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Abstract — An efficient one-pot domino protocol for the synthesis of novel
benzofuran/benzothiophene-fused naphthyridines, benzofuro- and benzothieno-
[3,2-h]benzo[b][1,6]naphthyridin-5(6H)-one derivatives 4, was developed,
starting from 2-chloromethylquinoline-3-carboxylates (1) with salicylonitriles (2)
or 2-mercaptobenzonitrile (3) by microwave-assisted Thorpe-Ziegler type

heterocyclization in the presence of cesium carbonate with good yields.

INTRODUCTION

Naphthyridines and their polycyclic derivatives are an important pharmacophore present in many natural
and designed synthetic products of therapeutic applications.! Among them, [1,6]naphthyridines and their
benzo/hetero-fused analogues have displayed a wide range of physiological activities, such as anticancer,’
anti HIV-1,> antimicrobial* and cytotoxic activities.> Consequently, various methods have been reported
for the synthesis of these compounds including multi component reactions,® metal-catalyzed reactions,’
cycloaddition reactions® and other approaches.’

On the other hand, compounds with the core of benzofuran or benzothiophene are an important class of
heterocycles, which are frequently present in biologically active molecules and natural products.'® Thus a
molecular scaffold containing both naphthyridine and benzofuran or benzothiophene unit may be of great
interest from biological and molecular diversity viewpoint.

Microwave irradiation, because of its significant enhancement in reaction rates and yields, has emerged as

a powerful technique for promoting a variety of chemical reactions.!! As part of our continuing interest on
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the development of new synthetic methods for heterocyclic compounds,'? we herein report an efficient
synthesis of benzofuro- and benzothieno[3,2-4]benzo[b][1,6]naphthyridin-5(6H)-ones by microwave-
assisted Thorpe-Ziegler type heterocyclization of 2-chloromethylquinoline-3-carboxylates (1) with

salicylonitriles (2) or 2-mercaptobenzonitrile (3) (Scheme 1).

Rl
CO,Et R? CN
N XH MW
’ 2X=0
3X=5

Scheme 1. Synthesis of new fused [1,6]naphthyridin-5(6H)-ones

RESULTS AND DISCUSSION

The carbon-carbon and carbon-heteroatom bond-forming reactions are crucial to organic synthesis.
Domino processes are important for generating high levels of diversity and complexity giving rise to
complex structures by simultaneous formation of two or more bonds from simple substrates. These
advantages are of particular interest in pharmaceutical research for the construction of libraries of
biologically active compounds. Thus, developing new, environmentally benign domino reactions is an
important topic of green chemistry.'* In this study we describe a new one-pot method of synthesis of new
fused [1,6]naphthyridines using Thorpee-Ziegler type heterocyclization domino reaction.'*
Thorpe-Ziegler cyclization generally proceeds smoothly in the presence of bases in aprotic solvents to
give the corresponding intramolecular condensation products in poor to moderate yields. Therefore, we
first investigated the effect of modifying the base, solvent, temperature, and reaction time under
microwave irradiation. The reaction of ethyl 2-chloromethyl-4-methylquinoline-3-carboxylate (1a) with
salicylonitrile (2a) was chosen as a model to optimize the reaction conditions (Table 1).

As shown in Table 1, the reaction of 1a with 2a proceeded smoothly with 68% yield in the presence of
K2COs3 at 120 °C in DMF for 10 min (entry 1). Then, a series of bases was screened for this reaction, such
as Cs2CO;3, KOH, NaH and ~-BuOK (entries 2-5), and the desired product 4a was obtained in 54% to 86%
yields. Excellent improvement in the yield of 4a was observed by replacing Cs2COs (entries 2, 6 and 7).
Moreover, several solvents (such as DMF, NMP, and DMSO) were tested, and DMF was proved to be the
most effective solvent. Increasing or decreasing the temperature of the reaction did not lead to any further
improvements in the yield (entries 8 and 9). On the other hand, the yields increased with time, from 78%
(5 min) to a maximum of 86% (10 min) (entries 2, 10, and 11). Extending the reaction time longer than
10 min did not change the yield significantly. Taken together, we concluded that under microwave

irradiation, the optimal conditions were 120 °C, 10 min, and Cs2CO3 in DMF.
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Table 1. Optimization of microwave-assisted reaction conditions on the synthesis of 4a*

Entry Base Solvent Temp (°C) Time (min) Yield (%)
1 K>COs3 DMF 120 10 68
2 Cs2C03 DMF 120 10 86
3 KOH DMF 120 10 54
4 NaH DMF 120 10 58
5 -BuOK DMF 120 10 80
6 Cs2C03 NMP 120 10 75
7 Cs2C03 DMSO 120 10 70
8 Cs2CO3 DMF 140 10 82
9 Cs2COs DMF 100 10 73
10 Cs2C03 DMF 120 5 78
11 Cs2C03 DMF 120 15 84

* Reaction conditions: 1 (1.0 mmol), salicylonitrile (2a, 1.0 mmol), base (3.0 mmol), solvent (15 mL).

With the optimized conditions in hand, the scope and generality of this novel synthesis of
benzofuro[3,2-h]benzo[b][1,6naphthyridin-5(6H)-ones (4a-h) were studied. The results, together with
those obtained under the conventional method for comparison, are shown in Table 2.

The results in Table 2 indicate that moderate to good isolated yields (72-83%) could be achieved under
the conventional method after a long reaction time (5-8 h), and the results were highly dependent on the
starting materials that were used. Prolonging the reaction time or adding excess salicylonitriles 2 did not
significantly improve the yield. In contrast, under microwave irradiation, the reactions were completed in
10 min and benzofuro[3,2-h]benzo[b][1,6]naphthyridin-5(6H)-ones were isolated in good yields
(79-88%). Thus, microwave irradiation increased the yield by 4-15%. Note that substituents on the
aromatic ring, such as Me, Ph, OMe, Cl, and Br, have practically no obvious effect on the yield under
both conventional and microwave conditions.

To expand the scope of the current method, 2-mercaptobenzonitrile was examined as a replacement for
salicylonitrile to synthesize benzothieno[3,2-A]benzo[b][1,6]naphthyridin-5(6H)-ones. The desired
products (4i, 4j) were also successfully obtained with good yields (Table 2, entries 9 and 10).

All the products were characterized by IR, '"H NMR, '*C NMR and elemental analysis. And all the data is

consistent with the desired structures.
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Table 2. Synthesis of benzofuro- and benzothieno[3,2-4]benzo[b][ 1,6 naphthyridin-5(6H)-ones 4

Bntry Product - R2 < Microwave irradiation” Conventional heating?
Time (min)  Yield (%) Time (h) Yield (%)
1 4a Me H O 10 86 6 73
2 4b Me OMe 0] 10 88 7 80
3 4c Me Cl 0] 10 79 7 75
4 4d Me Br O 10 80 8 72
5 4e Ph H O 10 82 6 79
6 4f Ph OMe @) 10 83 5 75
7 4g Ph Cl 0] 10 85 6 70
8 4h Ph Br 0] 10 80 7 78
9 4 Me H S 10 85 5 81
10 4j Ph H S 10 84 5 78

 The reaction was carried out at 120 °C. ® Isolated yield.

The proposed mechanism of the process is summarized in Scheme 2. The present synthetic sequence was
initiated by an alkylation of 2-chloromethylquinoline-3-carboxylates 1 with salicylonitriles (2) or
2-mercaptobenzonitrile (3) giving rise to the ethers A. An intramolecular carbanion addition across the
nitrile was brought about by ethers A via Thorpe-Ziegler reaction, and isomerization, resulting in the
formation of 3-amino-2-benzofurans (or 3-amino-2-benzothiophenes) C. Next, this then undergoes

intramolecular cyclization via loss of ethanol leads to yield the pentacyclic products 4.

R!
R! N CO,Et
\COEt NC R? P X
(* Cs,CO; N
N/ Cl X S\2-Substitution K’ Thorpe-Zieger
1 *_/ HI 203 A ‘Nj R2 reaction
Cs,CO4

intramolecular
reaction

Scheme 2. Proposed reaction mechanism for the formation of compound 4
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EXPERIMENTAL

General procedures for conventional preparation: To a solution of 2-chloromethyl-
quinoline-3-carboxylate 1'> (1.0 mmol) in DMF (15 mL) was added salicylonitrile 2 or 2-mercapto-
benzonitrile 3 (1.0 mmol) and cesium carbonate (3.0 mmol). The mixture was heated at 120 °C
(monitored by TLC). At the end of the reaction, the reaction mixture was cooled to rt, and solvent was
evaporated in vacuo. The crude reaction mixture was recrystallized from HOAc to afford the
corresponding products 4a-j.

General procedures for microwave-assisted preparation: A round bottomed flask charged with
2-chloromethylquinoline-3-carboxylate 1 (1.0 mmol), salicylonitrile 2 or 2-mercaptobenzonitrile 3 (1.0
mmol), and cesium carbonate (3.0 mmol) in DMF (15 mL) was irradiated at 120 °C (150 W, open vessel
standard conditions) for 10 min. Reaction flask was then allowed to cool down and solvent was
evaporated in vacuo. The crude reaction mixture was purified to afford the desired compounds 4.
13-Methylbenzofuro|[3,2-h]|benzo[b][1,6]naphthyridin-5(6 H)-one (4a): Red needles. Mp >300 °C; IR
(KBr, cm™): v 3410 (NH), 1670 (C=0). '"H NMR (400 MHz, CF3CO:D): 6 3.68 (s, 3H), 7.58 (d, J = 7.6
Hz, 1H), 7.75-7.83 (m, 2H), 7.96-8.06 (m, 2H), 8.26-8.29 (m, 2H), 8.71 (d, J = 8.8 Hz, 1H). 1*C NMR
(100 MHz, CF3CO2D): 6 16.7,109.2, 112.0, 114.8, 115.7, 117.6, 118.4, 119.9, 125.5, 126.5, 127.2, 128 .4,
133.3, 135.1, 136.9, 138.1, 157.7, 162.4, 169.3. Anal. Calcd for CioH12N202: C 75.99, H 4.03, N 9.33.
Found: C 76.14, H 4.07, N 9.37.
9-Methoxy-13-methylbenzofuro[3,2-#]benzo[b][1,6]naphthyridin-5(6 H)-one (4b): Red needles. Mp
>300 °C; IR (KBr, cm™): v 3411 (NH), 1680 (C=0). '"H NMR (400 MHz, CF3CO:D): § 3.68 (s, 3H), 4.06
(s, 3H), 7.50 (d, J = 8.4 Hz, 1H), 7.55 (s, 1H), 7.69 (d, J = 9.2 Hz, 1H), 7.97-8.01 (m, 1H), 8.26-8.33 (m,
2H), 8.71 (1H, d, J = 8.8 Hz). *C NMR (100 MHz, CF;CO:D): § 17.5, 55.8, 102.8, 110.0, 112.2, 116.1,
117.2, 119.2, 126.3, 127.1, 128.9, 129.1, 133.7, 135.8, 137.6, 138.9, 154.2, 156.6, 163.0, 170.0. Anal.
Calcd for C20H14N203: C 72.72, H 4.27, N 8.48. Found: C 72.89, H 4.30, N 8.52.
9-Chloro-13-methylbenzofuro[3,2-#]benzo[b][1,6]naphthyridin-5(6 H)-one (4c): Red needles. Mp
>300 °C; IR (KBr, cm™): v 3408 (NH), 1679 (C=0). 'H NMR (400 MHz, CF3;CO,D): 6 3.69 (s, 3H),
7.68-7.77 (m, 2H), 7.99-8.03 (m, 1H), 8.18 (1H, s), 8.28-8.36 (m, 2H), 8.73 (d, J = 8.8 Hz, 1H). 1*C NMR
(100 MHz, CF;CO2D): 6 17.6, 110.4, 112.2, 113.3, 115.0, 116.0, 117.7, 119.3, 120.1, 120.2, 126.5, 129.4,
132.1, 132.8, 135.9, 137.6, 139.0, 156.5, 170.2. Anal. Calcd for C19H11CIN202: C 68.17, H 3.31, N 8.37.
Found: C 68.25, H 3.35, N 8.42.
9-Bromo-13-methylbenzofuro|3,2-k]|benzo[b][1,6|naphthyridin-5(6 H)-one (4d): Red needles. Mp
>300 °C; IR (KBr, cm™): v 3415 (NH), 1680 (C=0). 'H NMR (400 MHz, CF3CO:D): 6 3.95 (s, 3H),
7.86-7.88 (m, 1H), 7.81-8.83 (m, 1H), 8.28-8.29 (m, 1H), 8.43 (s, 1H), 8.56-8.59 (m, 2H), 9.00 (d, J =
8.4Hz, 1H). *C NMR (100 MHz, CF3CO;D): 6 110.0, 114.3, 115.9, 118.5, 118.8, 119.5, 123.6, 126.8,
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127.4, 129.0, 129.7, 132.8, 136.1, 137.9, 139.3, 157.1, 163.1, 170.5. Anal. Calcd for C19H;1BrN>O,: C
60.18, H 2.92, N 7.39. Found: C 60.32, H 3.94, N 7.44.
13-Phenylbenzofuro|3,2-#]benzo[b][1,6|naphthyridin-5(6H)-one (4¢): Red needles. Mp >300 °C; IR
(KBr, cm™): v 3418 (NH), 1679(C=0). 'H NMR (400 MHz, CF3CO:D): ¢ 7.29-7.30 (m, 2H), 7.51-7.61
(m, 3H), 7.72-8.01 (m, 3H), 8.26-8.29 (m, 2H), 8.00 (d, J = 8.0 Hz, 1H), 8.24 (d, J = 7.2 Hz, 1H), 8.34
(1H, d, J = 8.0 Hz). 1*C NMR (100 MHz, CF3CO,D): § 111.4, 112.3, 113.4, 115.7, 117.6, 120.0, 124.6,
125.4, 126.1, 127.2, 127.6, 128.1, 128.7, 129.7, 132.4, 132.8, 134.0, 135.3, 137.9, 138.3, 157.7, 167.4.
Anal. Calcd for C24H14N2O2: C 79.55, H 3.89, N 7.73. Found: C 79.67, H 3.94, N 7.75.
9-Methoxy-13-phenylbenzofuro[3,2-k]benzo[b][1,6|naphthyridin-5(6 H)-one (4f): Red needles. Mp
>300 °C; IR (KBr, cm™): v 3380 (NH), 1680 (C=0). '"H NMR(400 MHz, CF3CO;D): ¢ 4.03 (3H, s),
7.32-7.33 (m, 2H), 7.48-7.49 (m, 2H), 7.51-7.53 (m, 3H), 7.62-7.70 (m, 1H), 7.71-7.78 (m, 1H),
7.81-7.85 (m, 1H), 8.23-8.27 (m, 1H), 8.35 (d, J = 8.4 Hz, 1H). 3C NMR (100 MHz, CF3CO:D): § 55.1,
102.2, 109.2, 112.2, 113.2, 114.1, 116.5, 117.8, 122.2, 125.5, 126.3, 127.7, 128.3, 128.8, 129.7, 132.8,
133.6, 135.4, 137.9, 138.4, 153.5, 155.8, 167.4. Anal. Calcd for CosHi6N2O3: C 76.52, H 4.11, N 7.14.
Found: C 76.68, H 4.15, N 7.19.
9-Chloro-13-phenylbenzofuro|3,2-h]benzo[b][1,6]naphthyridin-5(6 H)-one (4g): Red needles. Mp
>300 °C; IR (KBr, cm™): v 3390 (NH), 1680 (C=0). '"H NMR (400 MHz, CF3CO:D): § 7.31-7.32 (m,
2H), 7.64-7.65 (m, 3H), 7.74-7.77 (m, 2H), 7.81-7.88 (m, 2H), 8.03-8.04 (m, 1H), 8.27-8.28 (m, 1H),
8.39 (d, J = 8.4 Hz, 1H). '3C NMR (100 MHz, CF3CO:D): § 109.1, 113.1, 115.3, 117.1, 117.9, 119.6,
125.5, 126.5, 127.8, 128.5, 128.9, 129.8, 131.3, 132.6, 132.8, 132.9, 135.5, 138.0, 138.5, 155.8, 160.2,
167.8. Anal. Calcd for C24H13CIN20;: C 72.64, H 3.30, N 7.06. Found: C 72.76, H 3.35, N 7.10.
9-Bromo-13-phenylbenzofuro[3,2-h]benzo[b][1,6|naphthyridin-5(6H)-one (4h): Red needles. Mp
>300 °C; IR (KBr, cm™): v 3400 (NH), 1679 (C=0). '"H NMR (400 MHz, CF3CO:D): § 7.64-7.65 (m,
2H), 7.95-7.96 (m, 4H), 8.16-8.18 (m, 3H), 8.52-8.70 (m, 3H). '*C NMR (100 MHz, CF3CO,D): § 110.0,
114.4, 115.3, 118.6, 118.9, 119.0, 123.8, 126.6, 127.6, 128.8, 129.2, 129.6, 129.9, 130.8, 133.7, 133.9,
136.3, 136.5, 139.1, 139.6, 157.3, 168.7. Anal. Calcd for C24H13BrN2O2: C 65.32, H 2.97, N 6.35. Found:
C 65.41,H 3.02, N 6.39.

13-Methylbenzothieno[3,2-#]benzo[b][1,6]naphthyridin-5(6H)-one (4i): Red needles. Mp >300 °C; IR
(KBr, cm™): v 3415 (NH), 1680 (C=0). 'H NMR (400 MHz, CF3CO:D): 6§ 3.59 (s, 3H), 7.52-7.59 (m,
2H), 7.80-7.91 (m, 2H), 8.17-8.19 (m, 3H), 8.59-8.60 (m, 1H). 3*C NMR (100 MHz, CF3CO:D): § 17.8,
107.3, 110.0, 115.7, 119.0, 122.1, 123.1, 126.3, 126.5, 126.9, 129.2, 131.5, 137.8, 138.8, 141.5, 141.6,
143.2, 163.4, 169.5. Anal. Calcd for C19H12N20S: C 72.13, H 3.82, N 8.85. Found: C 72.24, H 3.87, N
8.91.

13-Phenylbenzothieno[3,2-#]benzo[b][1,6|naphthyridin-5(6 H)-one (4j): Red needles. Mp >300 °C; IR
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(KBr, cm™): v 3419 (NH), 1675 (C=0); 'H NMR (400 MHz, CF3CO:2D): 6 7.28-7.29 (m, 2H), 7.58-7.59
(m, 4H), 7.68-7.82 (m, 3H), 7.92-7.93 (m, 1H), 8.20-8.27 (m, 3H). *C NMR (100 MHz, CF;CO,D): ¢
107.5, 1152, 118.4, 122.3, 123.3, 126.2, 126.5, 127.0, 127.1, 128.3, 128.6, 129.0, 129.4, 129.7, 130.2,
131.7, 133.8, 139.0, 141.9, 142.3, 143.8, 167.8. Anal. Calcd for C24H1sN>OS: C 76.17, H 3.73, N 7.40.
Found: C 76.23, H 3.80, N 7.45.

ACKNOWLEDGEMENTS
The authors thank Fund of National Science Foundation of China (81274010), Heilongjiang Province
Outstanding Youth Fund (JC201101), and the Innovation Talent Program of Heilongjiang University of

Chinese Medicine for financial support.

REFERENCES

1. H. Nakamura, J. Kobayashi, and Y. Ohizumi, Tetrahedron Lett., 1982, 23, 5555.

2. J.J. Bowling, H. K. Pennaka, K. Ivey, S. Wahyuono, M. Kelly, R. F. Schinazi, F. A. Valeriote, D. E.
Graves, and M. T. Hamann, Chem. Biol. Drug Des., 2008, 71, 205.

3. W. Gul, N. L. Hammond, M. Yousaf, J. J. Bowling, R. F. Schinazi, S. S. Wirtz, G. de C. Andrews, C.
Cuevas, and M. T. Hamann, Bioorg. Med. Chem., 2006, 14, 8495.

4. G. R. Pettit, H. Hoffmann, J. McNulty, K. C. Higgs, A. Murphy, D. J. Molloy, D. L. Herald, M. D.
Williams, R. K. Pettit, D. L. Doubek, J. N. A. Hooper, L. Albright, J. M. Schmidt, J.-C. Chapuis, and
L. P. Tackett, J. Nat. Prod., 2004, 67, 506.

5. L. W. Deady, M. L. Rogers, L. Zhuang, B. C. Baguley, and W. A. Denny, Bioorg. Med. Chem., 2005,
13, 1341.

6. S. Sarkar, D. K. Das, and A. T. Khan, Eur. J. Org. Chem., 2013, 6823.

7.  A.K. Verma, D. Choudhary, R. K. Saunthwal, V. Rustagi, M. Patel, and R. K. Tiwari, J. Org. Chem.,
2013, 78, 6657.

8. Y. Zhou,J. A. Porco, and J. K. Snyder, Org. Lett., 2007, 9, 393.

9. M.-S. Ty, Y. Li, X. Wang, B. Jiang, S.-L. Wang, and S.-J. Tu, RSC Adv., 2013, 3, 3877.

10. (a) R. J. Nevagi, S. N. Dighe, and S. N. Dighe, Eur. J. Med. Chem., 2015, 97, 561; (b) G. De
Nanteuil, C. Lila-Ambroise, A. Rupin, M.-O. Vallez, and T. J Verbeuren, Bioorg. Med. Chem. Lett.,
2003, 13, 1705.

11. (a) A. Bruckmann, A. Krebs, and C. Bolm, Green Chem., 2008, 10, 1131; (b) M. B. Gawande, S. N.
Shelke, R. Zboril, and R. S. Varma, Acc. Chem. Res., 2014, 47, 1338.

12. (a) D.-L. Wang, Z. Dong, Q.-T. Cui, F.-F. Yang, and W. Zhao, Heterocyles, 2013, 87, 2343; (b) D.-L.
Wang, J.-Y. Wu, D. Wu, and Y.-Y. Wang, Chin. Chem. Lett., 2014, 25, 1555; (c¢) D.-L. Wang, D.



1062 HETEROCYCLES, Vol. 94, No. 6, 2017

Wu, W. Zhao, Y.-Y. Wang, and J.-Y. Wu, Chin. Chem. Lett., 2015, 26, 251.

13. (a) L. G. Voskressensky, A. A. Festa, and A. V. Varlamov, Tetrahedron, 2014, 70, 551; (b) D. P.
Walsh and Y. T. Chang, Chem. Rev., 2006, 106, 2476.

14. (a) A. M. Shestopalov, L. A. Rodinovskaya, and A. A. Shestopalov, Tetrahedron, 2010, 66, 8945; (b)
A. M. Shestopalov, L. A. Rodinovskaya, and A. A. Shestopalov, J. Comb. Chem., 2010, 12, 9.

15. A.S. Degtyarenko, A. A. Tolmachev, Y. M. Volovenko, and A. V. Tverdokhlebov, Synthesis, 2007,
3891.




<<
  /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 /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 (None)
  /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 <>
    /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.)
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
  >>
  /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




