermediate I. There are two reaction 
pathways for the further transformation of intermediate 

I: (i) β-fluoride elimination under anhydrous conditions 
to give 1,1-difluoroalkenes 2;[8,9] and (ii) protonation in 
the presence of water to afford α-trifluoromethylesters 
3.[8] When a trifluoromethylthiocopper reagent was used, 
the corresponding hydrotrifluoromethylthiolation can 
also be achieved.[10] To expand the synthetic application 
of this copper promoted trifluoromethylation and to find 
more evidences to support our proposed mechanism, we 
investigated the capturing of intermediate I with other 
agents. Herein, we report copper-mediated deuterotri-
fluoromethylation of α‑diazo esters under the promotion 
of deuterium oxide (D2O) (Scheme 1). 

Scheme 1  Reaction of CuCF3 with diazo esters 
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Results and Discussion 

In previous work, we developed two methods for the 
trifluoromethylation of α-diazo esters with pre-regener-
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ated “CuCF3” reagent (prepared from CuI/TMSCF3/CsF 
in a ratio of 1.0∶1.1∶1.1).[8] One is the added 
CuI-promoted reaction (with adventitious water as the 
proton source), and the other is the added water pro-
moted reaction. At the outset of this work, to probe the 
formation of trifluoromethylated organocopper interme-
diate I, D2O was used to quench the CuI-promoted tri-
fluoromethylation reaction, and a 18% yield of deuter-
ated product 4a was obtained (Scheme 2, Eq. 1).[11] 
However, we soon realized that intermediate I can read-
ily undergo protonation by water, the deuterated product 
4a may be generated from the H-D exchange of the 
original formed product 3a under the action of the un-
reacted CuCF3, which served as a base. To test the pos-
sibility of H-D exchange, pure deuterated 4a was sub-
jected to the standard conditions of water-promoted tri-
fluoromethylation reaction.[8] Interestingly, the H-D 
exchange indeed took place; however, only a conversion 
of about 80% was observed (Scheme 2, Eq. 2). When 
non-deuterated compound 3a was subjected to the H-D 
exchange reaction conditions, a similar conversion was 
observed (Eq. 3). These results indicate that the H-D 
exchange can take place under the standard trifluoro-
methylation conditions, and the deuteration yield is only 
moderate due to the equilibrium reaction. 

Since the trifluoromethylated organocopper interme-
diate I in our reaction system could not be observed or 
trapped by various other electrophiles such as allyl bro-
mide, iodine, diphenyl disulfide, and α,β-unsaturated 
compounds,[12] to verify the formation of this intermedi-
ate during the trifluoromethylation, we performed the 
added D2O-promoted reaction. Initially, 0.2 mmol scale 
starting material 1a and 0.5 mL solvent NMP were used, 
and a randomly selected amount of D2O (90 equiv.) was 
used to test the viability of the reaction. Gratifyingly, 
the reaction proceeded smoothly to give the desired 
deuterated product in 36% yield with higher than 99% 
purity (Table 1, Entry 1). However, reducing the 
amount of D2O to 1 equiv. is inferior to the reaction 
(Table 1, Entry 2). Because the viscosity of D2O is larg-
er than H2O, we envisioned that a higher temperature 

may promote the reaction. Indeed we found that raising 
the temperature to 40 ℃, the yield increased dramati-
cally from 36% to 68% when 90 equiv. of D2O were 
used as the promoter (Table 1, Entry 3). Further opti-
mization of the reaction conditions showed that a 75% 
yield can be achieved by using 100 equiv. of D2O as 
promoter (Table 1, Entries 4－8). More interestingly, 
simply increasing the concentration of the starting ma-
terial 1a can improve the yield to 89% (Table 1, Entry 
9). Further screening the quantity of D2O showed that 
4a could be obtained in a yield as high as 96% when 60 
equiv. of D2O was used (Table 1, Entries 9－12). 

Table 1  Optimization of the reaction conditionsa 

Ph COOEt

N2

Ph COOEt

F3C D

(1) CuI (x equiv.), TMSCF3 (y equiv.) 
     CsF (y equiv.), r.t., NMP, 10 min

1a 4a
(2) 1a (1 equiv.) and D2O, Temp.

 

Entryb D2O (equiv.) Temp./℃ Time/h Yieldc/% 

1 D2O (90) r.t. 15 36 

2 D2O (1) r.t. 65 11 

3 D2O (90) 40 15 68 

4 D2O (50) 40 14 37 

5 D2O (100) 40 16 75 

6 D2O (120) 40 16 69 

7 D2O (220) 40 16 52 

8 D2O (100) 40 11 75 

9 D2O (40) 40 11 89 

10 D2O (60) 40 11 96 

11 D2O (80) 40 11 93 

12 D2O (100) 40 11 90 
a All reactions were performed by adding 1a and additive into the 
pre-generated “CuCF3”. b Entries 1－8 were performed on 0.2 
mmol sacle (x＝1.5, y＝1.8) in NMP (3 mL＋3 mL) under N2 
atmosphere; Entries 9－12 were performed on 0.5 mmol sacle  
(x＝1.5, y＝1.65) in NMP (3 mL＋3 mL) under N2 atmosphere.  
c The yields were determined by 19F NMR with PhCF3 as an in-
ternal standard. 

Scheme 2  H-D exchange experiments of α-trifluoromethyl esters 
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With the optimized reaction conditions in hand (Ta-
ble 1, Entry 10), we further investigated the versatility 
of the deuterotrifluoromethylation reaction with di-
versely substituted α ‑ diazo esters, the results were 
summarized in Table 2. The reaction was of similar 
functional group tolerance and electronic effect with 
previously reported hydrotrifluoromethylation.[8] For 
example, there occurred no aromatic trifluoromethyla-
tion when the aryl ring was substituted by halogens (F-, 
Cl-, Br) (Table 2, 4g－4m, 4t, and 4u), and the substit-
uents on the orth-, meta-, or para-position of the phenyl 
group had no significant influence on the yields (Table 2, 
4b－4m). Similarly, the electron-donating groups sub-
stituted on the phenyl groups, afforded better yields than 
electron-deficient ones (Table 2, 4c－4m). Due to the 
competitive β-H elimination of Cu-carbene intermediate, 
the benzyl substituted diazo esters rendered comparably 
lower yield than phenyl substituted ones (Table 2, En-
tries 4n－4t). The aliphatic substituted diazo esters gave 
good yields similar to previous reported hydrotrifluoro-
methylation (Table 2, Entries 4u－4w).[8]    

According to the results that the deuterotrifluoro-
methylation products were produced in high yields and 
purities higher than 99%, we confirmed the formation of 

intermediate I (see Scheme 1). Compared with the H-D 
exchange reaction (see Eqs 1 and 3), the high isotope 
purities of 4 in this reaction probably arise from the 
avoidance of adventitious water, which prevents the 
competitive hydrotrifluoromethylation reaction. More-
over, compared with previously reported hydrotrifluo-
romethylation, this D2O-promoted deuterotrifluoro-
methylation required more D2O than H2O, and higher 
reaction temperature, probably due to the higher viscos-
ity of D2O than H2O, and the isotope effect of water 
used to hydrolyze the intermediate I.[8] 

Conclusions 

In conclusion, we have developed a D2O-promoted 
deuterotrifluoromethylation reaction, which can be used 
to synthesize isotopically pure α-deuterium-α-trifluoro-
methyl esters. The highly pure deuterated products are 
potentially useful for mechanistic research and other 
isotope-involved applications. Compared to previously 
reported water-promoted hydrotrifluoromethylation, this 
deuterotrifluoromethylation is of similar electronic ef-
fect. Moreover, the results of this investigation also pro-
vide some experimental evidences to support our previ-
ously proposed trifluoromethylation mechanism. 

Table 2  Deuterotrifluoromethylation of α-diazo estersa 
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(1) CuI (1.5 equiv.), TMSCF3 (1.65 equiv.), 

    CsF (1.65 equiv.), NMP, r.t., 10 min

1 4

(2) 1 (1 equiv.) in NMP, D2O (60 equiv.), 

    40 oC, 11 h

4a, 90% 4b, 89% 4c, 91%
4d, 92% 4e, 95%

4f, 92%
4g, 96% 4h, 72% 4i, 76%

4m, 68% 4n, 56% 4o, 70%

4p, 73% 4q, 76% 4r, 61%
4s, 73% 4t, 80%

4u, 84% 4v, 88% 4w, 83%

4j, 79%

4k, 76% 4l, 73%

 
a All reactions were performed on 0.5 mmol scale by adding 1 and D2O into the pre-generated CuCF3. Yields given refer to isolated yields 
of the analytically pure products.   
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Experimental  

Typical procedures for D2O-promoted deuterotri-
fluoromethylation of α‑diazo esters (Table 2) 

In a glovebox, to an oven-dried 25-mL Schlenk tube 
equipped with a stir bar were added CuI (143 mg, 0.75 
mmol) and CsF (125 mg, 0.825 mmol). Then the 
Schlenk tube was sealed with a septum and brought to 
the bench. TMSCF3 (117 mg, 0.825 mmol) in NMP (3 
mL) was added via syringe. After stirring at room tem-
perature for 10 min, ethyl 2-diazo-2-phenylacetate (1a) 
(95 mg, 0.5 mmol) in NMP (3 mL) was added, then D2O 
(0.54 mL, 30 mmol) was added. The resulting mixture 
was heated to 40 ℃ and stirred under N2 atmosphere 
for 11 h. After the addition of 5－10 mL HCl (1 mol/L), 
the mixture was extracted with Et2O (15 mL×3). The 
combined organic layer was washed with H2O (20 mL
×2), then brine (20 mL), dried over MgSO4 and con-
centrated in vacuo. The residue was purified by chro-
matography on silica gel (petroleum ether/AcOEt, 30∶
1, V/V) to afford 4a (105 mg, 90% yield) as a yellow oil. 
1H NMR (300 MHz, CDCl3/TMS) δ: 7.45－7.40 (m, 
5H), 4.34－4.18 (m, 2H), 1.26 (t, J＝6.9 Hz, 3H); 19F 
NMR (282 MHz, CDCl3/CFCl3) δ: 67.5 (s, 3F); 13C 
NMR (100 MHz, CDCl3/TMS) δ: 166.2, 129.4, 129.2, 
128.9, 123.8 (q, J＝280.4 Hz), 62.0, 13.8; IR (film) ν: 
3068, 2986, 1748, 1453, 1369, 1262, 1198, 1166, 1052, 
700 cm1; MS (EI, m/z): 233 (M＋, 32.39), 160 (100.00). 
HRMS (EI): exact mass calcd for C11H10DF3O2 (M＋): 
233.0774, found 233.0779. 

References 

[1] (a) Müller, K.; Faeh, C.; Diederich, F. Science 2007, 317, 1881; 

(b) Fluorine in Pharmaceutical and Medicinal Chemistry: From Bi-
ophysical Aspects to Clinical Applications, Eds.: Gouverneur, V.; 
Müller, K., Imperial College Press, London, 2012; (c) Fluorine in 
Medicinal Chemistry and Chemical Biology, Ed.: Ojima, I., 
Wiley-Blackwell, West Sussex, 2009. 

[2] (a) Kirsch, P. Modern Fluoroorganic Chemistry: Synthesis, Reactiv-
ity, Applications, John Wiley & Sons, 2004; (b) Tomashenko, O. A.; 
Grushin, V. V. Chem. Rev. 2011, 111, 4475; (c) Furuya, T.; Kamlet, 
A. S.; Ritter, T. Nature 2011, 473, 470.  

[3] (a) Oishi, M.; Kondo, H.; Amii, H. Chem. Commun. 2009, 1909; (b) 
Cho, E. J.; Senecal, T. D.; Kinzel, T.; Zhang, Y.; Watson, D. A.; 
Buchwald, S. L. Science 2010, 328, 1679; (c) Wang, X.; Truesdale, 
L.; Yu, J.-Q. J. Am. Chem. Soc. 2010, 132, 3648. 

[4] (a) Parsons, A. T.; Buchwald, S. L. Angew. Chem., Int. Ed. 2011, 50, 
9120; (b) Chu, L.; Qing, F.-L. Org. Lett. 2012, 14, 2106; (c) Mizuta, 
S.; Galicia-López, O.; Engle, K. M.; Verhoog, S.; Wheelhouse, K.; 
Rassias, G.; Gouverneur, V. Chem.-Eur. J. 2012, 51, 8583; (d) Ka-
wai, H.; Furukawa, T.; Nomura, Y.; Tokunaga, E.; Shibata, N. Org. 
Lett. 2011, 13, 3596; (e) Langlois, B. R.; Laurent, E.; Roidot, N. 
Tetrahedron Lett. 1992, 33, 1291; (f) Kirij, N. V.; Pasenok, S. V.; 
Yagupolskii, Y. L.; Tyrra, W.; Naumann, D. J. Fluorine Chem. 2000, 
106, 217; (g) Allen, A. E.; MacMillan, D. W. C. J. Am. Chem. Soc. 
2010, 132, 4986; (h) Deng, Q.-H.; Wadepohl, H.; Gade, L. H. J. Am. 
Chem. Soc. 2012, 134, 10769; (i) Ge, G.; Huang, X.; Ding, C.; Li, H.; 
Wan, S.; Hou, X. Chin. J. Chem. 2014, 32, 727; (j) Deng, X.; Lin, J.; 
Zheng, J.; Xiao, J. Chin. J. Chem. 2014, 32, 689. 

[5] (a) Wiberg, K. B. Chem. Rev. 1955, 55, 713; (b) Westheimer, F. H. 
Chem. Rev. 1961, 61, 265. 

[6] (a) Jamin, E.; Guérin, R.; Rétif, M.; Lees, M.; Martin, G. J. J. Agric. 
Food Chem. 2003, 51, 5202; (b) Treiman, A. H.; Gleason, J. D.; 
Bogard, D. D. Planet. Space Sci. 2000, 48, 1213. 

[7] (a) Zolotarev, Y. A.; Dadayan, A. K.; Borisov, Y. A.; Kozik, V. S. 
Chem. Rev. 2010, 110, 5425; (b) Shevchenko, V. P.; Razzhivina, I. 
A.; Chernysheva, M. G.; Badun, G. A.; Nagaev, I. Y.; Shevchenko, 
K. V.; Myasoedov, N. F. Radiochemistry 2015, 57, 312. 

[8] Hu, M.; Ni, C.; Hu, J. J. Am. Chem. Soc. 2012, 134, 15257. 
[9] (a) Hu, M.; He, Z.; Gao, B.; Li, L.; Ni, C.; Hu, J. J. Am. Chem. Soc. 

2013, 135, 17302; (b) Zhang, Z.; Zhou, Q.; Yu, W.; Li, T.; Wu, G.; 
Zhang, Y.; Wang, J. Org. Lett. 2015, 17, 2474. 

[10] (a) Hu, M.; Rong, J.; Miao, W.; Ni, C.; Han, Y.; Hu, J. Org. Lett. 
2014, 16, 2030; (b) Wang, X.; Zhou, Y.; Ji, G.; Wu, G.; Li, M.; 
Zhang, Y.; Wang, J. Eur. J. Org. Chem. 2014, 3093; (c) Lefebvre, Q.; 
Fava, E.; Nikolaienkoa, P.; Rueping, P. Chem. Commun. 2014, 50, 
6617. 

[11] Hu, M. Ph.D. Dissertation, Shanghai Institute of Organic Chemistry 
& University of Chinese Academy of Sciences, Shanghai, 2013 (in 
Chinese). 

[12] Wang, C.; Ye, F.; Wu, C.; Zhang, Y.; Wang, J. J. Org. Chem. 2015, 
80, 8748. 

(Cheng, F.) 

 



<<
  /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 /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /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 true
  /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 ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /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 <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /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 [612.000 792.000]
>> setpagedevice


