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Ionic liquids as the catalysts for asymmetric reactions

Summary — A new 7 functionalized chiral ionic liquids (CILs) based on pyrrolidine have been
synthesized from (S)-proline as a main substrat. The obtained compounds have 1-[(S)-(pyrroli-
din-2-yl)methyl]-3-alkylimidazolium cation and bis(trifluoromethylsulfonyl)imide and hexa-
fluorophosphate anions. The structures of the obtained catalysts were determined by spectro-
scopic analysis 1H NMR, 13C NMR and 19F NMR. This chiral ionic liquids have been applied as effi-
cient catalysts for Michael addition of cyclohexanone to nitroalkenes.
Keywords: chiral ionic liquids, asymmetric synthesis, Michael addition, imidazole, pyrrolidine,
enantioselectivity.

CIECZE JONOWE JAKO KATALIZATORY REAKCJI ASYMETRYCZNYCH
Streszczenie — Na bazie (S)-proliny zsyntezowano 7 nowych funkcjonalizowanych chiralnych
cieczy jonowych zawieraj¹cych kation 1-[(S)-(pirolidyno-2-ylo)metylo]-3-alkiloimidazoliowy
oraz aniony: bis(trifluorometylosulfonylo)imidkowy i heksafluorofosforanowy. Struktury uzy-
skanych zwi¹zków okreœlono metodami spektroskopowymi 1H NMR, 13C NMR i 19F NMR. Zsyn-
tezowane ciecze jonowe zastosowano jako skuteczne katalizatory addycji Michaela cykloheksa-
nonu do nitroalkenów.
S³owa kluczowe: chiralne ciecze jonowe, synteza asymetryczna, addycja Michaela, imidazol, piro-
lidyna, enancjoselektywnoœæ.

INTRODUCTION

Ionic liquids for many years have been used as new
type of media for material science [1, 2], electrochemistry
[3, 4] and especially for organic synthesis [5—7]. The
chiral ionic liquids (CILs) are compounds of increasing
importance due to their application for asymmetric syn-
thesis, stereoselective polymerization and chiral chroma-
tography. Since 1999, when Seddon et al. reported the first
example of CILs having lactate anion [8], more chiral
ionic liquids have been synthesized [9—17]. Then, chiral
ionic liquids and other catalysts for asymmetric organic
synthesis have been intensively investigated. (S)-proline
was a first compound used as a catalysts for Michael ad-
dition of carbon nucleophiles to nitroalkenes to afford the
adducts with good diastereoselectivity, but poor enantio-
selectivity [18]. Therefore, new catalysts such as proline
derivatives and other compounds based pyrrolidine for
example chiral ionic liquids having pyrrolidine moiety,
have been synthesized. Recently, some functionalized
chiral ionic liquids have been obtained and used as cata-
lysts for asymmetric C-C bond forming reactions such as
Michael addition [19—25], aldol reaction [26—28] and

reduction of aromatic ketones with borane-dimethyl sul-
fide complex [29]. Luo et al. [19, 20], Headley et al. [21, 22]
and Wang et all [23] reported the chiral ionic liquids
having imidazolium ring as efficient catalysts for asym-
metric Michael addition of carbonyl compounds to nitro-
alkenes. The application of 1-ethyl-3-methylimidazolium
(S)-prolinate as catalysts for asymmetric addition of
cyclohexanone to chalcone in different solvents was pre-
sented by Qiang et al. [25]. Later, Headley et al. described
the synthesis of pyrrolidine-based pyridinium ionic li-
quids for asymmetric Michael reaction [30]. Last year,
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(Ia) R = Bu, X– = (CF3SO2)2N

–

(IIa) R = i-Pr, X– = (CF3SO2)2N
–

(IIb) R = i-Pr, X– = PF6
–

(IIIa) R = Pent, X– = (CF3SO2)2N
–

(IIIb) R = Pent, X– = PF6
–

(IVa) R = Hex, X– = (CF3SO2)2N
–

(IVb) R = Hex, X– = PF6
–



novel pyrrolidine-based chiral ionic liquids and other
pyrrolidine analogues were synthesized and applied for
asymmetric organic reactions, especially for Michael ad-
dition [31—33]. We designed a new chiral ionic liquids of
the structure similar to described in literature [19] but
with different alkyl substituents incorporated to imida-
zolium ring and anions [Formula (I)—(IV)] as catalysts
for asymmetric synthesis.

EXPERIMENTAL

Materials

All starting materials: L-proline, LiAlH4, imidazole,
di-tert-butyl dicarbonate, p-toluenesulfonyl chloride
were commercial products (Aldrich and Merck) of ana-
lytical grade.

Methods of testing

1H NMR and 13C NMR spectra were recorded on
a Varian 200 MHz spectrometer.

19F NMR spectra were recorded on Varian 500 MHz
spectrometer. Chemical shifts of 1H and 13C were given in
� ppm relative to tetramethylsilane (TMS) as an internal
standard. Chemical shifts of 19F were given in � ppm rela-
tive to trifluoroacetic acid as an internal standard. The
coupling constants J were given in hertz. The reaction
products were purified by column chromatography
methods on silica gel 230—400 mesh ASTM (Merck).

The HPLC analysis were made with liquid chromato-
graph Lachrom (firm Merck Hitachi) equipped with
pump and variable wavelength UV-VIS spectrophoto-
metric detector. Chromatographic measurements were
performed with column Atlantis® T3, 25.0 cm × 0.46 cm.
The mixture of methanol with 0.05 M phosphate buffer
pH = 2.5 was used as the mobile phase (flow 1 cm3/min).
Chiral HPLC analysis was performed on Shimadzu SPD
6-AV, using a Chiralcel OD-H column and eluent:
hexane/iPrOH (90:10).

Synthesis of (S)-prolinol

In a 3 dm3 round-bottomed flask equipped with reflux
condenser was placed 1 dm3 of anhydrous THF and
LiALH4 (25 g, 0.66 mol).The suspension was heated un-
der reflux for 15 min, then (S)-proline (24 g, 0.42 mol) was
added in small portions for 40 min. The mixture was
magnetically stirred under reflux for 1 h. The excess of
LiAlH4 was decomposed by cautiously adding of KOH
(11.67 g, 0.21 mol) in water (47 cm3). The mixture was
refluxed for 15 min. The solution and precipitated solid
were separated by filtration. The removing (S)-prolinol
was extracted from the precipitate by extraction with hot
THF. The combined filtrates were concentrated under re-
duced pressure to afford of (S)-prolinol (41 g, 0.41 mmol,
97 %) as a pale-yellow oil.

Synthesis of N-tert-butoxycarbonyl-(S)-prolinol
p-toluenesulfonate

To 100 cm3 the solution of (S)-prolinol (10 g, 0.1 mol) in
CH2Cl2 27.5 cm3 (20 g, 0.2 mol) of triethylamine was
added and cooled down to 0 °C. Then di-tert-butyl
dicarbonate (27.5 g, 0.11 mol) was added and the mixture
was stirred at room temperature for 6 h. After this time, to
the reaction mixture 35 cm3 (25.2 g, 0.25 mol) of Et3N was
added and cooled to 0 °C. Then, p-toluenesulfonyl chlo-
ride (25.3 g, 0.123 mol) was added and the mixture was
stirred at room temperature for 18 h. The reation mixture
was diluted with CH2Cl2 (200 cm3) and washed with wa-
ter, 1 M HCl, saturated NaHCO3 and water. The organic
layer was dried with sodium sulfate, filtered and con-
centrated under reduced pressure to yield 27.8 g of
N-Boc-prolinol p-toluenesulfonate, which was used in
the next step without further purification.

Synthesis of N-tert-butoxycarbonyl-[(S)-(pyrro-
lidin-2-yl)methyl]imidazole

To the suspension of freshly synthesized sodium
imidazolate (10.8 g, 0,12 mol from imidazole and NaH) in
CH3CN (100 cm3) N-Boc-prolinol p-toluenesulfonate
(27.8 g, 0,078 mmol) in CH3CN (100 cm3) was added and
the mixture was stirred under reflux until the HPLC con-
trol indicated the disappearance of the starting material.
The solvent was distilled off under reduced pressure and
the residue was diluted with water (250 cm3) and ex-
tracted with CH2Cl2. The organic layer was washed 2
times with water (2 × 200 cm3), dried over Na2SO4 and
concentrated in vacuo. To the residue 11 cm3 of acetone
was added, mixed and cooled down to 0 °C. The obtained
white solid was filtrated, washed with cold acetone and
dried. The filtrate was concentrated under reduced pres-
sure and chromatographed on silica gel using a mixture
of hexane:acetone (3:2) as eluent. The total yield of
N-tert-butoxycarbonyl-[(S)-(pyrrolidin-2- yl)methyl]imi-
dazole was 10.58 g (0.042 mol, 54 %). [�]D

20 = + 25.3
(CH3OH c ~ 1,0 m/v). 1H NMR (CDCl3, 200 MHz): � 1.51
(s, 9H, t-Bu), 1.60—1.80 (m, 2H), 1.82—2.02 (m, 2H),
3.05—3.50 (m, 2H, CH2-CH2-N[C=O]), 3.90—4.18 (m, 2H,
CH-CH2-imidazole), 4.20—4.36 (m, 1H, CH), 6.89 (s, 1H,
CH imidazole), 7.05 (s, 1H, CH imidazole), 7.43 (s, 1H,
CH imidazole) ppm. 13C NMR (CDCl3, 50 MHz): � 23.48
(CH2), 28.45 (CH2), 28.63 (3 x CH3, t-Bu), 47.18 (CH2),
48.78 (CH2), 57.37 (CH), 79.98 (C, t-Bu), 120.01 (CH),
129.47 (CH), 137.83 (CH), 154.86 (C=O) ppm.

General procedure for the alkylation of N-tert-butoxy-
carbonyl-[(S)-(pyrrolidin-2-yl)methyl]imidazole
(Boc-Im-Prol)

To the solution of Boc-Im-Prol (0.021 mol) in toluene
bromoalkane (0.084 mol) was added and the mixture was
stirred at about 75 °C (reaction with 2-bromopropane was
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carried out at 60 °C). After completion, the solvent was
removed by decantation and the obtained oil was washed
with diethyl ether (5 cm3) and purified by column chro-
matography method on silica gel, using a mixture of
dichlorometane:methanol as eluent. N-tert-butoxycarbo-
nyl-[(S)-(pyrrolidin-2-yl)methyl]imidazolium bromides
were obtained with yield about 70 %.

General procedure for the synthesis of 1-[(S)-(pyrro-
lidin-2-yl)methyl]-3-alkylimidazolium dibromides
(Va)—(Vd)

A mixture of 1-Boc-[(S)-(pyrrolidin-2-yl)me-
thyl]-3-alkylimidazolium bromide (0.01 mol) and 25 %
HBr aqueous solution (25 cm3) was stirred magnetically.
When HPLC control indicated the disappearance of the
starting material, aqueous solution was removed under
reduced pressure and the residue was dried in vacuo
over KOH. The crude product was purified by column
chromatography using a mixture of dichloro-
methane:methanol (from 8:1 to 5:1). The desired products
were obtained with yields 78—80 %.

1-[2(S)-(pyrrolidin-2-yl)methyl]-3-butylimidazolium

dibromide (Va)

1H NMR (DMSO-d6, 200 MHz): � 0.92 (t, 3H, CH3, J =
7.3 Hz), 1.20—1.42 (m, 2H, CH3-CH2-CH2), 1.60—2.24 (m,
6H), 3.18—3.42 (m, 2H, CH2-CH2-NH2

+), 3.98—4.16 (m,
1H, CH), 4.17—4.30 (m, 2H, CH2-CH2-imidazole),
4.62—4.80 (m, 2H, CH-CH2-imidazole), 7.95 (s, 1H, CH
imidazole), 7,99 (s, 1H, CH, imidazole), 9.32 (s, 1H, CH
imidazole), 9.46 (s, 2H, NH2

+) ppm.
13C NMR (DMSO-d6, 50 MHz): � 13.26 (CH3), 18.71

(CH2), 22.57 (CH2), 27.30 (CH2), 31.07 (CH2), 44.60 (CH2),
48.34 (CH2), 48.64 (CH2), 58.71 (CH), 122.46 (CH), 122.57
(CH), 136.45 (CH) ppm.

1-[2(S)-(pyrrolidin-2-yl)methyl]-3-isopropylimidazolium

dibromide (Vb)

1H NMR (DMSO-d6, 200 MHz): � 150 (d, 6H, i-Pr, J =
6.6 Hz), 1.67—2.18 (m, 4H, 2 x CH2), 3.18—3.35 (m, 2H,
CH2-CH2-NH2

+), 3.95—4.15 (m, 1H, CH), 4.58—4.73 (m,
3H), 7.90 (s, 1H, CH, imidazole), 7.99 (s, 1H, CH,
imidazole), 9.13 (s, 1H, CH, imidazole), 9.39 (t, 2H, NH2

+,
J = 1,4 Hz) ppm.

13C NMR (DMSO-d6, 50 MHz), � 22.25 (CH3), 22.34
(CH3), 22.75 (CH2), 27.47 (CH2), 44.70 (CH2), 48.61 (CH2),
52.46 (CH), 58.92 (CH), 120.91 (CH), 122.81 (CH), 135.52
(CH) ppm.

1-[2(S)-(pyrrolidin-2-yl)methyl]-3-pentylimidazolium

dibromide (Vc)

1H NMR (DMSO-d6, 200 MHz): � 0.88 (t, 3H, CH3, J =
6,6 Hz), 1.26—1.38 (m, 4H, 2 x CH2), 1.69—2.20 (m, 6H,

3 x CH2), 3.17—3.36 (m, 2H, CH2-CH2-NH2
+), 4.05—4.16

(m, 1H, CH), 4.21 (t, 2H, CH2-CH2-imidazole, J = 7,2 Hz),
4.58—4.79 (m, 2H, CH-CH2-imidazole), 7.90 (s, 1H, CH,
imidazole), 7.99 (s, 1H, CH, imidazole), 9.29 (s, 1H, CH,
imidazole), 9.42 (s, 2H, NH2) ppm.

13C NMR (DMSO-d6, 50 MHz): � 13.63 (CH3), 21.42
(CH2), 22.58 (CH2), 27.34 (CH2), 27.55 (CH2), 28.80 (CH2),
44.67 (CH2), 48.45 (CH2), 48.94 (CH2), 58.66 (CH), 122.55
(2 x CH), 136.54 (CH) ppm.

1-[2(S)-(pyrrolidin-2-yl)methyl]-3-hexylimidazolium

dibromide (Vd)

1H NMR (DMSO-d6, 200 MHz): � 0.87 (t, 3H, CH3 =
6,6 Hz), 1.18—1.40 (m, 6H, 3 x CH2), 1.69—2.20 (m, 6H,
3 x CH2), 3.20—3.40 (m, 2H, CH2-CH2-NH2

+), 4.00—4.15
(m, 1H, CH), 4.21 (t, 2H, CH2-CH2-imidazole, J = 7,2 Hz),
4.58—4.79 (m, 2H, CH-CH2-imidazole), 7,93 (s, 1H, CH,
imidazole), 7.97 (s, 1H, CH, imidazole), 9.30 (s, 1H, CH,
imidazole), 9.42 (s, 2H, NH2

+) ppm.
13C NMR (DMSO-d6, 50 MHz): � 13.63 (CH3), 21.42

(CH2), 22.58 (CH2), 25.09 (CH2), 27.30 (CH2), 29.10
(CH2), 30.10 (CH2), 44.61 (CH2), 48.38 (CH2), 48.94
(CH2), 58.66 (CH), 122.50 (CH), 122.56 (CH), 136.54
(CH) ppm.

Synthesis of the catalysts (I)—(IVb)

[(S)-(pyrrolidin-2-yl)methyl]-3-butylimidazolium

bis(trifluoromethylsulfonyl)imide (Ia)

1-[(S)-(pyrrolidin-2-yl)methyl]-3-butylimidazo-
lium dibromide (Va) (575.4 mg, 1.56 mmol) was dis-
solved in water (0,6 cm3), alkalized with saturated so-
lution of NaHCO3 (2 cm3) and stirred for 2 h. After this
time, Li(CF3SO2)2N (447.7 mg, 1.56 mmol) was added
and the mixture was stirred for 24 h. The aqueous solu-
tion was extracted 3 times with CH2Cl2 (3 × 10 cm3).
The combined extracts were washed with water (8 cm3)
and dried over MgSO4. The solvent was removed un-
der reduced pressure. The crude product was purified
by column chromatography using the mixture of
dichloromethane:methanol (16:1). Yield 426.2 mg
(0.872 mmol, 56 %).

1H NMR (CDCl3, 200 MHz): � 0.96 (t, 3H, CH3, J =
7.3 Hz), 1.31—1.56 (m, 4H), 1.75—1.90 (m, 3H),
2.01—2.17 (m, 1H), 2.84 (s, 1H, NH), 2.93—3.10 (m, 2H,
CH2NH), 3.58—3.71 (m, 1H), 3.98—4.10 (m, 1H), 4,17
(t, 2H, CH2-CH2-imidazole, J = 7.4 Hz), 4.29 (dd, 1H,
J1 = 4.0 Hz, J2 = 13.6 Hz), 7.27 (m, 1H, CH, imidazole),
7.49 (m, 1H, CH, imidazole), 8.79 (s, 1H, CH, imi-
dazole) ppm.

13C NMR (CDCl3, 50 MHz): � 13.37 (CH3), 19.52 (CH2),
25.59 (CH2), 28.91 (CH2), 31.97 (CH2), 46.88 (CH2), 50,15
(CH2), 53.66 (CH2), 58.26 (CH), 119.87 (q, 2 x CF3[SO2],
J 13C-19F = 319.2 Hz), 121.86 (CH), 123.41 (CH), 135.94
(CH) ppm.
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1-[(S)-(pyrrolidin-2-yl)methyl]-3-isopropylimidazolium

bis(trifluoromethylsulfonyl)imide(IIa)

The title compound was prepared according to the
procedure for (Ia) from dibromide (Vb) (492.1 mg,
1.39 mmol), saturated solution of NaHCO3 (1.7 cm3) and
Li(CF3SO2)2N (397.6 mg, 1.38 mmol). The crude product
was purified by column chromatography using a mixture
of dichloromethane:methanol (15:1) to afford 330 mg
(0.674 mmol, 50 %) of the desired ionic liquid.

1H NMR (CD2Cl2, 200 MHz): � 1.58 (d, 6H, 2 x CH3, J =
6.8 Hz), 1.62—1.69 (m, 1H), 1.79—1.98 (m, 2H), 2.11—2.28
(m, 1H), 3.06—3.27 (m, 2H, CH2NH), 3.71—3.85 (m, 1H),
4.14—4.43 (m, 2H), 4.54—4.68 (m, 1H), 7.34—7.36 (m, 1H,
CH, imidazole), 7.50—7.52 (m, 1H, CH, imidazole), 8,73
(s, 1H, CH, imidazole) ppm.

13C NMR (CD2Cl2, 50 MHz): � 22.79 (CH3), 22.84
(CH3), 25.22 (CH2), 28.97 (CH2), 47.43 (CH2), 52.86 (CH2),
54.24 (CH), 59.35 (CH), 120.10 (q, 2 x CF3[SO2], J 13C-19F =
319.2 Hz), 120.76 (CH), 123.65 (CH),134.62 (CH,) ppm.

19F NMR (CD2Cl2, 470.4 MHz): � -79.86 ppm.

1-[(S)-(pyrrolidin-2-yl)methyl]-3-isopropylimidazolium

hexafluorophosphate (IIb)

To the solution of dibromide (Vb) (509 mg, 1.43 mmol)
in water (0.5 cm3) saturated solution of NaHCO3 (1.7 cm3)
was added and the mixture was stirred for 2 h. Then,
KPF6 (263.2 mg, 1.43 mmol) was added and the mixture
was stirred for 24 h. After this time, the aqueous solution
was extracted 3 times with CH2Cl2 (3 × 10 cm3). The com-
bined organic extracts were washed with water (6 cm3),
dried over MgSO4 and concentrated under reduced pres-
sure. The residue was purified by column chromatogra-
phy on silica gel using a mixture of dichlorometane:me-
thanol (15:1) to afford 228.5 mg (0.674 mmol, 47 %) of
(IIb).

1H NMR (DMSO-d6, 200 MHz): � 1.48 (d, 6H, 2 x CH3,
i-Pr, J = 6.6 Hz), 1.54—1.63 (m, 1H), 1.72—1.88 (m, 2H),
1.91—2.06 (m, 1H), 3.04 (t, 2H, CH2-CH2-NH, J = 7.0 Hz),
3.64—3.78 (m, 1H), 4.13—4.37 (m, 2H), 4.56—4.76 (m, 1H,
i-Pr), 7.76—7.78 (m, 1H, CH, imidazole), 7.91—7.92 (m,
1H, CH, imidazole), 9.15 (s, 1H, CH, imidazole) ppm.

13C NMR (DMSO-d6, 50 MHz): � 22.15 (CH3), 23.79
(CH2), 27.80 (CH2), 45.39 (CH2), 50.89 (CH2), 52.18 (CH),
58.00 (CH), 120.37 (CH), 122.83 (CH,),135.12 (CH) ppm.

19F NMR (DMSO-d6, 470.4 MHz): � -70.55 (d, 6F, PF6
-,

J = 710.3 Hz) ppm.

1-[(S)-(pyrrolidin-2-yl)methyl]-3-pentylimidazolium

bis(trifluoromethylsulfonyl)imide (IIIa)

This compound was prepared according to the proce-
dure for (Ia) from compound (Vc) (335.3 mg,
0.875 mmol), saturated solution of NaHCO3 (1.2 cm3) and
Li(CF3SO2)2N (397.6 mg, 1.38 mmol). Chromatography of
the crude product afforded 238 mg (0.474 mmol, 54 %) of

(IIIa). A mixture of dichloromethane:methanol (16:1) was
used as eluent.

1H NMR (CDCl3, 200 MHz): � 0.90 (t, 3H, CH3, J =
6.4 Hz), 1.29—1.39 (m, 4H), 1.41—1.59 (m, 1H), 1.78—1.94
(m, 4H), 2.03—2.20 (m, 1H), 2.95—3.17 (m, 2H), 3.50 (s,
1H, NH), 3.62—3.75 (m, 1H), 4.04—4.11 (m, 1H), 4.16 (t,
2H, CH2-CH2-imidazole, J = 7,4 Hz), 4.33 (dd, 1H, J1 =
3.9 Hz, J2 = 13.8 Hz), 7.72 (s, 1H, CH, imidazole), 7.50 (m,
1H, CH, imidazole), 8.77 (s, 1H, CH, imidazole) ppm.

13C NMR (CDCl3, 50 MHz): � 13.80 (CH3), 22.06 (CH2),
25.32 (CH2), 28.29 (CH2), 28.79 (CH2), 29.87 (CH2), 46.93
(CH2), 50.41 (CH2), 53.23 (CH2), 58.54 (CH), 119.84 (q, 2 x
CF3[SO2], J = 319 Hz), 122.02 (CH), 123.39 (CH), 135.86
(CH) ppm.

19F NMR (CDCl3, 470.4 MHz), �: -79.45 ppm.

1-[(S)-(pyrrolidin-2-yl)methyl]-3-pentylimidazolium

hexafluorophosphate (IIIb)

The title compound was prepared according to the pro-
cedure for (IIb) from compound (Vc) (355.2 mg,
0.927 mmol), saturated solution of NaHCO3 (1.2 cm3) and
KPF6 (170.1 mg, 0.924 mmol). The obtained product was
purified by column chromatography on silica gel. Elution
with a mixture of dichloromethane:methanol (16:1) af-
forded 170.3 mg (0.464 mmol, 50 %) of ionic liquid (IIIb).

1H NMR (CDCl3, 200 MHz): � 0.91 (t, 3H, CH3, J =
6.6 Hz), 1.30—1.45 (m, 5H), 1.65—1.80 (m, 4H), 1.96—2.09
(m, 1H), 2.90—3.06 (m, 2H, CH2NH), 3.53—3.66 (m, 1H),
3.87—3.98 (m, 1H), 4.16 (t, 2H, CH2-CH2-imidazole, J =
7.3 Hz), 4.18—4.26 (m, 1H), 7.20 (t, 1H, CH, imidazole), 7.44
(t, 1H, CH, imidazole), 8.68 (s, 1H, CH, imidazole) ppm.

13C NMR (CDCl3, 50 MHz): � 13.93 (CH3), 22.14 (CH2),
26.14 (CH2), 28.38 (CH2), 29.15 (CH2), 29.88 (CH2), 46.80
(CH2), 50.37 (CH2), 54.48 (CH2), 57.61 (CH), 121.40 (CH),
123.37 (CH), 136.00 (CH) ppm.

19F NMR (CDCl3, 470.4 MHz): � -72.86 (d, 6F, PF6
-, J =

711.3 Hz) ppm.

1-[(S)-(pyrrolidin-2-yl)methyl]-3-hexylimidazolium

bis(trifluoromethylsulfonyl)imide (IVa)

The title compound was prepared according to the
procedure for (Ia) from compound (Vd) (401.5 mg, 1.01
mmol), saturated NaHCO3 (1.2 cm3) and Li(CF3SO2)2N
(290,9 (mg, 1.01 mmol). The crude product was purified
by column chromatography using a mixture of dichloro-
methane:methanol (17:1) to afford 261.7 mg (0.507 mmol,
50 %) of (IVa) as a pale yellow liquid.

1H NMR (CDCl3, 200 MHz): � 0.88 (t, 3H, CH3, J =
6.3 Hz), 1.28—1.36 (m, 6H), 1.40—1.58 (m, 1H), 1.74—1.90
(m, 4H), 2.02—2.18 (m, 1H), 2.93—3.15 (m, 2H, CH2NH),
3.38 (s, 1H, NH), 3.60—3.73 (m, 1H, CH), 4.03—4.14 (m,
1H), 4.16 (t, 2H, CH2-CH2-imidazole, J = 7.6 Hz), 4.31 (dd,
1H, J1 = 4.0 Hz, J2 = 14.0 Hz), 7.28 (m, 1H, CH, imidazole),
7.50 (m, 1H, CH, imidazole), 8.76 (s, 1H, CH, imidazole)
ppm.
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13C NMR (CDCl3, 50 MHz): � 13.94 (CH3), 22.44 (CH2),
25.37 (CH2), 25.88 (CH2), 28.81 (CH2), 30.00 (CH2), 31.07
(CH2), 46.85 (CH2), 50.38 (CH2), 53.33 (CH2), 58.40 (CH),
119.84 (q, 2 x CF3[SO2], J 13C-19F = 319.2 Hz), 122.00 (CH),
123.39 (CH), 135.83 (CH) ppm.

1-[(S)-(pyrrolidin-2-yl)methyl]-3-hexylimidazolium

hexafluorophosphate (IVb)

The compound (IVb) was synthesized according to
the procedure for (IIb) from compound (Vd) (404.9 mg,
1.02 mmol), saturated NaHCO3 (1.2 cm3) and KPF6
(187.5 mg, 1.02 mmol). The desired product was isolated
by column chromatography on silica gel. Elution with a
mixture of dichloromethane:methanol (17:1) afforded
190.7 mg (0,5 mmol, 49 %) of (IVb).

1H NMR (CDCl3, 200 MHz): � 0.87 (t, 3H, CH3, J =
6.4 Hz), 1.29—1.36 (6H), 1.40—1.50 (1H), 1.66—1.90 (m,
4H), 1.94—2.11 (m, 1H), 2.84—3.06 (m, 2H), 3.54—3.67
(m, 1H), 3.98 (dd, 1H, J1 = 8.2 Hz, J2 = 13,8 Hz), 4.15 (t, 2H,
CH2-CH2-imidazole, J = 7.5 Hz), 7.26 (m, 1H, CH,
imidazole), 7.44 (m, 1H, CH, imidazole), 8.60 (s, 1H, CH,
imidazole) ppm.

13C NMR (CDCl3, 50 Hz): � 14.05 (CH3), 22.51 (CH2),
25.78 (CH2), 25.95 (CH2), 28.97 (CH2), 29.95 (CH2), 31.14
(CH2), 46.73 (CH2), 50.30 (CH2), 53.91 (CH2), 121.77 (CH),
123.31 (CH), 135.75 (CH) ppm.

19F NMR (470.4 MHz): � -72.60 (d, 6F, PF6
–, J =

711.7 Hz) ppm.

Asymmetric Michael addition of cyclohexanone to
nitrostyrene — typical procedure

To a mixture of cyclohexanone (546.4 mg,
5.567 mmol), catalyst (I) (65.95 mg, 0,135 mmol) and ben-
zoic acid (16.54 mg, 0.135 mmol) in CH2Cl2 (1 cm3) a solu-
tion of trans-�-nitrostyrene (177.5 mg, 1.19 mmol) in
CH2Cl2 (1 cm3) was added. The mixture was magnetically
stirred. The reaction was monitored by TLC and HPLC

methods. After disappearance of nitrostyrene, dichloro-
methane and cyclohexanone were removed under re-
duced pressure. The residue was extracted with diethyl
ether (3 × 10 cm3). The organic layer was washed twice
with aqueous NaHCO3 (2 × 8 cm3) to remove of benzoic
acid and water (8 cm3), dried over MgSO4 and concen-
trated under reduced pressure. The residue was purified
by column chromatography on silica gel (hexane/ethyl
acetate = 7:1) to afford the Michael adduct (177.0 mg,
0.571 mmol, 60 %) (see Scheme A, Table 1).

T a b l e 1. Asymmetric addition of cyclohexanone to nitroalke-

nes via Scheme A

where: (VIIa) X = H, nitrostyrene; (VIIb) X = Cl,
p-chloronitrostyrene

Entry Substrate Catalyst Time
h

Yielda)

% Syn/antib) Eec)

%

1 (VIIa) (Ia) 120 60 90/10 >99

2 (VIIa) (IIa) 120 60 91/9 >99

3 (VIIa) (IIb) 144 65 91/9 >99

4 (VIIb) (IIa) 120 65 91/9 96

5 (VIIb) (IIb) 120 61 91/9 95

6 (VIIa) (IIIa) 72 60 89/11 >99

7 (VIIa) (IIIb) 72 50 88/12 >99

8 (VIIb) (IIIa) 72 65 91/9 99

9 (VIIb) (IIIb) 72 58 91/9 87

10 (VIIa) (IVa) 72 59 87/13 >99

11 (VIIa) (IVb) 72 50 87/13 >99

12 (VIIb) (IVa) 72 64 91/9 95

13 (VIIb) (IVb) 72 65 92/8 93

a) Yield of the product isolated by column chromatography.
b) Determined by 1H NMR analysis.
c) Determined by chiral HPLC analysis.

(S)-2-[(R)-2-nitro-1-phenylethyl]cyclohexanone (VIIIa) —

diastereomer syn [26]

1H NMR (CDCl3, 200 MHz): � 1.14—1.33 (m, 1H),
1.46—1.81 (m, 4H), 2.00—2.12 (m, 1H), 2.30—2.51 (m, 2H,
CH2-CH2[C=O]), 2.62—2.76 (m, 1H, CH[C=O]), 3.76 (dt,
1H, J1 = 4,6 Hz, J2 = 10,0 Hz), 4.63 (dd, 1H, J1 = 10.0 Hz, J2 =
12.6 Hz), 4.95 (dd, 1H, J1 = 4.6 Hz, J2 = 12.6 Hz), 7.14—7.19
(m, 2H, Ar), 7.26—7.37 (m, 3H, Ar) ppm.
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13C NMR (CDCl3, 200 MHz): � 25.04 (CH2), 28.55
(CH2), 33.23 (CH2), 42.76 (CH2[C=O]), 43.95 (CH), 52.52
(CH), 78.92 (CH2[NO2]), 127.78 (CH, Ar), 128.18 (2 x CH,
Ar), 128.94 (2 x CH, Ar), 137.77 (C, Ar), 212.00 (C=O)
ppm.

The enantiomeric excess was determined by HPLC
analysis (Chiralcel OD-H, � = 254 nm, hexane/i-PrOH =
90:10, 0,5 ml/min, tR (minor) = 21.3 min, tR (major) =
22.7 min, ee > 99 %), [�]D

20 = -28.6°.

(S)-2-[(S)-2-nitro-1-phenyloethyl]cyclohexanone

diastereomer anti

1H NMR (CDCl3, 50 MHz): � 1.34—1.48 (m, 1H),
1.58—1.74 (m, 2H), 1.84—1.96 (m, 1H), 1.99—2.16 (m,
2H), 2.21—2.34 (m, 1H), 2.36—2.39 (m, 1H), 2.68—2.79
(m, 1H), 3.96—4.06 (m, 1H), 4.84—4.89 (m, 2H,
CH2[NO2]), 7.23—7.31 (m, 5H, Ar) ppm.

13C NMR (CDCl3, 50 MHz): � 25.24 (CH2), 27.55 (CH2),
30.16 (CH2), 42.52 (CH2), 53.96 (CH), 76.74 (CH2), 127.74
(CH, Ar), 128.54 (2 x CH, Ar), 128.94 (2 x CH, Ar), 138.52
(C, Ar), 210.69 (C=O) ppm.

The reaction addition of cyclohexanone to
p-chloro-trans-�-nitrostyrene was carried out according
to the procedure described above.

(S)-2-[(R)-2-nitro-1-(4-chlorophenyl)ethyl]cyclohexanone

(VIIIb) — diastereomer syn

1H NMR (CDCl3, 200 MHz) �: 1.14—1.33 (m, 1H),
1.52—1.81 (m, 4H), 2.05—2.12 (m, 1H), 2.30—2.51 (m, 2H,
CH2-CH2[C=O]), 2.62—2.76 (m, 1H, CH[C=O]), 3.76 (dt,
1H, J1 = 4.6 Hz, J2 = 10,0 Hz), 4.60 (dd, 1H, J1 = 10.0 Hz, J2 =
12.6 Hz). 4.94 (dd, 1H, J1 = 4.6 Hz, J2 = 12.6 Hz), 7.10—7.32
(2d, 4H, p-Ar, J = 8.2 Hz) ppm.

13C NMR (CDCl3, 50 MHz): � 25.26 (CH2), 28.64 (CH2),
33.26 (CH2), 42.94 (CH2[C=O]), 43.55 (CH), 52.58 (CH),
78.78 (CH2[NO2]), 129.33 (2 x CH, Ar), 129.75 (2 x CH,
Ar), 133.81 (C, Ar), 136.47 (C, Ar), 212,00 (C=O) ppm,
[�]D

20 = -27.8°.

(S)-2-[(S)-2-nitro-1-(4-chlorophenyl)ethyl]cyclohexanone

— diastereomer anti

1H NMR (CDCl3, 50 MHz): � 1.32—1.46 (m, 1H),
1.56—1.73 (m, 2H), 1.86—1.97 (m, 1H), 2.02—2.14 (m,
2H), 2.27—2.45 (m, 2H, CH2[C=O]), 2.66—2.78 (m, 1H,
CH[C=O]), 3.88—3.98 (m, 1H), 4.82—4.87 (m, 2H,
CH2[NO2]), 7.18—7.31 (2d, 4H, p-Ar) ppm.

RESULTS AND DISCUSSION

Synthesis of chiral ionic liquids

The new chiral ionic liquids (CILs) were synthesized
from (S)-proline as a starting material [19]. Reduction of
this compound with LiAlH4 gave (S)-prolinol. Luo et al.

described reduction of aminoacids with NaBH4/I2 [34].
Boc-protection of (S)-prolinol carried out under basic
condition followed by reaction of obtained product with
p-toluenesulfonyl chloride afforded Boc-prolinol
p-toluenesulfonate. Nucleophilic substitution of this
compound with sodium imidazolate carried out under
reflux in CH3CN gave N-tert-butoxycarbonyl-[(pyrro-
lidin-2-yl)methyl]imidazole. N-alkylation of the product
with bromoalkanes gave the corresponding Boc-pro-
tected pyrrolidinylimidazolium bromides. Removal of
Boc group with aqueous HBr afforded the pyrroli-
dine-based imidazolium bromide salts (Va)—(Vd) which
were identified by 1H and 13C NMR spectroscopy me-
thods. The compounds in the reaction with KPF6 or
LiTf2N carried out under basic conditions (NaHCO3) af-
forded the desired chiral ionic liquids (I)—(IVb) (Scheme
A) which were purified by flash column chromatogra-
phy. The ionic liquids are soluble in moderately polar sol-
vents such as methanol, acetone, and dichloromethane
[except (IIb)] but insoluble in less polar solvents (diethyl
ether, toluene, and hexane). The structure of obtained
chiral ionic liquids was determined by spectroscopic
analysis of 1H NMR and 13C NMR. The presence of fluo-
rine in anion was confirmed by 19F NMR spectra.

Initially, we utilized the obtained chiral ionic liquids
for the direct asymmetric Michael addition of cyclohexa-
none (VI) to trans-�-nitrostyrene (VII) to afford Michael
adduct (VIII) using CH2Cl2 as reaction medium. Reaction
was carried out at room temperature at the presence of
benzoic acid as the cocatalyst. As shown in the Table 1,
application of the obtained catalysts give the desired
product in good yield, diastereoselectivity (from 87/13 to
91/9) and excellent enantioselectivity (>99 %). We next
examined the influence of temperature on the stereo-
selectivity of the reaction. The Michael addition cata-
lyzed with (IVa) and carried out at lower temperature
(4 °C) afforded the adduct product (VIIIa) with better
diastereoselectivity (94:6; syn/anti) and comparable
enantioselectivity. The results in the table show the influ-
ence of the substituent on aryl group on yield and enan-
tioselectivity. The relative and absolute configuration of
the Michael adduct was determined by 1H NMR spectro-
scopic analysis, comparison of chemical shift and cou-
pling constants J values and optical rotation with de-
scribed in literature [30]. The stereoselectivity of this re-
action may be explained by an acyclic synclinal transition
state proposed by Seebach and Goliñski [Formula (IX)]
[35] and presented by Zhu et al. [36]. The transition state
of Michael reaction was also presented in other papers
[19, 30].
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CONCLUSIONS

In conclusion, we designed and prepared seven chiral
ionic liquids based on pyrrolidine with bis(trifluoro-
methylsulfonyl)imide and hexafluorophosphate anions
as catalysts for asymmetric organic synthesis. The ionic
liquids were obtained from (S)-proline and identified by
spectroscopic methods. Next, we used the obtained chiral
ionic liquids for asymmetric Michael addition of cyclo-
hexanone to nitrostyrene and p-chloronitrostyrene. The
Michael adducts were obtained with good yields, dia-
stereselectivities and excellent enantioselectivities
(93—99.9 %). Further investigation on the application of
this catalysts in asymmetric synthesis is currently in
progress and will be reported.

ACKNOWLEDGMENTS
We are grateful to the Industrial Chemistry Research Insti-

tute in Warsaw for financial support.

REFERENCES

1. Susan M. A. B. H., Kaneko T., Noda A., Watanabe M.: J. Am.

Chem. Soc. 2005, 127, 4976.
2. Lin I. J. B., Vasam C. S.: J. Organomet. Chem. 2005, 690, 3498.
3. Bonhôte P., Dias A.-P., Papageorgiou N., Kalyanasundaram

K., Grätzel M.: Inorg. Chem. 1996, 35, 1168.
4. Shibayama W., Narita A., Matsumi N., Ohno H.: J. Organo-

met. Chem. 2009, 694, 1642.
5. Welton T.: Chem. Rev. 1999, 99, 2071.
6. Wasserscheid P., Keim W.: Angew. Chem. Int. Ed. 2000, 39,

3772.
7. Chauhan S., Chauhan S. M.: Tetrahedron 2005, 61, 1015.
8. Earle M. J., McCormac P. B., Seddon K. R.: Green Chem. 1999,

1, 23.
9. Ding J., Armstrong D. W.: Chirality 2005, 17, 281.
10. Baudequin C., Bregeôn D., Levillain J., Guillen F., Plaque-

vent J.-C., Gaumont A.-C.: Tetrahedron: Asymmetry 2005, 16,
3921.

11. Fukumoto K., Yoshizawa M., Ohno H.: J. Am. Chem. Soc.
2005, 127, 2398.

12. Pernak J., Feder-Kubis J.: Chem. Eur. J. 2005, 11, 4441.
13. Guillen F., Bregeôn D., Plaquevent J.-C., Gaumont A.-C.:

Tetrahedron Lett. 2006, 47, 1245.

14. Pernak J., Feder-Kubis J., Cieniecka-Ros³onkiewicz A.,
Fischmeister C., Griffin S. T., Rogers R. D.: New J. Chem. 2007,
31, 879.

15. Pernak J., Feder-Kubis J.: Tetrahedron: Asymmetry 2006, 17,
1728.

16. Feder-Kubis J., Kubicki M., Pernak J.: Tetrahedron: Asymme-

try 2010, 21, 2709.
17. Cybulski J., Wiœniewska A., Kulig-Adamiak A., D¹browski

Z., Praczyk T., Michalczyk A., Walkiewicz F., Materna K.,
Pernak J.: Tetrahedron Lett. 2011, 52, 1325.

18. List B., Pojarlier P., Martin H. J.: Org. Lett. 2001, 3, 2423.
19. Luo S., Mi X., Zhang L., Liu S., Xu H., Cheng J.-P.: Angew.

Chem. Int. Ed. 2006, 45, 3093.
20. Luo S., Zhang L., Mi X., Qiao Y., Cheng J. P.: J. Org. Chem.

2007, 72, 9350.
21. Ni B., Zhang Q., Headley A. D.: Green. Chem. 2007, 9, 737.
22. Ni B., Zhang Q., Headley A. D.: Tetrahedron 2008, 64, 5091.
23. Wu L.-Y., Yan Z.-Y., Xie Y.-X., Niu Y.-N., Liang Y.-M.: Tetra-

hedron: Asymmetry 2007, 18, 2086.
24. Li P., Wang L., Zhang Y., Wang G.: Tetrahedron 2008, 64, 7633.
25. Qian Y., Xiao S., Liu L., Wang Y.: Tetrahedron: Asymmetry

2008, 19, 1515.
26. Miao W., Chan T. H.: Adv. Synth. Catal. 2006, 348, 1711.
27. Luo S., Mi X., Zhang L., Liu S., Xu H., Cheng J.-P.: Tetrahedron

2007, 63, 1923.
28. Lombardo M., Easwar S., Pasi F., Trombini C., Dhavale D.

D.: Tetrahedron 2008, 64, 9203.
29. Yang S.-D., Shi Y., Sun Z.-H., Zhao Y.-B., Liang Y.-M.: Tetra-

hedron: Asymmetry 2006, 17, 1895.
30. Ni B., Zhang Q., Headley A. D.: Tetrahedron Lett. 2008, 49,

1249.
31. Xu D.-Z., Liu Y., Shi S., Wang Y.: Tetrahedron: Asymmetry

2010, 21, 2530.
32. Maltsev O. V., Kucharenko A. S., Chimishkyan A. L., Zlotin

S.: Tetrahedron: Asymmetry 2010, 21, 2659.
33. Díez D., Antón A. B., Pena J., García P., Garrido N. M.,

Marcos I. S., Sanz F., Basabe P., Urones J. G.: Tetrahedron:

Asymmetry 2010, 21, 786.
34. Luo S.-P., Xu D.-Q., Yue H.-D., Wang L.-P., Yang W.-L., Xu

Z.-Y.: Tetrahedron: Asymmetry 2006, 17, 2028.
35. Seebach D., Goliñski J.: Helv. Chim. Acta 1981, 64, 1413.
36. Zhu M.-K., Cun L.-F., Mi A.-Q., Jiang Y.-Z., Gong, L.-Z.:

Tetrahedron: Asymmetry 2006, 17, 491.

POLIMERY 2012, 57, nr 5 381



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (Adobe RGB \0501998\051)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.5
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJDFFile false
  /CreateJobTicket true
  /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 false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo true
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Preserve
  /UCRandBGInfo /Preserve
  /UsePrologue true
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 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
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /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
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects true
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /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 <>
    /PTB <>
    /SUO <>
    /SVE <>
    /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.)
    /PLK ()
  >>
  /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 [595.276 841.890]
>> setpagedevice


