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ABSTRACT

The synthesis of four novel trishomocubane amino acid derivatives is described. The hydantoin precursor and bis-Boc protected
hydantoin (>95% yield) were previously reported. A mild hydrolysis of the bis-Boc hydantoin with lithium hydroxide at room
temperature quantitatively yielded the corresponding novel cage amino acid. The cage amino acid was characterized as the
Fmoc derivative. Although the Fmoc amino acid is partially deprotected after three weeks in a refrigerator, it is stable enough for
use in Solid Phase Peptide Synthesis (SPPS). The Fmoc cage amino acid was converted to the acid fluoride with cyanuric fluoride.
The acid fluoride is required for activation of the cage amino acid in SPPS. Esterification of the sterically hindered
trishomocubane amino acid is also reported, indicating sufficient reactivity of the acid function for potential use in SPPS.
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1. Introduction
Cage amino compounds have promising potential as an

important new class of medicinal and pharmaceutical agents
and might extend the existing range1 of bio-active amino cage
compounds. The incorporation of cage molecules into various
peptide drugs has proven to aid biological activity.2 As part of a
programme to synthesize novel cage amino acids the
pentacyclo-undecane-derived cage amino acids (–)–1 and (+)–2
were recently reported (see Fig. 1).3

A logical extension of the previous research is to utilize the
same method4 on trishomocubanone (3)5 to obtain the novel
trishomocubane amino acid (5) (see Scheme 1).

Computational studies6,7 in our laboratory indicated that the
cage skeletons (1 as well as 5) have the tendency to impose a
310-helix as well as an �L-helix on the polypeptide chain.
Non-natural residues (such as 1 and 5) are useful tools for the
study of the conformational preferences of their models, the
design of peptide analogues with improved pharmacokinetic
profiles and the development of pharmacophore models.8

Synthesis of trishomocubane amino acid analogues suitable for
peptide synthesis would enable us to verify the computational
predictions and to contribute to this very active field of research.

Trishomocubane is a chiral molecule with unusual symmetry.9–11

The D3 symmetry5b of the cage ensures that only two enantiomers
are formed due to substitution at the quaternary substituted
carbon (C4, see Fig. 2), instead of the usual set of four diaster-
eomers, as was potentially the case with the pentacyclo-
undecane analogues 1 and 2.

This unique symmetry of the trishomocubane skeleton makes
it an even more attractive substrate in amino acid synthesis since
no diastereomers will be formed.

2. Experimental
Infrared spectra (KBr-disc) were recorded on a Nicolet 5DX

FT-spectrophotometer. High-resolution mass spectral data
reported herein were obtained by Professor Jennifer S. Brodbelt,
University of Texas at Austin using a ZAB-E double sector

high-resolution mass spectrometer (Micromass, Manchester,
England) that was operated in the chemical ionization mode.
The fast atom bombardment (FAB) mass spectra were obtained
from a Micromass VG70-70E mass spectrometer, equipped with
an In Tech FAB gun at Potchefstroom University. The samples
were bombarded with xenon atoms (1 mA at 8 keV), with
m-nitrobenzyl alcohol as the matrix. Melting points are uncor-
rected. NMR spectra were recorded on a Varian Unity
Inova-400 MHz spectrometer. The same numbering system as
presented in Fig. 4 was used for presentation of the NMR data.
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Figure 1 Pentacyclo-undecane derived amino acids.3

Figure 2 ‘Diastereomers’ of the quaternary substituted carbon of tris-
homocubane.



4-Amino-(D3)-trishomocubane-4-carboxylic Acid (5)
The procedure was adapted from the literature,13 The bis-Boc

derivative (7)12 in aqueous LiOH (8 mol equivalents) was stirred
in a round bottom flask overnight. The resulting solution was
adjusted to pH 6.5 using conc. HCl. The trishomocubane amino
acid (5) precipitated from solution and was filtered off to remove
the water and by-products. The product (5, >95%) was washed
with acetone and diethyl ether. The amino acid was character-
ized as the Fmoc derivative (8).

Synthesis of Fmoc-tris-amino Acid (8)
The procedure was adapted from the literature.15 To an

ice-cooled solution of amino acid (5, 0.10 g, 4.88 × 10–4 mol) in
dioxane (7.5 mL) and 10% (v/v) Na2CO3 (20 mL) was added, with
stirring, a solution of 9-fluorenylmethyl chloroformate (Fmoc,
0.15 g, 5.80 × 10–4 mol) in dioxane (5.0 mL). This was left to stir in
the ice-bath for four hours and then at room temperature for a
further eight hours. The solution was diluted with deionized
water (50 mL) and extracted with diethyl ether (100 mL). The
aqueous layer was cooled to 10°C in an ice-bath and acidified to
pH 2 with concentrated HCl. The solution was subsequently
extracted with ethyl acetate (150 mL). The ethyl acetate layer
was evaporated in vacuo to give the crude Fmoc derivative (8).
Purification was achieved through silica gel column chromatog-
raphy (dichloromethane) as well as recrystallization from
dichloromethane and hexane (8, 0.16 g, 75%). m.p. 213°C. IR
(KBr): �max 3360, 2952, 1748, 1702, 1294 cm–1. 1H NMR [DMSO, 400
MHz]: �H1.15–1.50 (m, 4H), 1.90–2.30 (m, 7H), 2.30–2.40 (m, 1H),
3.35 (s, 1H, D2O exchangeable), 4.10–4.43 (m, 3H), 7.22–8.08 (m,
8H), 12.17 (s, 1H, D2O exchangeable). 13C NMR [DMSO, 100
MHz]: �C 31.7 (t), 32.7 (t), 42.5 (d), 42.6 (d), 42.8 (d), 43.8 (d), 46.1
(d), 46.4 (d), 46.7 (d), 52.8 (d), 53.3 (d), 65.1 (s), 68.6 (t), 120.0 (d),
125.1 (d), 125.2 (d), 126.9 (d), 127.9 (d), 140.6 (s), 140.7 (s), 143.7 (s),
143.8 (s), 155.3 (s), 174.0 (s). CI MS: Calc. for C27H26NO4 [M+H]+

m/z 428.1862, Found 428.1860. Anal. Calc. for C27H25NO4: % C
75.86, % H 5.89, % N 3.28; Found % C 75.95, % H 5.95, % N 3.30.

Synthesis of Fmoc Trishomocubane Acid Fluoride (9)
The procedure was adapted from the literature.21,27 Cyanuric

fluoride (40.5 µL, 4.68 × 10–4 mol) was added to a suspension of
Fmoc-tris-amino acid (8, 0.20 g, 4.68 × 10–4 mol) and dry dichloro-
methane (50 mL). Dry pyridine was subsequently added
(37.8 µL, 4.6810–4 mol) and the resulting solution was left to stir
under nitrogen for 12 hours. The mixture, which contained a
white suspension of water-soluble cyanuric acid was further
diluted with ice water (40 mL). The organic phase was dried over
MgSO4, filtered and subsequently removed in vacuo. The resulting
white solid was recrystallized from dichloromethane/hexane to
give the pure acid fluoride as a white solid (9, 0.17 g, 87%). m.p.
85°C. IR (KBr): �max 3346, 2966, 1829, 1724, 1504, 1457, 1277 cm–1; 1H
NMR [CDCl3, 300 MHz]: �H 1.16–1.18 (m, 4H), 1.96–2.46 (m, 7H),
2.73 (br s, 1H), 4.22 (t, J 6.4 Hz, 1H), 4.75 (d, J 6.4 Hz, 2H), 5.38 (s,

1H, D2O exchangeable), 7.25–7.48 (m, 4H), 7.59 (d, J 7.0 Hz, 2H),
7.77 (d, J 7.0 Hz, 2H). 13C NMR [CDCl3, 75 MHz]: �C 32.0 (t), 33.0
(t), 42.7 (d), 42.9 (d), 43.2 (d), 44.2 (d), 46.9 (d), 47.0 (d), 47.2 (d),
53.7 (d), 54.1 (d), 66.7 (t), 68.8 (d, J 82.5 Hz, C4), 119.3 (d), 124.8 (d),
127.0 (d), 127.6 (d), 141.3 (s), 143.5 (s), 155.2 (s), 162.3 (d, J 555 Hz,
C2’).

19F NMR [CDCl3, 400 MHz]: �F 234.1. CI MS: Calc. for
C27H24FNO3 [M+H]+ m/z 429.1740, Found 429.1742.

Ethyl Ester of the Trishomocubane Amino Acid (10)
The procedure was adapted from literature.28 A solution of

trishomocubane amino acid 5 (0.41 g, 2.00 × 10–3 mol) in ethanol
was treated with thionyl chloride (0.50 mL, 6.85 × 10–3 mol) and
heated under reflux for 24 hours. The solution was evaporated to
dryness under reduced pressure to yield the crude product.
Deionized water was added to the crude mixture and the ester
was extracted with dichloromethane. The organic solvent was
removed in vacuo to yield the amino acid ester, which was
purified by silica gel chromatography (dichloromethane) to
yield a pure white wax (10, 0.33 g, 71%). m.p. 56°C. IR (KBr): �max

3427, 2954, 2869, 1730 cm–1. 1H NMR [CDCl3, 400 MHz]: �H

1.25–1.28 (t, 3H, H5’, 6.7 Hz), 1.30 (m, 2H, H7s, H11s), 1.37–1.39 (d,
H11a, J 11.7 Hz), 1.39–1.42 (d, H7a, J 11.7 Hz), 1.80 (s, H1’, D2O
exchangeable protons), 1.94–1.95 (br s, H3), 2.07–2.10 (m, H5),
2.10–2.11 (m, H1, H8, H10,), 2.12–2.15 (m, H9), 2.15–2.18 (m, H2),
2.60 (m, H6), 4.12–4.18 (q, H4’).

13C NMR [CDCl3, 100 MHz]: �C 14.2
(C5’), 32.7, 33.6 (C7, C11), 42.1 (C2), 43.2 (C10), 44.6 (C6), 46.9, 46.9 (C1,
C8), 54.0 (C5), 56.2 (C3), 60.5 (C4’), 69.1 (C4), 175.7 (C2’). M.S. [M+H]+

234 m/z. Anal. Calc. for C14H19NO2: % C 72,07, % H 8.21, % N 6.00;
Found % C 71,95, % H 8.07, % N 5.88.

3. Results and Discussion
The trishomocubane hydantoin (4) and bis-Boc protected

hydantoin (7, >95% yield) were synthesized as before.12 Rebek’s
method13 of hydrolysis of the hydantoin ring was applied to the
bis-Boc hydantoin (7) and the corresponding novel trishomo-
cubane amino acid (5) was obtained in nearly quantitative yield
which is a useful improvement on conventional hydrolysis3,14 of
the unprotected hydantoin. Adjustment of the pH to 6.5 resulted
in precipitation of the amino acid (5). The trishomocubane
amino acid (5) was characterized through the Fmoc15 derivative
(8) and the ethyl ester (10) described below. (Fig.  3)

Recrystallization of 8 from dichloromethane and hexane
provided a product for which the CI mass spectrum exhibits
a molecular ion at m/z 428, confirming the formation of the
desired Fmoc-protected amino acid. A ninhydrin test (Kaiser
test)16 was used to confirm the absence of any primary amines.
The infrared spectrum shows absorption at 3358 and 1710 cm–1

for the N-H of the secondary amide and the urethane carbonyl
respectively. An absorption band at 1510 cm–1 for the urethane
C-N bond gives further proof that the amine group was
protected. The carbonyl of the carboxylic acid shows a strong
absorption peak at 1745 cm–1.
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Scheme 1 Synthesis of the trishomocubane amino acid.



The 1H spectrum of the Fmoc amino acid (8) in (CD3)2SO
exhibits a complex pattern between 1.0 and 3.0 ppm characteris-
tic5a,12,17,18of the cage protons. Peaks between 7.2 and 8.2 ppm
represent the aromatic protons of the Fmoc group. A low field
peak appears at 12.1 ppm due to the carboxylic acid. The 13C
NMR shows two carbonyl carbon signals at 174.0 ppm for the
acid and 155.4 ppm for the carbamate. Two-methylene carbon
resonances are registered at 31.8 ppm and 32.7 ppm for the cage
and one signal at 68.7 ppm for the CH2 of the Fmoc group. The
Fmoc group is base-labile and a ninhydrin test indicated that
some deprotection of a dry sample had occurred after three
weeks of storage in a refrigerator.

As indicated in the introduction, synthesizing trishomocubane
amino acid derivatives (such as 8 and 9) suitable for peptide
synthesis, is a worthwhile goal. However, special precaution will
have to be taken to overcome the substantial steric factors
expected for the �,�-dialkyl substituted trishomocubane amino
acid derivatives. The smallest�,�-dialkyl substituted amino acid,
amino-isobuteric acid [Aib, (CH3)2C(NH2)COOH], is considered
to be problematic in solid phase peptide synthesis (SPPS) due to
these steric factors19,20 and therefore activation of the acid func-
tion is required.

One popular method used to activate the carbonyl group is by
converting it to acid halides. Acid fluorides21–23 have proven to be
more stable than their chloride equivalents,24–26 often storable for
up to six months under normal conditions. They are effective in
the coupling of �,�-dialkyl substituted amino acids and highly
sterically hindered units such as alamethicin acid [eight Aib and
two proline residues].19

Synthesis of the Fmoc amino acid fluoride (9) seemed therefore
to be the most suitable option for potential SPPS applications.
The Fmoc amino acid (8), upon treatment with cyanuric
fluoride,21,27yielded the acid fluoride (9) in 87% yield (see
Scheme 2).

The NMR data of the Fmoc acid fluoride (9) corresponds well

with the data of the Fmoc acid (8) with the expected disappear-
ance of the acid proton at 12.2 ppm and the appearance of the 19F
signal at 234.1 ppm. Note that C4 and C2' show coupling with 19F
and are registered as doublets. The high-resolution mass
spectrum of 9 exhibits a [M+H]+ peak at m/z 429.1742 which
corresponds with the theoretical mass of 9.

Esterification28 of the pentacyclo-undecane amino acid (1) has
proven to be very difficult and has not yet been reported.3,29 The
amino acid (5) was, however, successfully esterified as the ethyl
ester (10) in 70% yield indicating that the acid function of 5 is pos-
sibly more suitable than 1 for applications in peptide synthesis.

It was evident that the ethyl ester (10) had been synthesized
from the [M+H+] peak of m/z 234 in the mass spectrum, the
presence of the carbonyl peak (C2') at 175.74 ppm in the 13C NMR
spectrum, and the D2O exchangeable proton at 1.80 ppm in the
1H NMR spectrum arising from the amino group (H1’). The
absence of the acid protons at 12.1 ppm is also evident of
effective protection of the acid function, which is supported
by the loss of the broad acid peak in the IR spectrum at
3380–2850 cm–1.

The multiplet at 4.12–4.18 ppm in the 1H NMR spectrum,
which could be assigned to the downfield-shifted methylene
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Figure 4 Ethyl ester 10.

Figure 3 Protected hydantoins and Fmoc amino acid.

Scheme 2 Synthesis of the trishomocubane amino acid fluoride 9.



group (H4’) of the ester and the assignment was confirmed by
COSY correlations with the H5’ methyl protons at 2.07–2.10 ppm.
The rest of the carbon and hydrogen signals were assigned using
the same methodology used for the elucidation of the hydantoin
precursors.12 The details of the NMR assignments are included in
the experimental section.

4. Conclusion
In comparison with conventional hydrolysis of hydantoins,

hydrolysis of the bis-Boc-protected hydantoin proved to be a
milder method with quantitative yields, despite the additional
step. The novel trishomocubane amino acid was also success-
fully converted to the Fmoc-protected amino acid as well as an
amino acid fluoride, which is a more reactive species required for
Solid Phase Peptide Synthesis (SPPS). Esterification of the amino
acid (5) was also achieved for the first time, indicating sufficient
reactivity of the acid function required for SPPS.

Acknowledgements
This work was supported by grants from the National

Research Foundation, GUN 2046819 (South Africa), and the
University of Natal. The authors acknowledge the contributions
of Professors Frans J.C. Martins and Agatha M. Viljoen, Dr Louis
Fourie, North-West University (Potchefstroom campus), South
Africa; Prof. Alan P. Marchand, University of North Texas, USA,
and Professors Ernest Giralt and Fernando Albericio, University
of Barcelona, Spain.

References
1 (a) D.W. Oliver, T.G. Dekker, F.O. Snyckers and T.G. Fourie, J. Med.

Chem., 1991, 34, 851; (b) D.W. Oliver, T.G. Dekker and F.O. Snyckers,
Eur. J. Med. Chem., 1991, 26, 375; (c) D.W. Oliver, T.G. Dekker and F.O.
Snyckers, Drug. Res., 1991, 41, 549.; (d) Y. Inamoto, K. Aigami,
T. Kadono, H. Nakayama, A. Takatsuki and G. Tumura, J. Med. Chem.,
1977, 20, 1371; (e) J.C.A. Boeyens, L.M. Cook, G.N. Nelson and T.G.
Fourie, S. Afr. J. Chem., 1994, 47(2), 72; (f) E.V. Bailey and T.W. Stone,
Brain Res., 1975, 85(1), 126; (g) K. Gerzon and D. Kau, J. Med. Chem.,
1967, 10, 189; (h) D. Ranganathan, V. Haridas, K.P. Madhusudanan, R.
Roy, R. Nagaraj, G.B. John, and M.B. Sukhaswami, Angew. Chem. Int.
Ed. Engl., 1996, 35, 1105; (i) W.J. Geldenhuys, G. Terre’Blanche, C.J.
Van der Schyf and S.F. Malan, Eur. J. of Pharmacol., 2003, 458(1–2), 73.

2 (a) H.T. Nagasawa, J.A. Elberling and F.N. Shirota, J. Med. Chem., 1975,
18, 826; (b) K.B. Brooks, P.W. Hickmott, K.K. Jutle and C.A. Schreyer, S.
Afr. J. Chem., 1992, 45, 8; (c) K. Kitagawa, N. Mizobuchi, T. Hama,
T. Hibi, R. Konishi and S. Futaki, Chem. Pharm. Bull., 1997, 45, 1782; (d)
R.S. Schwab, A.C. England, D.C. Poskanzer and R.R. Young, J. Am.
Med. Assoc., 1969, 208, 1168.

3 F.J.C. Martins, A.M. Viljoen, H.G. Kruger, L. Fourie, J. Roscher, A.J.
Joubert and P.L. Wessels, Tetrahedron, 2001, 57, 1601.

4 H.T. Bucherer and W. Steiner, J. Prakt. Chem., 1934, 291.
5 (a) T.G. Dekker, D.W. Oliver, K.G.R. Pachler, P.L. Wessels and M.

Woudenberg, Org. Magn. Reson., 1981, 15, 188; (b) G.J. Kent, S.A.
Godleski, E. �sawa and P.v.R. Schleyer, J. Org. Chem., 1977, 42, 3852;
(c) T.G. Dekker and D.W. Oliver, S. Afr. J. Chem., 1979, 32, 45; (d) P.E.
Eaton, R.A. Hudson and C. Giordano, J. Chem. Soc., Chem. Comm.,
1974, 978.

6 K. Bisetty, J. Gomez-Catalan, C. Aleman, E. Giralt, H.G. Kruger and
J.J. Perez, J. Peptide Science, 2004, 10, 274.

7 P.P. Govender, A Computational Study of Trishomocubane Amino Acid
Dipeptide, M.Tech. thesis, Durban Institute of Technology, Durban,
South Africa, 2004.

8 (a) P. Balaram, Curr. Opin. Struct. Biol. 1992, 2, 845; (b) S. Hanessian,
G. McNaughtonSmith, H.G. Lombart and W.D. Lubell, Tetrahedron,
1997, 53, 12789; (c) R.P. Cheng, S.H. Gellman and W.F. DeGrado, Chem.
Rev., 2001, 101, 3219; (d) J. Rizo and L.M. Gierasch, Ann. Rev. Biochem.,
1992, 61, 387.

9 D.W. Oliver and D.G. Dekker, S. Afr. J. Chem., 1988, 84, 407.
10 M. Nakazaki, K. Naemura and N. Arashiba, J. Org. Chem., 1978, 43,

689.
11 M. Nakazaki, K. Naemura and H. Kadowaki, J. Org. Chem., 1976, 41,

3725.
12 L. Fourie, T. Govender, H.K. Hariprakasha, H.G. Kruger and T.

Raasch, Magn. Reson. Chem., 2004, 42, 617.
13 S. Kubik, R.S. Meissner and J. Rebek, Tetrahedron. Lett., 1994, 35, 6635.
14 H.T. Nagasawa, J.A. Elberling and F.N. Shirota, J. Med. Chem., 1973, 16,

823.
15 L.A. Carpino and G.Y. Han, J. Org. Chem., 1972, 37(22), 3404.
16 E. Kaiser, R.L. Colescott, C.D. Bossinger, P.I. Cook, Anal. Biochem.,

1970, 34, 595
17 D.W. Oliver, D.G. Dekker and P.L. Wessels, Magn. Reson. Chem., 1994,

32(6), 330.
18 M. Schwartz, A.P. Marchand, K.S. Wang, S.P. Reddy, G.M. Redda, V.R.

Gadgil, W.H. Watson, R.P. Kashyap and M. Krawiec, J. Chem. Soc.,
Perkin Trans. 2, 1993, 10, 1829.

19 H. Wenschuh, M. Beyermann, E. Krause, M. Brudel, R. Winter,
M. Schümann, L.A. Carpino and M. Bienert, J. Org. Chem., 1994, 59,
3275.

20 H. Wenschuh, M. Beyermann, M.R. Krause, L.A. Carpino and M.
Bienert, Tetrahedron Lett., 1993, 34, 3733.

21 (a) G.A. Olah, M. Nojima and I. Kerekes, Synthesis, 1973, 487; (b) G.A.
Olah, S. Kuhn and S. Beke, Chem. Ber., 1956, 89, 862; (c) F. Seel and
J. Langer, Chem. Ber., 1958, 91, 2553; (d) W.R. Hasek, W.C. Smith and
V.A. Engelhardt, J. Am. Chem. Soc., 1960, 82, 543; (e) N.N. Yarovenko,
and M.A. Raksha, J. Gen. Chem. USSR (English Transl.), 1959, 29, 2125;
(f) H.L. Roberts, British Patent, 908177 (1963), 1963, C.A. 1963, 58, 5579;
(g) G.A. Olah and S. Kuhn, Org. Synth., 1965, 45, 3.

22 H. Wenschuh, M.R. Beyermann, A. El-Faham, S. Ghassemi, L.A.
Carpino and M. Bienert, J. Chem. Soc., Chem. Comm., 1995, 669.

23 L.A. Carpino, D. Sadat-Aalaee, H.G. Chao and R.H. DeSelms, J. Am.
Chem. Soc., 1990, 112, 9651.

24 L.A. Carpino and H.G. Chao, J. Org. Chem., 1991, 56, 2635.
25 D.S. Perlow, J.M. Erb, N.P. Gould, R.D. Tung, R.M. Freidinger, P.D.

Williams and D.F. Veber, J. Org. Chem., 1992, 57, 4394.
26 J-N. Bertho, A. Loffet, C. Pinel, F. Reuther and G. Sennyey, Tetrahedron

Lett., 1991, 1303.
27 L.A. Carpino, M. El-Sayed, E. Mansour and D. Sadat-Aalaee, J. Org.

Chem., 1991, 56, 2611.
28 B.S. Furniss, A.J. Hannaford, P.W.G. Smith and A.R. Tatchell, Vogel’s

Textbook of Practical Organic Chemistry, 5th edn., Longman Scientific &
Technical, New York, 1989.

29 H.G. Kruger, Synthesis of Pentacycloundecane Amino Acid Derivatives,
Ph.D. thesis, Potchefstroom University, Potchefstroom, South Africa,
1996.

RESEARCH ARTICLE T. Govender, H.K. Hariprakasha, H.G. Kruger and T. Raasch, 40
S. Afr. J. Chem., 2005, 58, 37–40,

<http://journals.sabinet.co.za/sajchem/>.



<<
  /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 1.3
  /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 false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.00667
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /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 200
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.01000
  /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 300
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.00667
  /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 [1200 1200]
  /PageSize [612.000 792.000]
>> setpagedevice


