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Abstract — A mild and efficient method for the synthesis of
chromenonaphthyridine derivatives via domino reaction of aminopyridine and
different O-propargylated salicylaldehydes using Cul/InCl; as an efficient catalyst,
refluxed in acetonitrile is reported. Mild reaction condition, operational simplicity,
good to excellent yield and easy isolation of product is the silent feature of this

reaction.

INTRODUCTION

Heterocycles are omnipresent in nature and possess important biological and pharmacological activities.
They represent many core structures of pharmaceutically important molecules. Naphthyridine derivatives
are one of the most important classes of such compounds. Recently synthesis of different heterocyclic
compounds including naphthyridine moiety has been reported, as they have potent pharmaceutical as well
as excellent biological activity.! Several naphthyridines derivatives display antibacterial activity,?
medicinal use in cardiac insufficiencies and infarction,® anticonvulsant activity,* anti-human
cytomegalovirus (HCMYV) inhibitors,> and anticancer activity.®

The development of eco-friendly process in terms of sustainable chemistry has become a focal point in
chemical research in recent years. The hetero Diels-Alder reaction is one of the most efficient and
powerful synthetic tool for the synthesis of heterocycles.” Recently various transition metal salts® is used
as catalyst in hetero Diels-Alder reaction among which copper and indium trichloride have been
extensively used in organic synthesis. Both copper and indium chloride have gained a considerable
attention in organic synthesis due to their commercial availability, stable in air, inexpensive and non-toxic
nature. Moreover copper can easily activate the terminal alkyne’ bond and indium trichloride coordinate
with imine double bond and facilitate in cyclization through hetero Diels-Alder reaction. So many reports

are available in the literature of indium trichloride as a green and potentially Lewis acid catalyst to
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construct carbon-carbon bond or carbon-heteroatom bonds such as hetero Diels-Alder reaction.!® Some of
them suffer from several disadvantages such as long reaction time, low yield and harsh reaction condition.
Very recently Alonso et al. reported the experimental and theoretical study of cyclo-addition reaction of
3-pyridylaldimine and alkene or alkyne for the synthesis of 1,5-naphthyridine'! using BF3-OEt, as Lewis
acid catalyst from 3-aminopyridine, aldehyde and alkyne or alkene. In view of the immense biological
and pharmaceutical utility of naphthyridine and its derivatives, and wide applicability of transition metal
in hetero Diels-Alder reaction motivate us to synthesize the chromenonaphthyridine derivatives via
domino reaction of aminopyridine and differents O-propargylated salicylaldehydes using Cul/InCl3 as a
catalyst in the refluxed condition. To the best of our knowledge there is no such report about the synthesis
of chromenonaphthyridine derivatives by aza Diels-Alder reaction. Herein, we report our present

investigation.

RESULTS AND DISCUSSION

In this aza Diels-Alder reaction 3-aminopyrdine (1) and O-propargylated salicylaldehyde(4a) were
allowed to react in the presence of 5 mol% of InCl; and 10 mol% of Cul in acetonitrile at refluxing
condition, afforded the corresponding 1,5-chromenonaphthyridine derivative (5a) in good yield (Scheme
1). Initially, this reaction was performed with 3-aminopyridne and propargylated salicylaldehyde in the
presence of 5 mol% Cul in acetonitrile at refluxed condition. But the product obtained with very low

yield.
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Scheme 1. Reagent and conditions: InCl; (5 mol%), Cul (10 mol%), MeCN, reflux, 2-3 h

But when this similar reaction was carried out in the presence of 20, or 10 mol% of Cul at reflux in
acetonitrile, it took long time to complete the reaction. Increasing the % of catalyst loading had no
significant effect on the yield of product. Hence to find out the optimum reaction condition we used
indium trichloride as Lewis acids along with Cul under the same reaction condition as indium chloride
effectively activate the imine double bond by co-ordinating the imine nitrogen and facilitate the hetero
Diels-Alder reaction. It was also found that 5 mol% indium trichloride efficiently increased the yield of
the product and also reduced the reaction time. A test reaction was performed using O-propargylated

salicylaldehyde (1 mmol) and 3-aminopyridine (I mmol) refluxed in acetonitrile in order to establish the
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catalytic activity of indium trichloride (5 mol%) and Cul (10 mol%) and better result was obtained. To
explore the generality of this aza Diels-Alder reaction, we extended this reaction of 3-aminopyridine with
different ~ O-propargylated salicylaldehyde under similar conditions afforded respective
chromenonaphthyridine derivatives in high yields. Differents O-propargylated salicylaldehyde containing
electron-withdrawing and electron-donating substituent at meta or para-position exhibited equal activity

towards the formation of product in good to excellent yields. The results are summarized in Table 1.

Table 1. Synthesis of chromenonaphthyridine derivatives
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The requisite starting materials (4a-f) required for this present study were synthesized'? by the reaction of
various substituted salicyaldehyde (2a-f) with propargyl bromide (3) in dry DMF, stirring at room

temperature in the presence of potassium carbonate (Scheme 2) and utilized without further purification.

CHO CHO P 4a.R'=H
1=
o - \O_Z 4b.R'=50
N DMF (dry) | -
Rl_l / > Rl_I 4c. R' = 5-N02
)+ = K,CO; = 4d. R! = 3,4-benzo
5 3 4a-f 4e. R! =3-OMe
4f. R'=5-Br

Scheme 2. Preparation of O-propargylated aldehyde

Plausible mechanistic rationalization for the formation of chromenonaphthyridine derivatives is depicted
in Scheme 3. Initially, imine (A) is formed which contained the aza-heterodiene moiety. This
aza-heterodiene undergoes intramolecular aza Diels-Alder reaction with the propargyl triple bond which

is activated by indium chloride followed by aromatization to give the desire products.
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Scheme 3. Plausible mechanism

All the synthesized compounds are characterized by the elemental analysis and spectroscopic data.

In summary, we have described a novel, mild and efficient strategy for the synthesis of potentially
biologically active 1,5-naphthyridine derivatives by domino aza Diels-Alder reaction of aminopyridine
and O-propargylated salicylaldehydes. The methodology is simple, rapid, and inexpensive affording good
to high yields. In addition to its operational simplicity this procedure has the advantage of easy

availability and flexibility of starting materials, and short reaction times.

EXPERIMENTAL

Melting points were determined in an open capillary and are uncorrected. IR spectra were recorded on a
Perkin-Elmer spectrum II spectrometer on KBr disks. 'H and '*C NMR spectra were recorded at 300, 500
and 125 MHz respectively in CDCl3 (chemical shift in §) with TMS as internal standard. Mass spectra
were recorded on a TOF MASS ES+ instrument respectively. Silica gel [(60-120 mesh), Spectrochem,
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India] was used for chromatographic separation. Silica gel G [E-Merck (India)] was used for TLC.
Petroleum ether refers to the fraction boiling between 60-80 °C.

General Procedure:

A mixture of 3-aminopyridine (1a, 1.0 mmol), O-propargylated salicylaldehyde (4a, 1.0 mmol) were
taken in a round-bottom flask equipped with a stirring magnetic bar and allowed to stir in MeCN (15 mL)
at room temperature for 5 min. To this reaction mixture InCl3 (5 mol%) and Cul (10 mol%) were added
and the reaction mixture was refluxed for 2 h. After completion of the reaction, as indicated by TLC,
MeCN was evaporated, cooled to room temperature and ice cold water (10 mL) was added to the crude
reaction mass. Then aqueous layer was extracted with EtOAc (3 * 20 mL), and the combined organic
layers were washed with brine and dried over anhydrous Na>SOs, filtered, and concentrated under
reduced pressure. The product was purified by column chromatography on silica gel (60-120 mesh) using
petroleum ether-EtOAc mixture (4:1) as eluent to afford the compounds Sa in good yield.
6H-Chromeno|4,3-b][1,5|naphthyridine (5a). Yield: 92%, mp 120 °C, IR (KBr): 1617, 1512, 1482 cm™!,
'H NMR (500 MHz, DMSO-ds): 8u = 4.97 (s, 2H); 7.14 (m, 3H); 7.46 (m, 1H); 7.69 (m, 1H); 8.37 (s,
2H); 8.47 (s, 1H); 3*C NMR (125 MHz, DMSO-dy): 8¢ = 67.49, 108.24, 109.61, 111.61, 113.82, 116.98,
119.17, 122.80, 126.60, 130.93, 132.27, 133.71, 135.80, 164.51. MS m/z: 235 (M" + H), Anal. Calcd for
Ci5H10N20: C, 76.91; H, 4.30; N, 11.96; Found: C, 76.94; H, 4.37; N, 11.99.
2-Chloro-6H-chromeno[4,3-b][1,5|naphthyridine (5b). Yield: 95%, mp 181 °C, IR (KBr): 1615, 1566,
1467 cm’!, 'H NMR (300 MHz, DMSO-dp): 8n = 5.07 (s, 2H); 7.32 (d, J = 9 Hz, 1H); 7.64 (d, J = 9 Hz,
2H); 7.70 (s, 2H); 7.99 (s, 1H); 8.80 (s, 1H); *C NMR (100 MHz, DMSO-ds): 8¢ = 67.66, 107.46, 116.63,
123.98, 124.46, 124.70, 124.96, 125.89, 126.71, 127.78, 128.17, 128.29, 130.95, 135.37, 152.30. MS m/z:
269 (M" + H), Anal. Calcd for CisHoCIN,O: C, 67.05; H, 3.38; N, 10.43; Found: C, 67.16; H, 3.42; N,
10.37.

2-Nitro-6 H-chromeno|[4,3-b][1,5|naphthyridine (5c¢). Yield: 89%, mp 200 °C, IR (KBr): 1617, 1512,
1480 cm™, "H NMR (300 MHz, DMSO-dy): 8n = 5.27 (s, 2H); 7.32 (m, 1H); 7.47 (s, 1H); 8.29 (m, 2H);
8.43 (s, 2H); 9.1 (s, 1H); MS m/z: 280 (M" + H), Anal. Calcd for C;sHoN3Os: C, 64.52; H, 3.25; N, 15.05;
Found: C, 64.65; H, 3.32; N, 14.97.

6H-Benzo[7,8]chromeno[4,3-b][1,5|naphthyridine (5d). Yield: 91%, mp 230 °C, IR (KBr): 1617, 1512,
1437 cm™, "TH NMR (300 MHz, DMSO-ds): 8u = 5.49 (s, 2H); 7.34 (d, J = 9 Hz, 2H); 7.51 (t, J = 6 Hz,
2H); 7.69 (t, J = 6 Hz, 2H); 7.96 (d, J = 6 Hz, 1H), 8.07 (d, /=9 Hz, 1H); 8.54 (d, /=9 Hz, 1H) 9.90 (d,
J =9 Hz, 1H); *C NMR (100 MHz, DMSO-ds): 6c = 67.75, 114.71, 118.34, 124.51, 126.61, 127.95,
128.52, 130.07, 130.27, 130.58, 132.42, 133.79, 136.55, 142.39, 150.82, 157.88. MS m/z: 285 (M" + H),
Anal. Calcd for CioH12N2O: C, 80.27; H, 4.25; N, 9.85; Found: C, 80.31; H, 4.19; N, 9.79.

4-Methoxy-6 H-chromeno|4,3-b][1,5]naphthyridine (5e). Yield: 85%, mp 205 °C, IR(KBr): 1617, 1583,
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1481 cm™, 'TH NMR (300 MHz, DMSO-ds): 81 = 3.83 (s, 3H); 5.48 (s, 2H); 6.91 (t, J= 9 Hz, 2H); 7.18 (q,
J = 9 Hz, 2H); 7.80 (s, 1H); 7.93 (d, J = 6 Hz, 1H); 8.47 (d, J = 6 Hz, 1H); 3*C NMR (100 MHz,
DMSO-ds): dc = 55.50, 67.36, 114.88, 116.60, 120.01, 122.02, 122.62, 124.37, 128.97, 132.84, 137.07,
143.50, 146.88, 148.67, 149.19, 152.41. MS m/z: 265 (M" + H), Anal. Calcd for C1sHi2N>O:: C, 72.72; H,
4.58; N, 10.60; Found: C, 72.79; H, 4.65; N, 10.64.

2-Bromo-6H-chromeno|4,3-b][1,5|naphthyridine (5f). Yield: 92%, mp 190 °C, IR (KBr): 1615, 1524,
1477 cm™, 'TH NMR (300 MHz, DMSO-ds): u = 4.97 (s, 2H); 7.08 (m, 5H); 8.08 (s, 1H); 8.42 (s, 1H);
MS m/z: 312 (M" + H), Anal. Caled for C;sHoBrN2O: C, 57.53; H, 2.90; N, 8.95; Found: C, 57.59; H,
2.98; N, 8.97.

ACKNOWLEDGEMENTS

Author is grateful to the Department of Science and Technology (DST, New Delhi) for financial support
under DST fast track project (No: SB/FT/CS-184/2012 dt-16-06-2014). Author is also sincerely
acknowledged IICB Kolkata and SAIF Nehu, Assam for spectral data.

REFERENCES

1. V. P. Litvinov, S. V. Roman, and V. D. Dyachenko, Russ. Chem. Rev., 2000, 69, 201; G. Barlin and
W. Tan, Aust. J. Chem., 1984, 37, 1065; D. Ramesh and B. Sreenivasulu, /ndian J. Heterocycl.
Chem., 2006, 15, 363; K. Mogilaiah and J. U. Rani, Indian J. Chem., Sect. B, 2006, 45, 1051; K.
Mogilaiah, M. Prashanthi, and S. Kavitha, Indian J. Chem., Sect. B, 2006, 45, 302.

2. T. Takahasi, Y. Hamada, I. Takeuchi, and H. Uchiyama, Yakugaku Zasshi, 1969, 89, 1260 (Chem.
Abstr., 1970, 72, 12615).

3. A.G. Sandoz, Jpn. Tokkyo Koho, 1980, 80/85, 519 (Chem. Abstr., 1981, 98, 36346x).

4. N. E. Austin, M. S. Hadley, J. D. Harling, F. P. Harrington, G. J. Macdonald, D. J. Mitchell, G. J.
Riley, T. O. Stean, G. Stemp, S. C. Stratton, M. Thompson, and N. Upton, Bioorg. Med. Chem. Lett.,
2003, 13, 1627.

5. G. Falardeau, H. Lachance, A. St-Pierre, C. G. Yannopoulos, M. Drouin, J. Bédard, and L. Chan,
Bioorg. Med. Chem. Lett., 2005, 15, 1693.

6. A. L. Ruchelman, S. K. Singh, A. Ray, X. H. Wu, J.-M. Yang, T.-K. Li, A. Liu, L. F. Liu, and E. J.
LaVoie, Bioorg. Med. Chem., 2003, 11, 2061.

7. M. Yamanaka, A. Nishida, and M. Nakagana, Org. Lett., 2000, 2, 159; K. C. Majumdar, S. Ponra,
and A. Taher, Synthesis, 2011, 463; S. Ramesh, V. Gaddam, and R. Nagarajan, Synlett, 2010, 757; M.
Radi, V. Bernardo, B. Bechi, D. Castagnolo, M. Pagano, and M. Botta, Tetrahedron Lett., 2009, 50,
6572; K. C. Majumdar, A. Taher, and R. K. Nandi, Tetrahedron, 2012, 68, 5693; M. Kiamehr and F.



10.

1.

12.

HETEROCYCLES, Vol. 96, No. 1, 2018 49

M. Moghaddam, Tetrahedron Lett., 2009, 50, 6723; J. S. Yadav, B. V. S. Reddy, A. V. Hara Gopal,
R. N. Rao, R. Somaiah, P. P. Reddy, and A. C. Kunwar, Tetrahedron Lett., 2010, 51, 2305; M. J.
Khoshkholgh, S. Balalaie, H. R. Bijanzadeh, and J. H. Gross, Synlett, 2009, 55.

I. Nakamura and Y. Yamamoto, Chem. Rev., 2004, 104, 2127; C. Wei, Z. Li, and C.-]. Li, Org. Lett.,
2003, 5, 4473; C. Wei and C.-J. Li, J. Am. Chem. Soc., 2003, 125, 9584; L. Shi, Y.-Q. Tu, M. Wang,
F.-M. Zhang, and C.-A. Fan, Org. Lett., 2004, 6, 1001.

Z.Liand C.-J. Li, J. Am. Chem. Soc., 2004, 126, 11810; B. M. Choudary, C. Sridhar, M. L. Kantam,
and B. Sreedhar, Tetrahedron Lett., 2004, 45, 7319; L. W. Bieber and M. F. da Silva, Tetrahedron
Lett., 2004, 45, 8281; M. Benaglia, D. Negri, and G. Dell’ Anna, Tetrahedron Lett., 2004, 45, 8705;
D. A. Black and B. A. Arndtsen, Org. Lett., 2004, 6, 1107.

R. Gupta, A. Jain, and Y. Madan, J. Heterocycl. Chem., 2013, 50, 1342; G. Babu, R. Nagarajan, R.
Natarajan, and P. T. Perumal, Synthesis, 2000, 661; E. Elamparuthi, M. Anniyappan, D.
Muralidharan, and P. T. Perumal, ARKIVOC, 2005, xi, 6; J. Zhang and C.-J. Li, J. Org. Chem., 2002,
67, 3969; G. Babu and P. T. Perumal, Tetrahedron Lett., 1997, 38, 5025; J. S. Yadav, B. V. S. Reddy,
R. S. Rao, S. K. Kumar, and A. C. Kunwar, Tetrahedron, 2002, 58, 7891.

F. Palacios, C. Alonso, A. Arrieta, F. P. Cossio, J. M. Ezpeleta, M. Fuertes, and G. Rubiales, Eur. J.
Org. Chem., 2010, 2091; C. Alonso, M. Gonzélez, F. Palacios, and G. Rubiales, J. Org. Chem., 2017,
82, 6379.

G. Bashiardes, 1. Safir, F. Barbot, and J. Laduranty, Tetrahedron Lett., 2004, 45, 1567.




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /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 /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 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 false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages false
  /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 false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages false
  /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 false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages false
  /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 <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /JPN <>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice




