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SYNTHESIS  FROM  l-MENTHOL  OF  OPTICALLY  ACTIVE
MACROHETEROCYCLES  CONTAINING  ESTER,
AZINE,  OR  HYDRAZIDE  GROUPS
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R. R. Muslukhov, E. M. Vyrypaev, and A. G. Tolstikov

A synthesis of optically pure methyl- and isopropyl-branched 21-, 22-, 28-, and 29-membered azinodiesters
and  diesterdihydrazides  from l-menthol using [2+1]-condensation of (6R)-8-hydroxy-2,6-dimethyloctan-
3-one and glutaric and adipic acid chlorides and [1+1]-reaction of the intermediate diketodiesters with
hydrazine hydrate and glutaric acid dihydrazide was developed.

Keywords: l-menthol, bis[(3�R)-3�,7�-dimethyl-6�-oxooctyl]pentanedioate, bis[(3�R)-3�,7�-dimethyl-6�-
oxooctyl]hexanedioate, optically pure macrocyclic azinodiesters and diesterdihydrazides, synthesis.

Polyfunctional macroheterocycles are widely used as interphase transfer catalysts, extractants, analytical reagents,
and materials for fabricating ion-selective electrodes.  They are used to study the mechanisms of action and the creation of
cardio- and psychotropic drugs and to develop antimicrobial, antiparasite, and antitumor drugs, etc. [1–4].  Therefore, the
development of preparation methods of such compounds is critical for the advancement of modern chemistry and pharmacology.

Herein  we report an effective synthetic pathway to optically pure methyl- and isopropyl-branched 21- (5), 22- (6),
28- (7), and 29-membered (8) macrolides with potentially complex-forming properties and biological activity that contain
ester, azine, or hydrazide groups.  The synthetic scheme is based on [2+1]-condensation of hydroxyketone 2, which is accessible
in three steps from natural l-menthol (1)  [5],  with  glutaric  and  adipic  acid  dichlorides.   Cyclization  was  effected  via
[1+1]-condensation of key diketodiesters 3 and 4 with hydrazine hydrate or glutaric acid dihydrazide in dioxane at room
temperature with a reagent:solvent mole ratio of 1:70.  Subsequent work up of the reaction products with CH2Cl2 and hexane
in a 1:10 ratio isolated in satisfactory yields (25–39%) macrolides with azine (5 and 6) and hydrazide (7 and 8) groups.
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The chemical purity of 5–8 was established by HPLC.  The structures were proved using IR, PMR, and 13C NMR
spectroscopy.  The molecular weight was confirmed by GC/MS.

IR spectra of 5–8 lacked absorption bands that were characteristic of the ketones in key diketodiesters 3 (1712 cm–1)
and 4 (1710).  The appearance in IR spectra of 5 and 6 of bands at 1635 cm–1 (C=N) and of 7 and 8, at 1647 (C=N), 1660–1670
(CONH), and 3126–3420 (NH), proved that macrocycles with azine groups were formed.

NMR spectra of 5–8 were compared with those of the starting compounds, diketodiesters 3 and 4 and glutaric acid
hydrazide.  13C NMR spectra of reaction products 5–8 lacked resonances for the carbonyl C atoms of starting 3 (214.52 ppm)
and 4 (213.99).  PMR spectra of 7 and 8 did not show a resonance at 4.90 ppm for the hydrazine (NH2NH) moiety.  Therefore,
the products were not linear substitution products.

The 13C NMR spectra of 5 and 6 contained resonances for ester C atoms (172.82 ppm in 5 and 173.17 in 6) in addition
to singlets corresponding to the C=N group (168.89 ppm in 5 and 168.87 in 6), which was consistent with the formation of
macrocycles with an azine group in the ring.

Analogously to 13C NMR spectra of 5 and 6, those of 7 and 8 showed resonances for ester C atoms (172.87 ppm in 7
and 173.07 in 8), the C atom of an NH–C=O group (175.48 in 7 and 8) that was shifted compared with that of the starting
dihydrazides (171.89), and singlets for the C=N group (158.50 in 7 and 158.69 in 8).  PMR spectra of these macrocycles had
weak-field resonances (8.50 ppm in 7 and 8.30 in 8), the chemical shifts and integrated intensities of which corresponded to
two protons of NHC=O groups in the macrocycles.

Resonances of C atoms in NHC=O groups were noticeably broadened in the 13C NMR spectra of 7 and 8 compared
with those of the corresponding atoms in the starting glutaric acid dihydrazide.  This was probably due to inter- and intramolecular
interactions in the macrocycles.  These spectral data indicated that macrocycles 7 and 8 had formed, which was also confirmed
by mass spectral data.  Compounds 5–8 were studied using atmospheric pressure chemical ionization (APCI) with detection of
positive and negative ions (20 eV).  The capability for protonation and solvation by H2O is well known in the chemistry of
amides and hydrazides [6], because of which the APCI method was used.  Mass spectra of 3–8 detected very strong peaks for
protonated [MH]+ and deprotonated [M – H]– ions in addition to ion associates with H2O.  This could be considered proof of
the existence of compounds with the corresponding molecular weights.

EXPERIMENTAL

IR spectra were recorded from thin layers on a Shimadzu Prestige-21 IR instrument.  NMR spectra were recorded
from CDCl3 solutions with TMS internal standard on a Bruker AM-300 spectrometer (operating frequency 300.13 MHz for
1H; 75.47, 13C).  Chromatographic analysis was performed in a Chrom-5 instrument [column length 1.2 m, silicone SE-30
stationary phase (5%) on Chromaton N-AW-DMCS (0.16–0.20 mm), operating temperature 50–300°C] with He carrier gas.
Column chromatography used SiO2 (70–230) (Lancaster, England).  TLC monitoring used Sorbfil SiO2 (Russia).  Elemental
analyses of all compounds agreed with those calculated.  Mass spectra of 3–8 were taken in a Shimadzu LC-MS 2010EV using
APCI conditions with electron energy 20 eV and detection of positive and negative ions.  The liquid mobile phase was H2O at
flow rate 0.03 mL/min.  HPLC analyses were carried out in a Shimadzu-LC-20AD with an SPD-M20A diode-matrix detector
(Shimadzu, Japan) using a Phenomenex column (250 � 4.6 mm) and Luna C18 sorbent with particle size 5 �m.  The mobile
phase was H2O:CH3CN at flow rate 1 mL/min.  The analytical wavelength was 215 nm.  Petroleum ether (40–70°C), CH2Cl2,
and Py were used for the reactions.

General Method for Preparing Diketodiesters 3 and 4.  A solution of hydroxyketone 2 (2.0 mmol) [5] in anhydrous
Py (1 mL) was stirred, treated with a solution of the chloride of the appropriate dicarboxylic acid (1.0 mmol) [7] in anhydrous
Et2O  (1 mL),   diluted  after  48 h   (TLC  monitoring)  with  CH2Cl2  (10 mL), washed successively with HCl solution (5%,
3 � 1.5 mL) and saturated NaCl solution (3 � 1.5 mL), dried over MgSO4, and evaporated.  The solid was chromatographed
(SiO2, petroleum ether:MTBE (tert-butyl methyl ether), 5:1) to afford the corresponding diketodiester.

Bis[(3�R)-3�,7�-dimethyl-6�-oxooctyl]pentanedioate (3). Yield 0.15 g (70%), [�]D
20 +5.90° (c 0.65, CH2Cl2), Rf 0.80.

IR spectrum (KBr, �, cm–1): 1735 (O=C—O), 1712 (C=O),
PMR spectrum (CDCl3, �, ppm, J/Hz): 0.91 (6H, d, J = 6.1, CH3-3�), 1.09 (12H, d, J = 6.9, H-8�), 1.35–1.72 (10H, m,

H-2�, H-3�, H-4�), 1.93 (2H, t, J = 6.8, H-3), 2.35 (4H, t, J = 7.3, H-2, H-4), 2.45 (4H, t, J = 6.4, H-5�), 2.62 (2H, sept, J = 6.8,
H-7�), 4.13 (4H, t, J = 6.8, H-1�).
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13C NMR spectrum (CDCl3, �):  18.21 (q, CH3-C-7�), 19.14 (q, CH3-C-3�), 20.03 (t, C-3), 29.42 (d, C-3�), 30.40 (t,
C-4�), 33.20 (t, C-2, C-4), 35.23 (t, C-2�), 37.65 (t, C-5�), 40.68 (d, C-7�), 62.58 (t, C-1�), 172.81 (s, C-1, C-5), 214.52 (s, C-6�).

Mass spectrum (APCI, 20 eV, m/z): 441 [M + H]+, 459 [M + H + H2O]+, 439 [M – H]–.
Bis[(3�R)-3�,7�-dimethyl-6�-oxooctyl]hexanedioate (4).  Yield 0.16 g (72%), [�]D

20 +5.00° (c 0.73, CH2Cl2), Rf 0.82.
IR spectrum (KBr, �, cm–1): 1732 (O=C—O), 1710 (C=O).

PMR spectrum (CDCl3, �, ppm, J/Hz): 0.90 (6H, d, J = 6.1, CH3-3�), 1.08 (12H, d, J = 6.8, H-8�), 1.35–1.54 (10H, m,
H-2�, H-3�, H-4�),  1.55–1.71  (4H, m, H-3, H-4),  2.31  (4H, t, J = 6.6, H-2, H-5),  2.45  (4H, t, J = 7.3, H-5�), 2.62 (2H, sept,
J = 6.9, H-7�), 4.13 (4H, t, J = 7.0, H-1�).

13C NMR spectrum (CDCl3, �): 17.93 (q, CH3-C-7�), 18.88 (q, CH3-C-3�), 24.02 (t, C-3, C-4), 28.21 (d, C-3�), 29.16
(t, C-4�),  33.50  (t, C-2, C-5),  34.97 (t, C-2�), 37.37 (t, C-5�), 40.40 (d, C-7�), 62.18 (t, C-1�), 172.89 (s, C-1, C-6), 213.99 (s,
C-6�).

Mass spectrum (APCI, 20 eV, m/z): 455 [M + H]+, 473 [M + H + H2O]+, 453 [M – H]–.
General Method for Preparing Macrocycles 5 and 6.  The bis-derivative of hydroxyketone 3 or 4 (1.0 mmol) in

anhydrous dioxane (6 mL) was stirred vigorously, treated slowly dropwise with hydrazine hydrate (1.0 mmol, 92%), and
stirred for 24 h (TLC monitoring).  The dioxane  was  evaporated  at  reduced  pressure.   The solid was dissolved in CH2Cl2
(10 mL), washed with H2O (3 � 3 mL), dried over MgSO4, and evaporated.  The resulting residue was stirred and treated
successively with anhydrous CH2Cl2 (1 mL) and hexane (10 mL) and stored until the layers separated, the upper of which was
decanted.  The residue was washed with hexane (3 mL) and evaporated in vacuo.

(10R,19R)-13,16-Diisopropyl-10,19-dimethyl-1,7-dioxo-14,15-diazacycloheneicosa-13,15-dien-2,6-dione (5).
Yield 0.14 g (33%), [�]D

20 +5.00° (c 1.83, CH2Cl2).  IR spectrum (KBr, �, cm–1): 1730 (O=C—O), 1635 (C=N).
PMR spectrum (CDCl3, �, ppm, J/Hz): 0.92 (6H, d, J = 6.5, CH3-10, CH3-19), 1.12 [12H, d, J = 6.8, CH3-(i-Pr)],

1.35–1.64 (6H, m, H-10, H-11, H-18, H-19), 1.63–1.74 (4H, m, H-9, H-20), 1.95 (2H, pent, J = 7.4, H-4), 2.15–2.32 (4H, m,
H-12, H-17), 2.36 (4H, t, J = 7.4, H-3, H-5), 2.51 [2H, sept, J = 6.8, CH-(i-Pr)], 4.09 (4H, t, J = 6.9, H-8, H-21).

13C NMR spectrum (CDCl3, �): 19.08 (q, CH3-C-10, CH3-C-19), 19.95 (t, C-4), 20.17 [q, CH3-(i-Pr)], 27.11 (t, C-12,
C-17),  30.31  (d, C-10, C-19), 32.65 (t, C-11, C-18), 33.12 (t, C-3, C-5), 35.01 (t, C-9, C-20), 35.14 [d, CH-(i-Pr)], 62.65 (t,
C-8, C-21), 168.89 (s, C-13, C-16), 172.82 (s, C-2, C-6).

Mass spectrum (APCI, 20 eV, m/z): 437 [M + H]+, 455 [M + H + H2O]+, 435 [M – H]–.
(11R,20R)-14,17-Diisopropyl-11,20-dimethyl-1,8-dioxo-15,16-diazacyclodocosa-14,17-dien-2,7-dione (6).  Yield

0.13 g (31%), [�]D
20 +5.10° (c 0.23, CH2Cl2).  IR spectrum (KBr, �, cm–1): 1732 (O=C–O), 1635 (C=N).

PMR spectrum (CDCl3, �, ppm, J/Hz): 0.91 (6H, d, J = 6.1, CH3-11, CH3-20), 1.12 [12H, d, J = 6.7, CH3-(i-Pr)],
1.36-1.62 (10H, m, H-10, H-11, H-12, H-19, H-20, H-21), 1.61-1.69 (4H, m, H-4, H-5), 2.14-2.26 (4H, m, H-13, H-18), 2.31
(4H, t, J = 7.0, H-3, H-6), 2.51 [2H, sept, J = 6.9, CH-(i-Pr)], 4.08 (4H, t, J = 6.9, H-9, H-22).

13C NMR spectrum (CDCl3, �): 18.98 (q, CH3-C-11, CH3-C-20), 20.14 [q, CH3-(i-Pr)], 24.18 (d, C-4, C-5), 27.09 (t,
C-13, C-18), 30.30 (d, C-11, C-20), 32.64 (t, C-12, C-19), 33.69 (t, C-3, C-6), 34.92 (t, C-10, C-21), 35.10 [d, CH-(i-Pr)],
62.54 (t, C-9, C-22), 168.87 (s, C-14, C-17), 173.17 (s, C-2, C-7).

Mass spectrum (APCI, 20 eV, m/z): 451 [M + H]+, 469 [M + H + H2O]+, 449 [M – H]–.
General  Method  for  Preparing  Macrocycles  7  and  8.   Diketodiester (3 or 4, 1.0 mmol) in anhydrous dioxane

(6 mL) was stirred vigorously, treated slowly with glutaric acid dihydrazide (0.16 g, 1.0 mmol) [7], and stirred for 48 h (TLC
monitoring).  The dioxane was evaporated.  The residue was dissolved in CH2Cl2 (20 mL), washed with H2O (3 � 5 mL), dried
over MgSO4, and evaporated.  The resulting residue was stirred, treated successively with anhydrous CH2Cl2 (1 mL) and
hexane (10 mL), and stored until the layers separated, the upper of which was decanted.  The residue was washed with hexane
(5 mL) and evaporated.

(10R,26R)-13,23-Diisopropyl-10,26-dimethyl-1,7-dioxo-14,15,21,22-tetraazacyclooctacosa-13,22-dien-2,6,16,20-
tetraone (7).  Yield 0.22 g (39%), [�]D

20 +4.86° (c 0.33, CH2Cl2).  IR spectrum (KBr, �, cm–1): 3420 (NH), 1660 (CONH),
1647 (C=N).

PMR spectrum (CDCl3, �, ppm, J/Hz): 0.89 (6H, d, J = 6.5, CH3-10, CH3-26), 1.09 [12H, d, J = 6.8, CH3-(i-Pr)],
1.35–1.55 (6H, m, H-10, H-11, H-25, H-26), 1.55–1.70 (4H, m, H-9, H-27), 1.92 (2H, pent, J = 6.9, H-4), 2.03 (2H, m, H-18),
2.12–2.30  (4H,  m,  H-17,  H-19),  2.34  (4H,  t, J = 6.9, H-3, H-5),  2.40–2.48 (4H, m, H-12, H-24), 2.58 [2H, sept, J = 6.8,
CH-(i-Pr)], 4.09 (4H, t, J = 6.9, H-8, H-28), 8.50 (2H, br.s, NH).
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13C NMR  spectrum  (CDCl3, �):  18.23  [q, CH3-(i-Pr)],  20.06 (d, C-4), 20.15 (q, CH3-C-10, CH3-C-26), 25.43 (t,
C-18), 29.47 (d, C-10, C-26), 30.45 (t, C-12, C-24), 32.33 (t, C-11, C-25), 33.24 (t, C-3, C-5), 35.25 (t, C-17, C-19), 35.55 [d,
CH-(i-Pr)], 37.69 (t, C-9, C-27), 62.65 (t, C-8, C-28), 158.50 (s, C-13, C-23), 172.87 (s, C-2, C-6), 175.48 (s, C-16, C-20).

Mass spectrum (APCI, 20 eV, m/z): 565 [M + H]+, 583 [M + H + H2O]+, 563 [M – H]–.
(4R,20R)-7,17-Diisopropyl-4,20-dimethyl-1,23-dioxo-8,9,15,16-tetraazacyclononacosa-7,16-dien-10,14,24,29-

tetraone (8).  Yield 0.14 g (25%), [�]D
20 +4.90° (c 0.30, CH2Cl2).  IR spectrum (KBr, �, cm–1):  3126 (NH), 1670 (CONH),

1647 (C=N).
PMR spectrum (CDCl3, �, ppm, J/Hz): 0.89 (6H, d, J = 6.7, CH3-11, CH3-27), 1.06 [12H, d, J = 6.8, CH3-(i-Pr)],

1.35–1.52 (6H, m, H-11, H-12, H-26, H-27), 1.52–1.70 (4H, m, H-10, H-28), 1.95–2.08 (6H, m, H-4, H-5, H-19), 2.09 [2H,
sept, J = 6.8, CH-(i-Pr)], 2.25–2.33 (4H, m, H-18, H-20), 2.33 (4H, t, J = 6.9, H-3, H-6), 2.40–2.48 (4H, m, H-13, H-25), 4.08
(4H, t, J = 6.9, H-9, H-29), 8.30 (2H, br.s, NH).

13C NMR spectrum (CDCl3, �): 18.20 [q, CH3-(i-Pr)], 19.90 (q, CH3-C-11, CH3-C-27), 24.12 (t, C-4, C-5), 25.18 (t,
C-19), 29.27 (d, C-11, C-27), 30.26 (t, C-13, C-25), 32.12 (t, C-12, C-26), 33.63 (t, C-3, C-6), 35.05 (t, C-18, C-20), 35.49 [d,
CH-(i-Pr)], 37.51 (t, C-10, C-28), 62.37 (t, C-9, C-29), 158.69 (s, C-14, C-24), 173.07 (s, C-2, C-7), 175.48 (s, C-17, C-21).

Mass spectrum (APCI, 20 eV, m/z): 579 [M + H]+, 597 [M + H + H2O]+, 577 [M – H]–.

REFERENCES

1. A. V. Bogatskii, Meso-macroheterocycles (Selected Works) [in Russian], Naukova Dumka, Kiev, 1986.
2. I. Yu. Strobykina, B. F. Garifullin, G. I. Kovylyaeva, V. E. Kataev, and R. Z. Musin, Zh. Obshch. Khim., 77,

1277 (2007).
3. V. N. Odinokov, G. Yu. Ishmuratov, and R. R. Vakhidov, Khim. Prir. Soedin., 524 (1995).
4. L. S. Strachunskii and S. N. Kozlov, Macrolides in Modern Clinical Practice [in Russian], Rusich, Smolensk,

1998.
5. G. Yu. Ishmuratov, M. P. Yakovleva, V. A. Vydrina, E. F. Khasanova, R. R. Muslukhov, N. M. Ishmuratova,

and G. A. Tolstikov, Khim. Rastit. Syr�ya, 3, 23 (2007).
6. D. Barton and W. D. Ollis, Comprehensive Organic Chemistry: The Synthesis and Reactions of Organic Compounds,

Vol. 4, Heterocyclic Compounds, Pergamon Press, Oxford, New York, 1979.
7. K. Weygand and G. Hilgetag, Organisch-chemische Experimentierkunst, Barth, Leipzig, 1964.


	Abstract
	Keywords
	EXPERIMENTAL
	REFERENCES


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile (Color Management Off)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 600
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.01667
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /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 600
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 2.03333
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /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 2400
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU <>
  >>
  /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 /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [2834.646 2834.646]
>> setpagedevice


