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 The Ugi four-component condensation reaction have been

widely used for the construction of focused library and

diversity-oriented approach especially in the drug discovery,

and also applied to introduce more complexity by utilizing

bifunctional components or post transformations.1

The various constructions of γ-lactam ring based on the

Ugi reaction have been reported. The preparations were suc-

cessfully accomplished by using γ-ketoacids as bifunctional

starting materials2 or post transformation strategies such as

Horner-Wadsworth-Emmons reaction,3 Heck reaction,4 cy-

clization,5 deBoc-Cyclization,6 and radical cyclization7 from

appropriate starting materials. It was also found that bicyclic

γ-lactam moiety can be accessed by a tandem Ugi/Diels–

Alder reaction followed by domino metathesis.8 The sequential

Ugi reaction/ring-closing metathesis (RCM) reaction provided

powerful synthetic tools toward macrocyclic lactams larger

than five-membered 2-pyrrolidones.9

As an extension of our work with the Ugi reaction,10 we

became interested in the Ugi/RCM reaction protocol to

expand the scope of scaffold generated by this versatile reac-

tion. Herein, we report the construction of α,β-unsaturated

piracetam derivatives, an important synthon to diversify

piracetam scaffolds in the drug discovery.11

The 2-pyrrolidinone family of cognition enhancers, exam-

plified by piracetam analogues, 2-oxo-1-pyrrolidineacetamides,

are of interest due to their biological activities such as noo-

tropics, cognition enhancing, antidementia, anticholinergic,

antiepileptics, antihistaminic, antidepressants, anxiety, and

hypoxia with a lack of clear mechanism of action (Figure

1).12

Moreover Levetiracetam (Keppra®, 2000, UCB),13 the α-

ethyl analogue of the nootropic piracetam, is a second-

generation antiepileptic drug in the oral treatment of partial-

onset seizures. Its mechanism of action appears to involve

binding to synaptic vesicle protein 2A and blocking N-type

calcium channel.

As shown in Scheme 1, an Ugi four-component coupling

followed by ring-closing metathesis reaction was envisaged

to provide α,β-unsaturated γ-lactam 2. The lactam scaffolds

2 are able to be constructed by a sequential ring closing

metathesis (RCM) reaction of the Ugi adduct 1, which can

be readily prepared by using acrylic acid, allylamine, various

aldehydes and isocyanides.

At first, the Ugi reaction of acrylic acid with allylamine,

formaldehyde and tert-butylisocyanide was proceeded in

2,2,2-trifluoroethanol at 0 oC, and the mixture was stirred for

24 h at room temperature to afford acrylamide 1d in 52%

yield (Table 1, entry 4). The reaction of the acrylic acid and

allylamine with various isocyanides and formaldehyde or

†This paper is dedicated to Professor Eun Lee on the occasion of his ho-

nourable retirement.

Figure 1. The chemical structures of piracetam-related drugs.

Scheme 1. A sequential Ugi/RCM reaction to α,β-unsaturated
piracetam analogues.
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propionaldehyde provided α,β-unsaturated amide 1 in

moderate to good yields (Table 1). The required isocyanides

were purchased or prepared from the corresponding for-

mamides by treating them with triphosgene following the

reported methods.14 

Ring-closing metathesis reaction of acrylamides 1 provi-

ded the five-membered α,β-unsaturated γ-lactam 2 in 51-

76% yield (Table 2). All reactions were conducted either in

benzene or toluene at 80 oC condition in the presence of 2-5

mol % of Grubbs second generation ruthenium catalyst for 4

h. Initial experiments with the Grubbs first-generation catalyst

were unsuccessful with very little conversion despite ele-

vated catalyst loading and prolonged reaction time. The

reaction in dichloromethane under reflux condition was not

proceeded in the presence of both Grubbs first and second

generation catalyst (entry 1). The optimum procedure of RCM

reaction was found that a solution of the Grubbs second

generation catalyst (5 mol %) was added slowly with syringe

pump during 2 h to a highly diluted solution of the Ugi

adducts 1 in toluene (0.03 M) at 80 oC and further stirring for

2 h at the same temperature. Pyrrolidone butanamides (2e-

g), a synthetic precursor of racemic levetiracetam, were also

obtained in good yields. Further hydrogenation of γ-lactam

2e with 10% Pd/C catalyst under hydrogen gas gave the cor-

responding saturated γ-lactam in 80% yield.

We next turned our attention to examining the scope of

ring-closing enyne metathesis. The Ugi reaction of propargyl

amine with acrylic acid, formaldehyde and benzylisocyanide

gave a acrylamide 3 in 45% yield, and the subsequent enyne

metathesis under the previous RCM reaction condition gave

the diene 4 in 24% yield (Scheme 2).

Furthermore, the reaction of propiolic acid with allylamine,

formaldehyde, and benzyl isocyanide provided propiolamide

5 in 77% yield by a typical Ugi four-component reaction.

The results of following enyne metathesis reaction of the

Ugi adduct 5 were shown in Table 3. When the reaction was

carried out under refluxing benzene or toluene at 80 oC con-

Table 1. Preparation of acrylamide 1 by Ugi four-component reaction
of acrylic acida

Entry R1 R2 Product Yield (%)b

1 H 4-methoxybenzyl 1a 65

2 H benzyl 1b 62

3 H 2,4-dimethoxybenzyl 1c 32

4 H tert-butyl 1d 52

5 C2H5- benzyl 1e 46

6 C2H5- 4-methoxybenzyl 1f 65

7 C2H5- 2,4-dimethoxybenzyl 1g 30

aAll reactions were carried out with allylamine (1.0 equiv), acrylic acid
(1.0 equiv), aldehyde (1.0 equiv) and an isocyanide (1.2 equiv) in 2,2,2-
trifluoroethanol at room temperature for 24 h. bIsolated yield.

 

Table 2. Synthesis of α,β-unsaturated γ-lactam 2 by ring-closing metathesis reaction with grubbs second generation catalysta

Entry R1 R2 Solvent Product Temp. Yield (%)b

1 H 4-methoxybenzyl DCM 2a reflux NR

2 H 4-methoxybenzyl benzene 2a reflux Trace

3 H 4-methoxybenzyl toluene 2a 80 oC 63

4 H benzyl toluene 2b 80 oC 50

5 H 2,4-dimethoxybenzyl toluene 2c 80 oC 64

6 H tert-butyl toluene 2d 80 oC 51

7 C2H5- benzyl benzene 2e reflux 76

8 C2H5- benzyl toluene 2e 80 oC 60

9 C2H5- 4-methoxybenzyl toluene 2f 80 oC 66

10 C2H5- 2,4-dimethoxybenzyl toluene 2g 80 oC 61

aAll reactions were carried out with unsaturated amide with 5 mol % of Grubbs second generation catalyst under highly diluted condition (0.03 M) at
reflux or 80 oC for 4 h. bIsolated yield.

 

Scheme 2. A tandem Ugi and Ring-closing enyne metathesis sequence from propargyl amine.
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dition, the desired product 6 was obtained in 30% and 41%

yield respectively (Entry 2, 3). The RCM reaction did not

proceed when dichloromethane was used as solvent under

reflux condition. However, treatment of the substrate with

titanium isopropoxide as co-catalyst (0.3 equiv) in refluxing

dichloromethane, which was reported to destabilize complex

between the ruthenium catalyst and various hydrogen bond

acceptors,15 resulted in the formation of the expected un-

saturated γ-lactam 6 in 25% yield (Entry 4). Increasing the

used amount of the Grubbs catalyst or titanium isopropoxide

gave higher yields (Entry 5, 6). Finally, the reaction of pro-

piolamide 5 with the 5 mol % Grubbs second generation

catalyst in the presence of 2 equiv of titanium isopropoxide

in dichloromethane (40 oC) for 4 h afforded the lactam 6 in

64% yield.

In conclusion, we have developed an Ugi/RCM reaction

sequence for the convenient synthesis of α,β-unsaturated γ-

lactams derivatives. The Ugi reaction with appropriate com-

binations of each component and a subsequent ring-closing

olefin or enyne metathesis reaction as a post-condensation

transformation gave α,β-unsaturated pyrrolidone acetamide

derivatives, nootropic piracetam analogues, in an efficient

method. Further chemical transformations of the lactams,

and the biological activities of the prepared piracetam

derivatives are under study.

Experimental Section

A General Procedure for the Ugi Reaction. The solution

of acrylic acid or propiolic aid (0.4 mmol) and an isocyanide

(0.48 mmol) in 2,2,2-trifluoroethanol (4 mL) was added

slowly to a suspension of allylamine or propargylamine (0.4

mmol), and formaldehyde in 2,2,2-trifluoroethanol (10 mL)

at 0 °C under nitrogen. The mixture was allowed to reach

room temperature. After stirring for 24 h, the reaction mixture

was concentrated under reduced pressure. Water (10 mL) and

EtOAc (20 mL) were added to the residue, and the resulting

aqueous solution was extracted with EtOAc (4 × 20 mL).

The combined organic extracts were washed with brine (10

mL) and dried over anhydrous sodium sulfate. The solvent

was removed under reduced pressure, and the residue was

purified by flash column chromatography on silica gel using

1:1 or 1:2 mixture of hexane and ethyl acetate as an eluent.

N-Allyl-N-[(4-methoxy-benzylcarbamoyl)methyl]-acryl-

amide (1a): 1H-NMR (300 MHz, CDCl3) δ 7.17 (d, 2H, J =

9.0 Hz), 6.95 (br. t, 1H), 6.84 (d, 2H, J = 9.0 Hz), 6.53-6.44

(m, 1H), 6.36-6.30 (m, 1H), 5.82-5.75 (m, 1H), 5.74-5.70

(m, 1H), 5.24-5.12 (m, 2H), 4.34 (d, 2H, J = 6.0 Hz), 4.09 (d,

2H, J = 6.0 Hz), 4.02 (s, 2H), 3.77 (s, 3H); 13C-NMR (125

MHz, CDCl3) δ 168.84, 167.47, 158.84, 131.97, 130.21,

129.75, 128.90, 126.81, 117.47, 113.96, 55.25, 51.42, 50.69,

42.77; HRMS (EI) calcd for C16H20N2O3 (M
++H) 288.1474,

found 288.1474.

N-Allyl-N-(benzylcarbamoylmethyl)acrylamide (1b):
1H-NMR (300 MHz, CDCl3) δ 7.18-7.05 (m, 5H, aromatic),

6.34-6.31 (m, 1H), 6.21-6.16 (m, 1H), 5.61-5.55 (m, 2H),

5.11-4.99 (m, 2H), 4.26 (d, 2H, J = 3.0 Hz), 3.96 (d, 2H, J =

6.0 Hz), 3.91 (s, 2H); 13C-NMR (125 MHz, CDCl3) δ 168.94,

167.44, 138.20, 132.08, 129.29, 128.56, 127.47, 127.25,

126.91, 117.40, 51.43, 50.47, 43.21; HRMS (EI) calcd for

C15H18N2O2 (M
++H) 258.1368, found 258.1361.

N-(tert-Butyl)-2-[(N-allyl-N-propenoyl)amino]acetamide

(1d): 1H-NMR (300 MHz, CDCl3) δ 6.57-6.36 (m, 2H),

5.87-5.73 (m, 2H), 5.26-5.15 (m, 2H), 4.10(br. s, 1H), 3.93

(s, 2H), 1.32 (s, 9H); 13C-NMR (125 MHz, CDCl3) δ 168.15,

167.26, 133.99, 132.08, 129.13, 126.98, 117.35, 51.68, 51.35,

51.09, 28.61; HRMS (EI) calcd for C12H20N2O2 (M
++H)

224.1525, found 224.1524.

N-(4-Methoxybenzyl)-2-[(N-allyl-N-propenoyl)amino]bu-

tanamide (1f): 1H-NMR (300 MHz, CDCl3) δ 7.15-7.12 (d,

2H, J = 9.0 Hz), 6.84-6.81 (d, 3H, J = 9.0 Hz), 6.53-6.33 (m,

2H), 6.81-5.70 (m, 2H), 5.18-5.12 (m, 2H), 4.88 (t, 1H, J =

9.0Hz), 4.40-4.24 (d, 2H, J = 6.0 Hz), 4.12-3.91 (d, 2H, J =

6.0 Hz), 3.78 (s, 3H), 2.03 (m, 1H), 1.67 (m, 1H), 0.90 (t,

3H, J = 7.3 Hz); 13C-NMR (125 MHz, CDCl3) δ 170.34,

168.01, 158.83, 134.25, 130.32, 129.31, 128.90, 127.94,

Table 3. An Ugi reaction of propiolic acid and subsequent enyne metathesis reactiona

Entry Grubbs’ Cat. Additive Solvent Yield b

1 5.0 mol % − DCM, reflux NR

2 5.0 mol % − Benzene, reflux 30%

3 5.0 mol % − Toluene, 80 oC 41%

4 5.0 mol % Ti(Oi-Pr)4 (0.3eq) DCM, reflux 25%

5 10.0 mol % Ti(Oi-Pr)4 (0.3eq) DCM, reflux 41%

6 5.0 mol % Ti(Oi-Pr)4 (1.0eq) DCM, reflux 28%

7 5.0 mol % Ti(Oi-Pr)4 (2.0eq) DCM, reflux 64%

aAll reactions were carried out with propiolamide with 5 mol % of Grubbs second generation catalyst under highly diluted condition (0.03 M) at reflux
or 80 oC for 4 h. bIsolated yield.
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116.94, 113.95, 58.84, 55.28, 46.79, 42.75, 21.41, 10.82;

HRMS (EI) calcd for C18H24N2O3 (M
++H) 316.1787, found

316.1785.

A General Procedure for the RCM. A homogeneous

orange-red solution of Grubbs 2nd catalyst (9.3 mg, 0.01

mmol) was added slowly with syringe pump to the diene or

enyne (0.50 mmol) in 15 mL of dry toluene under argon at

80 oC for 2 h. The resulting mixture was stirred for 2 h at the

same temperature, at which time TLC showed the reaction

to be complete. The reaction mixture was quenched by

exposure to air (until greenish-black; 6 h), concentrated, and

purified by flash column chromatography (0-6% Et2O/

hexane).

N-(4-Methoxybenzyl)-2-(2-oxo-2,5-dihydropyrrol-1-yl)

acetamide (2a): 1H-NMR (300 MHz, CDCl3) δ 7.17 (d, 2H,

J = 8.4 Hz), 7.12 (m, 1H), 6.84 (d, 3H, J = 8.5 Hz), 6.15 (d,

1H, J = 6.0 Hz), 4.34 (d, 2H, J = 5.6 Hz), 4.15 (br. t, 2H),

4.09 (s, 2H), 3.77 (s, 3H); 13C-NMR (125 MHz, CDCl3) δ

172.00, 168.24, 158.97, 144.24, 129.99, 129.02, 127.31,

114.05, 55.27, 24.13, 46.38, 42.94; HRMS (EI) calcd for

C14H16N2O3 (M
++H) 260.1161, found 260.1167.

N-Benzyl-2-(2-oxo-2,5-dihydropyrrol-1-yl)acetamide (2b):
1H-NMR (300 MHz, CDCl3) δ 7.32-7.21 (m, 5H), 7.14-7.12

(d, 1H, J = 6.0 Hz), 6.94 (br. s, 1H), 6.14 (d, 1H, J = 5.9 Hz),

4.40 (d, 2H, J = 5.7 Hz); 13C-NMR (125 MHz, CDCl3) δ

172.06, 168.40, 168.84, 167.47, 158.84, 131.97, 130.21,

129.75, 128.90, 126.81, 117.47, 113.96, 55.25, 51.42, 50.69,

42.77; HRMS (EI) calcd for C13H14N2O2 (M
++H) 230.1055,

found 230.1058.

N-(tert-Butyl)-2-(2-oxo-2,5-dihydropyrrol-1-yl)acetamide

(2d): 1H-NMR (300 MHz, CDCl3) δ 7.18 (dt, 1H, J = 1.7,

6.0 Hz), 6.21 (dt, 1H, J = 1.7, 6.0 Hz), 6.02 (br. s, 1H), 4.18

(d, 2H, J = 1.6 Hz), 3.99 (s, 2H); 13C-NMR (125 MHz,

CDCl3) δ 171.90, 167.58, 144.08, 127.45, 54.05, 51.45,

47.39, 28.67; HRMS (EI) calcd for C10H16N2O2 (M
++H)

196.1212, found 196.1205.

N-(4-Methoxybenzyl)-2-(2-oxo-2,5-dihydropyrrol-1-yl)

butanamide (2f): 1H-NMR (300 MHz, CDCl3) δ 7.14 (d,

3H, J = 8.7 Hz), 6.82 (d, 3H, J = 8.7 Hz), 6.11 (dt, 1H, J =

1.8, 6.0 Hz), 4.53 (t, 1H, J = 7.9 Hz), 4.41-4.34 (m, 1H),

4.29-4.19 (m, 2H), 4.05-3.97 (m, 1H), 3.78 (s, 3H), 2.08-

1.99 (m, 1H), 1.81-1.71 (m, 1H), 0.89 (t, 3H, J = 4.7 Hz);
13C-NMR (125 MHz, CDCl3) δ 171.99, 170.12, 158.89,

144.15, 130.11, 128.91, 127.22, 114.00, 56.50, 55.27, 50.32,

42.85, 22.72, 10.62; HRMS (EI) calcd for C16H20N2O3

(M++H) 288.1474, found 288.1468.

Acknowledgments. This work was supported by Grants

from Korea Institute of Science and Technology, and the

Korean Research Foundation (G. Keum, MOEHRDI KRF-

2006-611-C00004)

References

  1. For recent reviews, see: (a) Ivachtchenko, A. V.; Ivanenkov, Y. A.;
Kysil, V. M.; Krasavin, M. Y.; Ilyin, A. P. Russian Chemical Reviews

2010, 79, 787. (b) Dömling, A. Chem. Rev. 2006, 106, 17. (c)

Akritopoulou, I.; Djuric, S. W. Heterocycles 2007, 73, 125. (d)
Marcaccini, S.; Torroba, T. Multicomponent Reactions; Zhu, J.,

Bienayme, H., Eds.; Wiley-VCH: Weinheim, 2005; 33-75.

  2. (a) Short, K. M.; Mjalli, M. M. Tetrahedron Lett. 1997, 38, 359.
(b) Harriman, G. C. B. Tetrahedron Lett. 1997, 38, 5591. (c)

Hanusch-Kompa, C.; Ugi, I. Tetrahedron Lett. 1998, 39, 2725. (d)

Short, K. M.; Ching, B. W.; Mjalli, A. M. M. Tetrahedron 1997,
53, 6653. (e) Zhang, J.; Jacobson, A.; Rusche, J. R.; Herlihy, W. J.

Org. Chem. 1999, 64, 1074. (f) Musonda, C. C.; Gut, J.; Rosenthal,

P. J.; Yardley, V.; de Souzad, R. C. C.; Chibalea, K. Bioorg. Med.
Chem. 2006, 14, 5605.

  3. (a) Beck, B.; Picard, A.; Herdtweck, E.; Dö1mling, A. Org. Lett.

2004, 6, 39. (b) Beck, B.; Magnin-Lachaux, M.; Herdtweck, E.;
Dömling, A. Org. Lett. 2001, 3, 2875.

  4. Dai, W.-M.; Shi, J.; Wu, J. Synlett 2008, 2716

  5. Zimmer, R.; Ziemer, A.; Gruner, M.; Brudgam, I.; Hartl, H.; Reissig,
H. U. Synthesis 2001, 1649.

  6. (a) Hulme, C.; Ma, L.; Cherrier, M.-P.; Romano, J. J.; Morton, G.;

Duquenne, C.; Salvino, J.; Labaudiniere, R. Tetrahedron Lett.
2000, 41, 1883. (b) Hulme, C.; Morrissette, M. M.; Volz, F. A.;

Burns, C. J. Tetrahedron Lett. 1998, 39, 1113.

  7. Kaïm, L. E.; Grimaud, L.; Mirandab, L. D.; Vieua, E. Tetrahedron
Lett. 2006, 47, 8259.

  8. (a) Oikawa, M.; Ikoma, M.; Sasaki, M. Tetrahedron Lett. 2005,

46, 5863. (b) Ikoma, M.; Oikawa, M.; Sasaki, M. Eur. J. Org.
Chem. 2009, 72. (c) Oikawa, M.; Ikoma, M.; Sasaki, M.; Gill, M.

B.; Swanson, G. T.; Shimamoto, K.; Sakai, R. Eur. J. Org. Chem.

2009, 5531.
  9. For representative examples, see: (a) Banfi, L.; Basso, A.; Guanti,

G.; Riva, R. Tetrahedron Lett. 2003, 44, 7655. (b) Beck, B.; Larbig,

G.; Mejat, B.; Magnin-Lachaux, M.; Picard, A.; Herdtweck, E.;

Dömling, A. Org. Lett. 2003, 5, 1047. (c) Ribelin, T. P.; Judd, A.
S.; Akritopoulou-Zanze, I.; Henry, R. F.; Cross, J. L.; Whittern, D.

N.; Djuric, S. W. Org. Lett. 2007, 9, 5119. (d) Oikawa, M.; Naito,

S.; Sasaki, M. Tetrahedron Lett. 2006, 47, 4763. (e) Hebach, C.;
Kazmaier, U. Chem. Commun. 2003, 596. (f) Vo-Thanh, G.;

Boucard, V.; Sauriat-Dorizon, H.; Guibé, F. Synlett 2001, 37. (g)

Piseopio, A. D.; Miller, J. F.; Koch, K. Tetrahedron 1999, 55,
8189.

10. (a) Ku, I. W.; Cho, S.; Doddareddy, M. R.; Jang, M. S.; Keum, G.;

Lee, J.-H.; Chung, B. Y.; Kim, Y.; Rhim, H.; Kang, S. B. Bioorg.
Med. Chem. Lett. 2006. 16, 5244. (b) Cho, S.; Keum, G.; Kang, S.

B.; Han, S.-Y.; Kim, Y. Mol. Diversity 2003, 6, 283. (c) Kim, Y.

B.; Park, S. J.; Keum, G.; Jang, M. S.; Kang, S. B.; Lee, D. H.;
Kim, Y. Bull. Kor. Chem. Soc. 2002, 23, 1277. (d) Kim, Y. B.;

Choi, E. H.; Keum, G.; Kang, S. B.; Lee, D. H.; Koh, H. Y.; Kim,

Y. Org. Lett. 2001, 3, 4149. (e) Park, S. J.; Keum, G.; Kang, S. B.;
Koh, H. Y.; Lee, D. H.; Kim, Y. Tetrahedron Lett. 1998, 39, 7109.

11. Gouliaev, A. H.; Monster, J. B.; Vedso, M.; Senning, A. Organic

Preparation and Procedures Int. 1995, 27, 273.
12. (a) Malykh, A. G.; Sadaie, M. R. Drugs 2010, 70, 287. (b)

Gouliaev, A. H.; Senning, A. Brain Res. Rev. 1994, 19, 180.

13. (a) Katherine A., L.-W. Drugs 2011, 71, 489. (b) Ulloa, C. M.;
Towfigh, A.; Safdieh, J. Neuropsychiatr. Dis. Treat. 2009, 5, 467.

14. Costa, S. P. G.; Maia, H. L. S.; Pereira-Lima, S. M. M. A. Org.

Biomol. Chem. 2003, 1, 1475.
15. Fürstner, A.; Langemann, K. J. Am. Chem. Soc. 1997, 119, 9130.



<<
  /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
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts 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
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 1200
  /ColorImageDepth -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
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 1200
  /GrayImageDepth -1
  /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
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /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)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /FRA <>
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


