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Abstract An efficient Cu-catalyzed synthesis of carbazole derivatives
is reported, which proceeds by double C–N coupling reactions of 2,2′-
dibromobiphenyl and amines in the presence of air. The reaction is ro-
bust, proceeds in high yields, and tolerates a series of amines including
neutral, electron-rich, electron-deficient aromatic amines and aliphatic
amines.

Key words Cu catalysis, carbazole synthesis, C–N coupling, carbazole
alkaloids, sustainable process

Carbazole derivatives are present in the core structure

of many important natural products and pharmaceutically

active molecules.1 Carbazole was first isolated by Graebe

and Glaser from the anthracene fraction of coal tar in

1872.2 In 1987, nearly a century later, Bhattacharyya an-

nounced for the first time that carbazole was isolated from

a plant Glycosmis pentaphylla.3 During the past four de-

cades, a number of carbazole alkaloids has been isolated

from various natural sources (Figure 1).4 Most carbazole al-

kaloids are derived from higher plants of the genus Clause-

na, Murraya, and Glycosmis, all of which belong to the Ruta-

ceae family.5 Moreover, a significant number of natural car-

bazoles has been found to have biological activities,

including antitumor, anti-inflammatory, antihistamine, an-

tibiotic, anti-HIV, antiepileptic, anti-Alzheimer, psychotro-

pic, neuroprotection, and antioxidative functions.6 Due to

the excellent bioactivities of natural carbazoles, the carba-

zole core structure is also present in important synthetic

drugs, such as carprofen (a nonsteroidal anti-inflammatory

drug), carvedilol (a congestive heart failure drug), or poten-

tial agents, such as Go-6976, an anti-HCMV agent.7 Carba-

zole derivatives are not only important structures in phar-

maceutical compounds, but are also used in the develop-

ment of organic light-emitting devices (hole-transporting,

luminescent, and host materials).8 For example, Brunner et

al. have reported a variety of carbazole compounds as host

materials for triplet emitters in OLEDs.8 The excellent pho-

torefractive properties and fluorescent nature of the carba-

zole system were also explored in the development of OLED

materials, such as Bcz1 and CzCbPy (Figure 1).8

Due to the importance of carbazoles in medicinal and

material chemistry, a series of synthetic methods has been

reported for the preparation of the carbazole framework.9

Conventional methods to prepare carbazoles rely on Fischer–

Borsche, Graebe–Ullmann and Cadogan reactions.9 Car-

bazole derivatives can also be formed by Diels–Alder reac-

tions of pyrano[3,4-b]indoles with alkynes.10 Knölker et al.
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described an interesting method to access carbazoles via

Fe-mediated oxidative cyclization.11 In recent years, a series

of methods for the preparation of carbazoles relying on Pd-

catalyzed cyclizations has been developed.12 The Larock

group reported a one-pot Pd-catalyzed domino process to

approach carbazoles using cross-coupling reactions of iodo-

anilines with silylated aryl triflates.12a Langer et al. demon-

strated the synthesis of carbazoles by domino ‘two-fold

Heck/6-electrocyclization’ reactions of 2,3-dibromoin-

doles with alkenes.12b Carbazoles have also been successful-

ly synthesized by transition-metal catalyzed C–H activation

reactions.13 For example, Ackermann et al. developed an ef-

ficient access to carbazoles from aniline and 1,2-dihaloben-

zene derivatives via a domino Pd-catalyzed N–H/C–H acti-

vation process.13a,b Carbazoles can also be prepared by oxi-

dative Pd-catalyzed cyclizations of diaryl amines.13c Fagnou

et al. reported an intramolecular Pd(II)-catalyzed oxidative

C–C bond formation using pivalic acid as a solvent in the

presence of air.13d In 2014, we successfully applied this

method in a practical synthesis of biscarbazole deriva-

tives.13e The Xu group developed the synthesis of N-substi-

tuted carbazole derivatives by Rh-catalyzed direct amina-

tion of boronic acids with aryl azides via a domino C–H ac-

tivation and Rh–nitrene migratory insertion process.13f The

Verma group described a direct Pd-catalyzed transforma-

tion of indoles to form carbazoles using alkenes via domino

oxidative Heck coupling/cyclization reactions.13g Recently,

several cycloaddition reactions have been applied for the

synthesis of carbazoles derivatives.14 In 2019, Wang and co-

workers reported a Rh-catalyzed [4+2] cycloaddition of in-

doles with 1,3-dienes to form carbazole derivatives.14b In-

terestingly, carbazoles derivatives can also be prepared by a

domino process involving C–H activation and [2+2+2] cy-

clization of N-protected indoles with alkynes in the pres-

ence of Rh (or Mn) catalysts.14c,d Electrophilic cyclizations

can also be used as an efficient strategy to construct carba-

zole derivatives by activation of alkynes in the presence of

transition metals (or Lewis acids) as catalysts.14 Au, Pt, Ag

salts and Lewis acids (BF3, BiCl3, InCl3) have also been em-

ployed as efficient catalysts.14 However, these synthetic ap-

proaches are often complicated, low yielding, require ex-

pensive catalysts or need several steps to prepare the start-

ing materials.

A straightforward approach to prepare carbazoles is

based on Pd-catalyzed double arylation of 2,2′-dihalobiphe-

nyls with amines.15 The groups of Nozaki and Chida inde-

pendently reported Pd-catalyzed twofold C–N coupling re-

actions of 2,2′-dihalobiphenyls with amines to form carba-

zoles.15a–c Due to the importance of this approach for the

preparation of carbazoles, the Verkade and Ageshina groups

designed highly efficient ligands for Pd-catalyzed double N-

arylation of primary amines with 2,2′-dihalobiphenyls

(Scheme 1).15d,e Recently, we successfully applied this strat-

egy as a key step in the synthesis of biscarbazoles in high

yields.16 In order to find cheaper catalysts for this transfor-

mation, Li et al. developed a convenient Cu-catalyzed dou-

ble C–N bond-forming reaction using diiodides and primary

amides (Scheme 1).14e However, this procedure only worked

with diiodides and primary amides and could not be ap-

plied to more challenging dibromide or dichloride sub-

strates. Therefore, the development of new procedures to

use cheaper dibromides in Cu-catalyzed C–N coupling reac-

tions is of considerable current interest. Herein, we wish to

report an efficient and practical method for the Cu-cata-

lyzed synthesis of carbazole derivatives with the tolerance

of many functional groups from readily available starting

materials such as 2,2′-dibromobiphenyl and amines.

Scheme 1  Approaches to prepare carbazoles by double N-arylation of 
primary amines with 2,2′-dihalobiphenyls

For the optimization we chose 2,2′-dibromodiphenyl

(1a) and benzylamine (2a) to give the corresponding carba-

zole 3a (Table 1). As a starting point we employed 1.5 equiv-

alents of 2a, 20 mol% of CuI, and 24 mol% of a ligand (vide

infra) at 150 °C. Several parameters, including the copper

source, ligand, solvent, and temperature, were investigated

in detail. First, we chose K2CO3 as the base and DMSO as the

solvent for optimizing ligands. Our initial optimizations

started with the use of phosphine and carbene ligands.

However, BINAP, Xantphos, and IPr only gave 3a in low

yields (Table 1, entries 1, 2). Subsequently, bipyridine li-

gands, frequently used in copper catalysis, were screened

which, however, also did not give satisfactory results. Re-

cently, amino acids were found to be useful bidentate li-

Figure 1  Several natural alkaloids and organic materials containing the 
carbazole core
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gands in combination with copper salts for C–N coupling

reactions.17 Basing on successful procedures using copper

catalysts in the combination with amino acids,16 thus, L-

proline was employed which gave 3a in 30% yield (Table 1,

entry 6). Then, a screening using different bases was carried

out, which gave a promising result of 70% yield when Cs2CO3

was employed (Table 1, entries 7–9). In order to examine

the effect of the copper source, we studied several copper

salts, such as CuBr, CuCl, CuCl2, Cu(OAc)2, Cu(OTf)2 (Table 1,

entries 10–14). In fact, the yield could be slightly improved

to 72% by the use of CuCl. This result led us to evaluate oth-

er solvents, for example, NMP, DMF, toluene, and dioxane

under the same conditions (Table 1, entries 15–18). The

product was formed in 74% yield when the reaction was

carried out in DMF. Then, stronger bases, such as KOH and

KOt-Bu, were examined (Table 1, entries 19, 20). Interest-

ingly, we achieved 81% yield of the desired product with

employment of KOH. When the reaction was performed at a

lower temperature (140 °C), we still obtained a satisfactory

yield (79%). The last screening with reduction of the CuCl

loading to 10 mol% was also examined under 140 °C. We re-

alized that this reaction still worked well and 3a was

formed in 78% yield (Table 1, entry 22).

With our optimized conditions in hand, we continued to

investigate the substrate scope using different amines. A va-

riety of carbazoles 3a–q were isolated in moderate to excel-

lent yields (Scheme 2). In general, both aromatic and ali-

phatic amines could be successfully employed. In the case

of benzylamine derivatives containing electron-donating

groups (methyl and methoxy) equally good yields were ob-

tained. In the presence of electron-withdrawing groups the

yields were lower, presumably due to the lower nucleo-

philicity of the amines. A carbazole bearing an indole sub-

stituent was effectively prepared in 67% isolated yield (3i).
Aliphatic amines were also used in double C-N coupling re-

actions, which gave moderate yields of corresponding car-

Table 1  Optimization for the Synthesis of Carbazole

Entry Catalyst Ligand Base Solvent Yield (%)a,b

1 CuI BINAP K2CO3 DMSO 25

2 CuI Xantphos K2CO3 DMSO 5

3 CuI IPr·HCl K2CO3 DMSO 8

4 CuI 1,10-phenanthroline K2CO3 DMSO 15

5 CuI bipyridine K2CO3 DMSO 14

6 CuI L-proline K2CO3 DMSO 30

7 CuI L-proline K3PO4 DMSO 40

8 CuI L-proline KOAc DMSO 14

9 CuI L-proline Cs2CO3 DMSO 70

10 CuCl L-proline Cs2CO3 DMSO 72

11 CuBr L-proline Cs2CO3 DMSO 34

12 CuCl2 L-proline Cs2CO3 DMSO 45

13 Cu(OAc)2 L-proline Cs2CO3 DMSO 52

14 Cu(OTf)2 L-proline Cs2CO3 DMSO 40

15 CuCl L-proline Cs2CO3 NMP 55

16 CuCl L-proline Cs2CO3 DMF 74

17 CuCl L-proline Cs2CO3 toluene 56

18 CuCl L-proline Cs2CO3 dioxane 48

19 CuCl L-proline KOtBu DMF 51

20 CuCl L-proline KOH DMF 81

21 CuCl L-proline KOH DMF 79c

22 CuCl L-proline KOH DMF 78c

a Yields were calculated by 1H NMR analysis.
b 2a (1.5 equiv), base (3 equiv), [Cu] catalyst (20 mol%), ligand (24 mol%), 
150 °C, 24 h.
c 2a (1.5 equiv), base (3 equiv), [Cu] catalyst (20 mol%), ligand (24 mol%), 
140 °C, 24 h.
d 2a (1.5 equiv), base (3 equiv), [Cu] catalyst (10 mol%), ligand (12 mol%), 
140 °C, 24 h.

N

Br

Br

H2N
+

[Cu] (20 mol%), ligand

base, 150 °C
solvent, 24 h

Ph

Ph

Scheme 2  Synthesis of carbazoles 3a–q. Yields of the isolated products 
are given. a Reaction conditions: 140 °C, CuCl/L-proline catalyst (10 
mol%), KOH, DMF, 24 h. b Reaction conditions: 150 °C, CuI catalyst/L-
proline (15 mol%), Cs2CO3, DMSO, 24 h.
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bazole products (3k–m). The reaction of 1 with aniline gave

3n, albeit, in only 25% yield. The yield could be improved to

40% using 150 °C, 15 mol% of CuI/L-proline, Cs2CO3, and

DMSO (Table 1, entry 10). Likewise, carbazoles 3o–q, also

derived from anilines, were prepared under these condi-

tions.

We were successful in finding an application of our pro-

cedure for the synthesis of commercially available 4,4′-

bis(N-carbazolyl)-1,1′-biphenyl (CBP), an OLED material, by

double Cu-catalyzed cyclization of 1 with diamine 2r
(Scheme 3). Indeed, CBP has been known as one of the most

popular host materials for efficient fluorescent and phos-

phorescent OLEDs with excellent hole mobility.18 Interest-

ingly, CBP OLED material was successfully prepared in 32%

yield using our one-pot procedure.

Scheme 3  Synthesis of biscarbazole OLED material

In conclusion, we have developed a practical and conve-

nient one-pot synthesis of carbazole derivatives in the pres-

ence of air from commercially available chemicals. This

strategy is based on Cu-catalyzed C–N coupling reactions of

2,2′-dibromobiphenyl with amines and tolerates several

functional groups.

Funding Information

This research was supported by the Institute of Chemistry of the VAST

(Grant Number VHH.2020.1.01).Vietnam Academy of Science and Technology (VHH.2020.1.01)

Acknowledgment

Many thanks to BSc. Ngoc Khanh Nguyen for useful discussions

during the optimization of reactions.

Supporting Information

Supporting information for this article is available online at

https://doi.org/10.1055/s-0040-1706641. Supporting InformationSupporting Information

References and Notes

(1) (a) Knölker, H.-J.; Reddy, K. R. In Biological and Pharmacological

Activities of Carbazole Alkaloids, Vol. 65; Cordell, G. A., Ed.; Aca-

demic Press: London, 2008, Chap. 4, 181. (b) Knölker, H.-J.;

Reddy, K. R. Chem. Rev. 2002, 102, 4303. (c) Schmidt, A. W.;

Reddy, K. R.; Knölker, H.-J. Chem. Rev. 2012, 112, 3193.

(2) Graebe, C.; Glaser, C. Ber. Dtsch. Chem. Ges. 1872, 5. 12.

(3) Bhattacharyya, P.; Chowdhury, B. K.; Mustapha, A.; Garba, M.

Phytochemistry 1987, 26, 2138.

(4) (a) Knölker, H.-J.; Reddy, K. R. In Occurrence, Isolation, and

Structure Elucidation, Vol. 65; Cordell, G. A., Ed.; Academic Press:

London, 2008, Chap. 2, 3. (b) Chakraborty, D. P.; Roy, S. In Car-

bazole Alkaloids IV; Chakraborty, D. P.; Krohn, K.; Messner, P.;

Roy, S.; Schäffer, C., Ed.; Springer: Vienna, 2003, 125.

(5) (a) Bashir, M.; Bano, A.; Ijaz, A. S.; Chaudhary, B. A. Molecules

2015, 20, 13496. (b) Caruso, A.; Ceramella, J.; Iacopetta, D.;

Saturnino, C.; Mauro, M. V.; Bruno, R.; Aquaro, S.; Sinicropi, M.

S. Molecules 2019, 24, 1912.

(6) (a) In Carprofen; Aronson, J. K., Ed.; Elsevier: Oxford, 2016, 166.

(b) Qvigstad, E.; Sjaastad, I.; Bøkenes, J.; Schiander, I.; Solberg, L.

M.; Sejersted, O.; Osnes, J.-B.; Skomedal, T. Eur. J. Pharm. 2005,

516, 51.

(7) (a) Chen, F.; Liu, Y.; Pan, J.; Zhu, A.; Bao, J.; Yue, X.; Li, Z.; Wang,

S.; Ban, X. Opt. Mater. 2020, 101, 109781. (b) Gao, W.-J.; Yu, H.-J.;

Chen, J.; Xiao, J.; Fang, J.-K.; Jia, X.-R.; Peng, C.-F.; Shao, G.;

Kuang, D.-B. Chem. Eng. J. 2020, 126434. (c) Li, J.; Yin, X.; Xia, Y.;

Fan, C.; Xie, J.; Wu, Y.; Guo, K. J. Lumin. 2020, 226, 117453.

(d) Brunner, K.; van Dijken, A.; Borner, H.; Bastiaansen, J. J.;

Kiggen, N. M.; Langeveld, B. M. J. Am. Chem. Soc. 2004, 126, 6035.

(e) Gupta, I.; Kesavan, P. E. Front. Chem. 2019, 7, 841.

(8) Jiang, H.; Sun, J.; Zhang, J. Curr. Org. Chem. 2012, 16, 2014.

(9) (a) Schmidt, A. W.; Reddy, K. R.; Knölker, H.-J. Chem. Rev. 2012,

112, 3193. (b) Tasler, S.; Bringmann, G. Chem. Rec. 2002, 2, 114.

(10) Moody, C. J. Synlett 1994, 681.

(11) (a) Knölker, H.-J. Synlett 1992, 371. (b) Knölker, H.-J. Top. Curr.

Chem. 2005, 244, 115.

(12) (a) Liu, Z.; Larock, R. C. Org. Lett. 2004, 6, 3739. (b) Hussain, M.;

Tùng, Đ. T.; Langer, P. Synlett 2009, 1822. (c) Hussain, M.;

Toguem, S.-M. T.; Ahmad, R.; Tùng, Đ. T.; Knepper, I.; Villinger,

A.; Langer, P. Tetrahedron 2011, 67, 5304.

(13) (a) Ackermann, L.; Althammer, A. Angew. Chem. Int. Ed. 2007, 46,

1627. (b) Ackermann, L.; Althammer, A.; Mayer, P. Synthesis

2009, 3493. (c) Jordan-Hore, J. A.; Johansson, C. C. C.; Gulias, M.;

Beck, E. M.; Gaunt, M. J. J. Am. Chem. Soc. 2008, 130, 16184.

(d) Liégault, B.; Lee, D.; Huestis, M. P.; Stuart, D. R.; Fagnou, K.

J. Org. Chem. 2008, 73, 5022. (e) Hung, T. Q.; Thang, N. N.; Do, H.

H.; Dang, T. T.; Villinger, A.; Langer, P. Org. Biomol. Chem. 2014,

12, 2596. (f) Xu, S.; Huang, B.; Qiao, G.; Huang, Z.; Zhang, Z.; Li,

Z.; Wang, P.; Zhang, Z. Org. Lett. 2018, 20, 5578. (g) Saunthwal,

R. K.; Saini, K. M.; Patel, M.; Verma, A. K. Tetrahedron 2017, 73,

2415. (h) Stokes, B. J.; Jovanović, B.; Dong, H.; Richert, K. J.; Riell,

R. D.; Driver, T. G. J. Org. Chem. 2009, 74, 3225. (i) Bedford, R. B.;

Betham, M. J. Org. Chem. 2006, 71, 9403. (j) Suzuki, C.; Hirano,

K.; Satoh, T.; Miura, M. Org. Lett. 2015, 17, 1597. (k) Tsang, W. C.

P.; Zheng, N.; Buchwald S, L. J. Am. Chem. Soc. 2005, 127, 14560.

(14) (a) Aggarwal, T.; Verma, S.; Verma, A. K. Org. Biomol. Chem.

2019, 17, 8330. (b) Zhou, C.-J.; Gao, H.; Huang, S.-L.; Zhang, S.-S.;

Wu, J.-Q.; Li, B.; Jiang, X.; Wang, H. ACS Catal. 2019, 9, 556. (c) Yi,

W.; Jia, J.; Shi, J.; Zhou, J.; Liu, X.; Song, Y.; Xu, H. E. Chem.

Commun. 2015, 51, 2925. (d) Shi, L.; Zhong, X.; She, H.; Lei, Z.; Li,

F. Chem. Commun. 2015, 51, 7136. (e) James, M. J.; Clubley, R. E.;

Palate, K. Y.; Procter, T. J.; Wyton, A. C.; O’Brien, P.; Taylor, R. J.

K.; Unsworth, W. P. Org. Lett. 2015, 17, 4372.

(15) (a) Nozaki, K.; Takahashi, K.; Nakano, K.; Hiyama, T.; Tang, H.-Z.;

Fujiki, M.; Yamaguchi, S.; Tamao, K. Angew. Chem. Int. Ed. 2003,

42, 2051. (b) Kitawaki, T.; Hayashi, Y.; Chida, N. Heterocycles

2005, 65, 1561. (c) Kitawaki, T.; Hayashi, Y.; Ueno, A.; Chida, N.

Tetrahedron 2006, 62, 6792. (d) Zhou, Y.; Verkade, J. G. Adv.

Synth. Catal. 2010, 352, 616. (e) Ageshina, A. A.; Sterligov, G. K.;

1

Br

Br

2r

NH2

H2N CBP, 32%

NN

CuCl/L-proline
(20 mol%)

Cs2SO3, DMSO
 150 °C, 48 h

+

© 2021. Thieme. All rights reserved. Synlett 2021, 32, 611–615



615

H. N. Do et al. LetterSynlett

D
ow

nl
oa

de
d 

by
: U

ni
ve

rs
ity

 o
f S

tr
at

hc
ly

de
. C

op
yr

ig
ht

ed
 m

at
er

ia
l.
Rzhevskiy, S. A.; Topchiy, M. A.; Chesnokov, G. A.; Gribanov, P.

S.; Melnikova, E. K.; Nechaev, M. S.; Asachenko, A. F.;

Bermeshev, M. V. Dalton Trans. 2019, 48, 3447.

(16) (a) Ma, D.; Cai, Q. Acc Chem. Res. 2008, 41, 1450. (b) Zhang, H.;

Cai, Q.; Ma, D. J. Org. Chem. 2005, 70, 5164.

(17) Li, E.; Xu, X.; Li, H.; Zhang, H.; Xu, X.; Yuan, X.; Li, Y. Tetrahedron

2009, 65, 8961.

(18) (a) Sun, Y.; Giebink, N. C.; Kanno, H.; Ma, B.; Thompson, M. E.;

Forrest, S. R. Nature 2006, 440, 908.

(b) https://www.ossila.com/products/cbp?variant=7290889025

(accessed Nov 22, 2020)
© 2021. Thieme. All rights reserved. Synlett 2021, 32, 611–615



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /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 false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /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 false
  /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 false
  /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 <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /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.)
    /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 <>
  >>
  /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
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


