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One-Pot Synthesis of 3,4-Dihydro-2H-pyrido[1,2-a][1,3,5]triazin-2-one Deri-
vatives from N-(2’-Pyridinyl)benzoylacetamide and Nitrosobenzenes
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Abstract: A convenient method leading to fused pyrido[1,2-a]
[1,3,5]triazine-2-ones is described. It consists in a one-pot, two-step
reaction of N-(2’-pyridinyl)benzoylacetamide with nitrosoben-
zenes. On the other hand, N-(2’-pyridinyl)acetoacetamide provides
a C-2 condensation/addition product with nitrosobenzene. N-(2'-
Pyridinyl)benzoylthioacetamide and N-(2’-pyridinyl)acetothioace-
tamide with nitrosobenzene undergo oxidative heterocyclisation
leading to [1,2,4]thiadiazolo[2,3-a]pyridine derivatives.

Key words: amides, heterocycles, pyridotriazines, thiadiazolopy-
ridines, cycloadditions

The interest in the pyrido[1,2-a][1,3,5]triazine system
arises from its wide biological activity,"> which comes
from its antagonistic effect upon 5-HT, and 5-HT,, sero-
tonin receptors. Such influence can result in: mediating
coronary blood flow,'* decreasing mean arterial blood
pressure,'® and the anti-thrombotic effect'® in mammals.
Other disorders, for whose prophylactic or therapeutic
treatment pyrido[1,2-a][1,3,5]triazine derivatives can be
used, are those involving airway constriction in human or
animals: asthma, emphysema, chronic bronchitis, chronic
obstructive pulmonary disease,” and various psychotic
conditions including schizophrenia, depression, anorectic
or bulimic eating disorders, and anxiety in humans.*

Since 1952, when a possible approach to this system was
mentioned for the first time,?* several general methods of
synthesis of pyrido[1,2-a][1,3,5]triazines have been in-
vented, mostly leading to their oxo derivatives.

Cyclodimerisation of iso(thio)cyanates leads to pyri-
do[1,2-a][1,3,5]triazine-2,4-di(thi)ones.®*¢ The other

methods include: reaction of isocyanates* or active esters
of imidodicarbonic* or carbonic* acid with 2-aminopyri-
dine or other amidines and cyclisation of (thio)urea
derivatives* or their reaction with isothiocyanate.*® Pyri-
do[1,2-a][1,3,5]triazine-4-ones can be obtained from urea
derivatives,”*" e.g. by their cyclisation,® or reaction of
aryl isocyanates and unsymmetrical carbodiimides con-
taining 2’-pyridine ring.>¢ There are only a few examples
of the syntheses of pyrido[1,2-a][1,3,5]triazine-2-
(thi)ones known.34-¢

It has recently been shown’'° that 2-methoxy-N-phenyl-
2-phenylaminoacetothioacetamide, which was obtained
as the product of the reaction of N-phenylacetothioaceta-
mide and nitrosobenzene in methanol, is a compound of
particular interest. This compound has got capacity to re-
act as bielectrophilic system on C-2 in various ways, de-
pending on reagents and reaction conditions, and usually
leading to heterocyclic systems by new rearrangements.”®
These results encouraged us to undertake a study on the
reactivity of N-(2’-pyridinyl)acetoacetamide (1) and N-
(2’-pyridinyl)benzoylacetamide (2) with nitrosobenzenes.
Products of such type of reaction had proven useful as
good building blocks for constructing various heterocy-
clic systems.”®

N-(2’-Pyridinyl)acetoacetamide (1) furnished the expect-
ed product 3a, in contrast to the reaction of N-(2’-pyridi-
nyl)benzoylacetamide (2) with nitrosobenzenes. This
reaction unexpectedly afforded pyrido[1,2-a] [1,3,5]triaz-
in-2-ones 4a—c (Scheme 1).
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The structure of compounds 4a—c could not be completely
elucidated by IR, 'H NMR, '3C NMR spectra and MS
analyses, therefore it was established by X-ray analysis.'!
A perspective view of the molecule of 4a with the crystal-
lographic numbering scheme of non-hydrogen atoms is
shown in Figure 1.

< _C17

Figure 1 X-ray crystal structure of 4a

The packing in the crystal structure is dominated by van
der Waals interactions with only intramolecular close
contacts involving the C8, H108 and N12, and C20, H120
and Ol atoms (Figure 1). These interactions are fairy
strong, with D—A distances equal to 264.9(3)A and
294.0(3)A, respectively, and rather angular [D-H.A an-
gles equal 104(2)° and 84(2)°]. Rather than affect the
packing, these intramolecular interactions tend to stabilise
the molecule’s conformation. In fact, the molecular geom-
etry is rather characteristic, because, in good approxima-
tion, all atoms lie in three planes: two planes passing
through the phenyl moieties and the third one defined by
the remaining atoms. Least-squares planes involving the
phenyl rings are inclined to each other at an angle of
27.06(8)°, whereas they form angles of about 66° with the
plane defined by the heterorings.

It is noteworthy that using 2 equivalents of the corre-
sponding nitrosobenzene in the reaction with 2 signifi-
cantly increases the yields of products 4a—c. This fact
suggests a simultaneous attack of two molecules of ni-
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trosobenzene on C2 of 2 followed by splitting of C1-C2
and C2-C3 bonds. This results in forming corresponding
carbodiimides 5a-c¢ and 2’-pyridinylisocyanate 6
(Scheme 2).

Highly reactive intermediate symmetrical carbodiimides
5a—c spontaneously react with 2’-pyridinylisocyanate (6),
formed in situ, via [4n + 27t] heterocycloaddition between
the N=C-N=C moiety of 6 as 4t component and the C=N
moiety of Sa—c as 2n component to yield pyrido[1,2-
al[1,3,5]triazin-2-one derivatives 4a—c as major products.
At the same time dimerisation of carbodiimide occurs,
leading to four-membered ring of 1,3-diazetine. The cor-
responding 1,3-diaryl-2,4-diarylimino-1,3-diazetines 7a—
¢ were isolated by chromatography of reaction mixtures
remaining after separating the main products 4a—c which
did not need purification. Another fact that confirms the
proposed [4n + 2m] cycloaddition mechanism is the 4Z
configuration of compounds 4a—c.

Previously reported methods>*¢ using [47 + 2] heterocy-

cloaddition lead mostly to pyrido[1,2-a][1,3,5]triazin-4-
ones, because the pyridine ring was a part of carbodiimide
and not isocyanate.

Under the same conditions N-(2’-pyridinyl)acetothioacet-
amide (8) and N-(2’-pyridinyl)benzoylthioacetamide (9)
underwent oxidative cyclisation by the treatment with ni-
trosobenzene. Oxidative ring closure of 8 takes place be-
tween the nitrogen atom of the pyridine ring and the sulfur
atom of the thioamide moiety forming a 1,2,4-thiadiazo-
lo[2,3-a]pyridine derivative 10 with elimination of the
acetyl fragment. In this case, however, using 2 equivalents
of nitrosobenzene did not increase the yield. The structure
of compound 10 was established on the basis of IR, *C
NMR, '"H NMR, and MS analyses and microanalyses. On
the other hand N-(2’-pyridinyl)benzoylthioacetamide (9)
gave the known I-phenyl-2-(2H-[1,2,4]thiadiazolo[2,3-
a)pyridin-2-yliden)ethanone (11)'?* (Scheme 3). Such ox-
idation is a common way of obtaining [1,2,4]thiadiazo-
lo[2,3-a]pyridine derivatives,'***¢ which constitute a new
family of potassium channel openers,'*® and exhibit excel-
lent endothelin receptor antagonistic activity.!** They are
also the subject of theoretical research. 3¢

In conclusion, we have demonstrated a convenient one-
pot preparation of (42)-3-phenyl-4-(phenylimino)-3,4-di-
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Scheme 3

hydro-2H-pyrido[1,2-a][1,3,5]triazin-2-ones 4a—c start-
ing from simple, cheap and easily available N-(2'-
pyridinyl)benzoylacetamides 2 and variously substituted
nitrosobenzenes which work as oxidizing reagents. It is an
experimentally straightforward and particularly suitable
way for obtaining pure and easily isolable new examples
of the pyrido[1,2-a][1,3,5]triazin-2-one system. It should
be stressed that, in contrast to many known ways leading
to 4-oxo and 24-dioxo derivatives of pyrido[l,2-
al[1,3,5]triazine, only a few examples for syntheses of py-
rido[1,2-a][1,3,5]triazin-2-one derivatives have been re-
ported.®

Mps were determined on an electrothermal IA9000 digital mp ap-
paratus and are uncorrected. IR spectra were obtained on a Bruker
IFS 48 spectrometer. 'H and '*C NMR spectra were recorded with
a Bruker AMX 500 NMR spectrometer at r.t. Chemical shifts are
given in ppm. Yields are given for pure products. 4-Chloroni-
trosobenzene and 4-methylnitrosobenzene were prepared according
to the known procedure.'*

N-(2’-Pyridinyl)acetoacetamide (1); Typical Procedure

A solution of ethyl acetylacetate (17.3 mL, 0.1 mol) in xylene (70
mL) was heated to boil. To the boiling mixture was added 2-ami-
nopyridine (9.4 g, 0.1 mol) in portions during 1 h, and the liberated
EtOH was removed by distillation. Traces of EtOH were removed
by codistilling with xylene (20 mL). Cooling the mixture at O °C af-
forded the product, which was collected by filtration under suction;
yield: 14.24 g (80%); colourless needles; mp 113-114 °C (Lit.!*
mp 111-112 °C).

N-(2’-Pyridinyl)benzoylacetamide (2)
Compound 2 was prepared in an analogous way as 1, starting from
ethyl benzoyl acetate;

yield: 73%; colourless needles; mp 114-115 °C (Lit.!** mp 113-
114 °C).

2-Methoxy-2-phenylamino-N-(2-pyridinyl)acetoacetamide (3)
To a stirred solution of 1 (1.78 g, 0.01 mol) in MeOH (20 mL), ni-
trosobenzene (1.07 g, 0.01 mol) and solid NaOH (0.02 g) (as a cat-
alyst) were added and the mixture was stirred overnight. The
product was suction filtered and dried; yield: 1.80 g (60%); white
powder; mp 152-153 °C.

IR (KBr): 3363, 3108, 1683 cm™.

'H NMR (CDCl,): 8 = 11.75 (s, | H, CONH), 8.20-7.01 (m, 9 H,
CH, ), 4.74 (s, 1 H, NH), 3.46 (s, 3 H, OCH,), 2.44 (s, 3 H, CH,).

13C NMR (CDCly): 8 =204.2 (COCH,), 168.2 (CONH), 148.1,
138.4,129.2,128.9, 124.8, 123.5, 121.3, 120.7, 114.6 (9 C ). 92.8
(C-2), 50.7 (OCH3), 22.6 (CH).
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MS (ED): m/z (%) =225 (12, M* — Ph), 121 (97, 2-PyNHCO), 93
(84, 2-PyNH), 77 (100, Ph).

Anal. Calcd for C;4H,;N;05: C, 64.20; H, 5.72; N, 14.04. Found: C,
64.55; H, 5.50; N, 13.77.

(4Z)-3-Aryl-4-(arylimino)-3,4-dihydro-2H-pyrido[1,2-
a][1,3,5]triazin-2-ones 4; General Procedure

Compound 2 (0.48 g, 2 mmol) was dissolved in MeOH (20 mL) at
40 °C and one drop of 25% aq solution of NaOH (as a catalyst) was
added. To the stirred solution, the corresponding nitrosobenzene
was added (4 mmol) in several portions during 5 min. The ni-
trosobenzene dissolved readily in the solution, which changed its
color from green to orange-brown. After 2h, the product was col-
lected by filtration under suction.

(4Z)-3-Phenyl-4-(phenylimino)-3,4-dihydro-2H-pyrido[1,2-
a][1,3,5]triazin-2-one (4a)
Yield: 0.33 g (52%); orange plates; mp 231-232 °C.

IR (KBr): 1703, 1648, 1553 cm™.

'H NMR (DMSO-d,): 6 = 8.88 (ddd, 1 H, J=7.3, 1.5, 0.8 Hz), 7.85
(ddd, 1 H, J=9.0, 6.8, 1.9 Hz), 7.09-7.06 (m, 3 H), 7.01-6.96 (m,
3 H), 6.93 (ddd, 1 H,J=7.0, 6.8, 1.5 Hz), 6.82 (t, 2 H, J = 7.8 Hz),
6.60 (tt, 1 H, J = 7.3, 1.1 Hz), 6.40 (dd, 2 H, J = 8.5, 1.0 Hz).

BC NMR (DMSO-d,): § = 155.3, 143.9, 141.4, 136.1, 135.3, 130.1,
129.7,127.7,127.5,127.2, 122.9, 121.1, 120.5, 112.5.

MS (El): m/z (%) = 314 (2, M*), 222 (35, M* — PhN), 194 [100, ret-
ro Diels—Alder reaction fragment (RDA)], 120 (4, RDA).

Anal. Calcd for C;oH ,N,O: C, 72.60; H, 4.49; N, 17.82. Found: C,
72.48; H, 4.46; N, 17.74.

(4Z)-3-(4-Chlorophenyl)-4-[(chlorophenyl)imino]-3,4-dihydro-
2H-pyrido[1,2-a][1,3,5]triazin-2-one (4b)
Yield: 0.31 g (40%); yellow-orange plates; mp 230-232 °C.

IR (KBr): 1721, 1663, 1550 cm™.

'H NMR (DMSO-d,): 6 =8.87 (d, 1 H,J=7.0 Hz), 7.86 (ddd, 1 H,
J=90,7.0,1.5Hz),7.14-7.08 (m, 5 H), 6.94 (td, 1 H, /=7.0, 1.5
Hz), 6.90 (d,2 H, J = 8.5 Hz), 6.44 (d, 2 H, J = 8.5 Hz).

3C NMR (DMSO-dy): & = 154.6, 152.4, 143.7, 141.6, 135.9, 135.0,
132.2,131.7,130.1, 127.9, 127.4, 125.3, 122.9, 122.4, 112.7.

MS (EI): m/z (%) = 382 (81, M*), 262 (14, RDA), 120 (11, RDA).

Anal. Caled for C4H,,CI,N,O: C, 59.55; H, 3.16; N, 14.62. Found:
C, 59.39; H, 2.94; N, 14.50.

(4Z)-3-(4-Methylphenyl)-4-[ (methylphenyl)imino]-3,4-dihydro-
2H-pyrido[1,2-a][1,3,5]triazin-2-one (4c)
Yield: 0.33 g (48%); light orange plates; mp 228-229 °C.

IR (KBr) = 1704, 1647, 1556 cm™.
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'H NMR (DMSO-d,): 5=28.86 (d, | H, J=7.5 Hz), 7.83 (t, 1 H,
J=7.8Hz),7.05(d, 1 H,J=9.0Hz), 691 (t, 1 H, J=7.5Hz), 6.89
(d,2H,J=85Hz),6.77 (d,2 H,J=8.0Hz), 6.62 (d, 2 H, J= 7.5
Hz), 6.24 (d, 2 H, J = 8.0 Hz), 2.12 (5, 3 H), 2.09 (s, 3 H).

13C NMR (DMSO-dy): § = 154.6, 142.2, 141.3, 136.5, 133.6, 130.1,
129.6, 129.3, 128.1, 127.8, 122.8, 120.3, 112.3, 30.6, 30.5.

MS (ESi): m/z = 343 (M*), 223 (RDA).

Anal. Calcd for C;oH sN,O: C, 73.67; H, 5.30; N, 16.36. Found: C,
73.63; H, 5.38; N, 16.57.

N-[1,3-Diaryl-4-(arylimino)-1,3-diazetidin-2-ylidene]-N-phe-
nylamines 7; General Procedure

The filtrate from the preparation of 4 (see the general procedure
above) was evaporated, after the removal of 4. The brownish resi-
due was chromatographed (SiO,/CHCI;). The first fraction gave the
product.

N-[1,3-Diphenyl-4-(phenylimino)-1,3-diazetidin-2-ylidene]-N-
phenylamine (7a)

Yield: 22%; pale yellow needles; mp 162-163 °C. (Lit.!> mp 165-
166 °C).

"H NMR and '*C NMR analyses agree with the known data for 7a.'?

N-{1,3-Bis(4-chlorophenyl)-4-[(4-chlorophenyl)imino]-1,3-di-
azetidin-2-ylidene}-N-(4-chlorophenyl)amine (7b)
Yield: 30%; pale yellow needles; mp 155-156 °C.

'HNMR (CDCl,): 8 = 8.24 (d,4H,J=9.0Hz),8.15(d,4H,J=8.5
Hz),7.47 (d,4H,J=9.0Hz),7.44 (d, 4 H, J=8.5 Hz).

13C NMR (CDCly): § = 142.2, 138.1, 135.2, 129.0, 129.0, 127.0,
123.7.

N-{1,3-Bis(4-methylphenyl)-4-[(4-methylphenyl)imino]-1,3-di-
azetidin-2-ylidene}-N-(4-methylphenyl)amine (7¢)
Yield: 30%; pale yellow needles; mp 152-153 °C.

'"HNMR (CDCl,): 8 = 8.18 (d,4 H, J = 8.5Hz),8.11 (d,4 H,/ = 8.5
Hz),7.29 (d, 4 H, J=8.5 Hz), 7.28 (d, 4 H, J = 8.5 Hz), 2.44 (s, 6
H, 2 CHy), 2.42 (s, 3 H, 2 CH,).

3C NMR (CDCly): & = 141.9, 141.9, 140.0, 129.3, 129.3, 125.6,
122.2,21.5,21.3.

N-(2’-Pyridinyl)acetothioacetamide (8) and N-(2'-Pyridi-
nyl)benzoylthioacetamide (9)

Compounds 8 and 9 were prepared according to the known proce-
dure.'2+4

N-(2’-Pyridinyl)acetothioacetamide (8)
Yield: 42%; light yellow needles; mp 84-86 °C (Lit.'** mp 83.5—
84 °C).

N-(2’-Pyridinyl)benzoylthioacetamide (9)
Yield: 35%; yellow needles; mp 90-91 °C (Lit.'** mp 91-92 °C).

{N,N’-Diphenyl-1,2-bis-[1,2,4]thiadiazolo[2,3-a]pyridin-2-
yliden}ethane-1,2-diamine (10)

To a stirred solution of 8 (0.29 g, 1.5 mmol) in MeOH (5 mL) were
added nitrosobenzene (0.16 g, 1.5 mmol) and one drop of 25% aq
solution of NaOH (as a catalyst). After 2 h, the product was collect-
ed by suction filtration; yield: 39%; white powder; mp 234-235 °C
(dec.).

IR (KBr): 3348, 3317, 1629, 1600, 1564, 1546, 1496 cm™.

"HNMR (DMSO-dy): § = 8.67 (s,2 H,2NH), 7.86 (dt,2 H,J = 7.0,
1.0 Hz), 7.71 (dt,2 H, J = 9.0, 1.0 Hz), 7.41 (ddd, 2 H, J = 9.0, 7.0,

Synthesis 2004, No. 18, 2975-2979 © Thieme Stuttgart - New York

1.0 Hz), 7.09 (d, 4 H, J = 8.0 Hz), 7.00 (td, 2 H, J = 7.0, 1.0 Hz),
6.73 (tt, 2 H, J = 7.2, 1.0 Hz), 6.45 (dt, 4 H, J = 7.5, 1.0 Hz).

3C NMR (DMSO-dg): & = 144.8, 141.9, 132.2, 129.2, 125.9, 125.5,
123.5,119.0, 117.1, 113.6, 113.0.

MS (ED): m/z (%) = 238 [100, (1/2 M* — 2 H)], 137 [29, C;H,N,S
(thiadiazolopyridine moiety) + 1].

Anal. Caled for C,sH,(N¢S,: C, 64.98; H, 4.19; N, 17.49. Found: C,
64.76; H, 4.18; N, 17.39.

1-Phenyl-2-(2H-[1,2,4]thiadiazolo[2,3-a]pyridin-2-yliden)etha-
none (11)

To a stirred solution of 9 (0.51 g, 2 mmol) in MeOH (30 mL) was
added nitrosobenzene (0.21 g, 2 mmol). After 2 h, the product was
collected by suction filtration and recrystallised from cyclohexane;
yield: 54%; pale yellow needles; mp 229-231 °C. (Lit.'** mp 228-
229 °C.

IR (KBr), '"H NMR,"*C NMR and MS (EI) analyses and elemental
analyses agree with the known data for 11.'%
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(11) Compound 4a (C,,H,N,O) crystallises in the monoclinic

system, space group P2,/c, with unit cell parameters
a=1558.71 (5), b=1331.37 (3), c = 727.70 (2) A,

B =283.728 (1)°, V =1.50108 (7) x 10° pm?, Z = 4. The X-
ray diffraction data were collected on a KappaCCD (Bruker-
Nonius) single-crystal diffractometer using MoKoa radiation
(55kV, 30 mA). A total of 11584 reflections were collected
and merged to give 3004 independent reflections

[R(int) = 0.051] on a single-crystal sample (size

0.3 %X 0.2 X 0.15 mm). The structure was solved in space
group P2,/c by direct methods using the SHELXS86
program and refined by full-matrix least-squares method
with SHELXL 97. The differential Fourier map of electron
density was featureless with no chemically significant peaks.
All hydrogen atoms were located on a difference Fourier
map of electron density. Final R indices for I>2c(I) were
equal to R1 = 0.055, wR2 = 0.109, and R1 = 0.0856,

wR2 = 0.1240 for all data. The final difference Fourier map
of electron density was featureless with the largest peak and
hole at 1.7 X 107 and —1.5 x 1077 e-pm>, respectively. The
structural data have been deposited at the Cambridge

12)

13)

(14)

5)

Crystallographic Data Centre under the reference number
CCDC 250196.

(a) lliopoulos, P.; Murray, K. S. J. Chem. Soc., Dalton
Trans. 1998, 433. (b) Knott, E. B. J. Chem. Soc. 1956,
1644. (¢) Fairfull, A. E. S.; Peak, D. A. J. Chem. Soc. 1955,
796. (d) Akiba, K. J. Am. Chem. Soc. 1996, 118, 6355.

(e) lliopoulos, P.; Fallon, G. D.; Murray, K. S. J. Chem. Soc.
Dalton Trans. 1986, 437.

(a) Castro, A.; Martinez, A. J. Heterocycl. Chem. 1999, 36,
991. (b) Martinez, A.; Castro, A.; Cargelds, I.; Llenas, J.;
Palacios, J. M. Bioorg. Med. Chem. 1997, 5, 1275.

(c) Ohkata, K.; Ohsugi, M.; Yamamoto, K.; Ohsawa, M.;
Akiba, K. J. Am. Chem. Soc. 1996, 118, 6355. (d) Sohda,
T.; Terashita, Z.; Momose, Y.; Fujisawa, Y.; Mizoguchi, J.
Eur. Pat. Appl. EP 562599, 1993; Chem. Abstr. 1994, 120,
134490. (e) Bird, C. W. Heterocycles 1994, 37, 249.
Fletcher, D. A.; Gowenlock, B. G.; Orrell, K. G. J. Chem.
Soc., Perkin Trans. 2 1997, 2201.

Katritzky, A. R.; Huang, T.-B.; Voronkov, M. V. J. Org.
Chem. 2001, 66, 1043.

Synthesis 2004, No. 18, 2975-2979 © Thieme Stuttgart - New York

Downloaded by: Collections and Technical Services Department. Copyrighted material.




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /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 1.3
  /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 300
  /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 300
  /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 true
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth 8
  /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 ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /FRA <>
    /ENU (Use these settings to create PDF documents with higher image resolution for improved printing quality. The PDF documents can be opened with Acrobat and Reader 5.0 and later.)
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /DEU <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


