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Catalytic transformation of alcohols to
carboxylic acid salts and H, using water as the

oxygen atom source

Ekambaram Balaraman'®#, Eugene Khaskin, Gregory Leitus? and David Milstein'*

The oxidation of alcohols to carboxylic acids is an important industrial reaction used in the synthesis of bulk and fine
chemicals. Most current processes are performed by making use of either stoichiometric amounts of toxic oxidizing agents
or the use of pressurized dioxygen. Here, we describe an alternative dehydrogenative pathway effected by water and base
with the concomitant generation of hydrogen gas. A homogeneous ruthenium complex catalyses the transformation of
primary alcohols to carboxylic acid salts at low catalyst loadings (0.2 mol%) in basic aqueous solution. A consequence of
this finding could be a safer and cleaner process for the synthesis of carboxylic acids and their derivatives at both

laboratory and industrial scales.

for the synthesis of intermediates and chemicals of industrial

interest!®. Traditionally, chlorinated solvents and stoichio-
metric oxidants are often used to accomplish this transformation!.
However, recent reports present catalytic systems that operate with
water as the solvent and use molecular oxygen as an oxidant. The
role of O, during oxidation in water is not always straightforward,
with a recent computational report suggesting that the oxygen
incorporated into the substrate originates from water’”. Within
these examples, direct catalytic oxidation of primary alcohols to car-
boxylic acids or their salts is rare”®. Acids are still produced from
primary alcohols in one step by the use of toxic strong oxidants
such as iodate or chlorite with catalytic ruthenium and chromium
oxides, resulting in copious waste'’. Even recent literature examples
of primary alcohol oxidation to acids involve expensive and non-
atom-economic stoichiometric reagents'!. According to Fernandez
and Tojo!, 40% of all oxidations to carboxylic acids are carried
out by a two-step procedure via the aldehyde, leading them to con-
clude that ‘the transformation of primary alcohols to carboxylic
acids is [undoubtedly not a mature technology]’.

Recently, Griitzmacher and co-workers reported a homogeneous
rhodium-catalysed oxidation of alcohol to an acid salt'*! that
occurs under mild conditions at high pH and is driven by a sacrifi-
cial hydrogen acceptor ketone as an oxidant!2. A variant of the reac-
tion includes O, oxidation with dimethylsulphoxide (DMSO) acting
as a sacrificial oxygen acceptor'®. Oxidation accomplished with O,
might be problematic at the higher pressures that are usually used
on large scales in order to increase the effective concentration of
the oxidant. Concurrently, the use of sacrificial substrates such as
olefins and DMSO limits the latest systems. A potentially attractive
approach towards the oxidation of alcohols to acid salts is to con-
sider water as the oxygen donor with concomitant emission of dihy-
drogen gas. This approach would limit the possible intermediacy of
radicals, could be accomplished under an inert atmosphere, and
may serve as a clean source of hydrogen. A marginally catalytic het-
erogeneous copper system for conversion of amino alcohols to acids
in water under nitrogen pressure at 160 °C (maximum of six

E ; elective catalytic oxidation of alcohols is an important process

turnovers) has been reported in the patent literature!®. Reaction of
primary alcohols with NaOH to form carboxylic acid salts at a
very high temperature (320 °C) in a high-pressure reactor has also
been reported!®.

Earlier, our group reported a number of ruthenium complexes
that catalyse the dehydrogenative homocoupling of alcohols to
form esters, and the dehydrogenative coupling of alcohols with
amines to give amides (Fig. 1)!7-22. Hydrogen gas is produced as
the only by-product of this reaction. The suggested mechanism
involves metal-ligand cooperation in both substrate O-H bond
activation and dihydrogen generation®*-%>. Complex 1 was also
used in a water-splitting study, proving that both O, and H, can
be generated at a single metal centre, and showing a new mode of
0-0 bond formation®.

We were interested in seeing whether water could play the role of
both an oxygen donor and reaction medium in a catalytic coupling
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Figure 1| Complexes utilized in dehydrogenation reactions with liberation
of dihydrogen.
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Table 1 | Transformation of alcohols to acids and dihydrogen using water as oxygen source.
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Entries 1and 3-12. 0.02 mmol 2, 500 equiv. alcohol, 550 equiv. NaOH, 2 ml water, 18 h reflux under argon. Entries 2, and 13-15: 1 mg 2, 500 equiv. substrate, 550 equiv. NaOH, 2 ml water, 18 h reflux under argon.

“Carboxylic acids were obtained by acid treatment of the salts.

between alcohols and water under mild reaction conditions and in
the absence of any other oxidant. Gratifyingly, we found that coup-
ling of various alcohols and water at basic pH, catalysed by the
bipyridine-based ruthenium complex 2, gave high turnovers and
high yields of the desired salts of carboxylic acids and resulted in
hydrogen gas evolution (Fig. 1).

Our system shows high turnovers and selectivity for both aro-
matic and aliphatic alcohols. Sheldon’s important system for the
palladium-catalysed aerobic oxidation of primary alcohols® displays
retardation of the reaction rate as hexanoic acid salt is formed, but
the catalytic reaction reported here does not suffer from this draw-
back. The oxygen atom incorporated into the final product orig-
inates from the water solvent. The intermediacy of esters was
ruled out in the reaction. To the best of our knowledge, this is the

first reported example of homogeneously catalysed transformation
of alcohols to carboxylic acids using no oxidant or hydrogen accep-
tor, with liberation of hydrogen gas.

Results and discussion

Catalytic experiments. A typical catalytic reaction was carried
out in a vigorously refluxing mixture of water (2 ml), alcohol
(10 mmol) and complex 2 (BIPY-PNN)Ru(H)(Cl)(CO)¥ at a
loading of 0.2 mol% under an atmosphere of argon gas open to a
bubbler. A slight excess of NaOH (11 mmol) was used to
deprotonate complex 2 to form the actual catalyst 3, and to
convert the formed acids to their carboxylic salts. After 18 h of
reaction time, the corresponding acid salts were obtained in good
yields and converted to carboxylic acids by acid treatment.
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Figure 2 | Formation of a carboxylic acid-addition complex. a, Treatment of
ruthenium complex 3 with aqueous alcohol followed by reflux or treatment
with carboxylic acid at room temperature both lead to formation of
carboxylic acid-addition complexes 9 and 10. b, X-ray structure of 9 (50%
probability level, CCDC 905640). Hydrogen atoms (except Ru-H) are
omitted for clarity. Selected bond lengths (A): Ru1-P1, 2.2719(13); Rul-C1,
1.828(5); Rul-N1, 2.092(4); Ru1-N2, 2.117(4); Ru1-02, 2.200(3); Rul-H]1,
1.55(5). Selected angles (deg): C1-Rul-N1, 173.8(2); N1-Ru1-N2, 76.82(14);
N2-Ru1-P1, 160.33(11).

Table 1 shows the isolated yields of the carboxylic acid products
obtained after acid treatment of the carboxylic acid salts. The
scope of the water-mediated alcohol dehydrogenation reaction
allowed for the transformation of aliphatic, non-activated alcohols
in isolated yields close to those obtained for activated benzylic
substrates. The benzylic position was also not compromised when
the alcohol functionality was found on the (3 carbon (entries 5 and 7),
arguing against a radical or rearrangement mechanism. Diol (entry 9)
resulted in lactone by-products, but the major product was still
the dicarboxylic acid. A diol that cannot undergo lactonization was
found to give dicarboxylic acid exclusively (entry 15). Carbon-
carbon double bonds were not preserved during catalysis (entries 8
and 13), suggesting that 3 is, in this case undesirably, a competent
hydrogenation catalyst in aqueous solution able to utilize the H,
evolved. Interestingly, aldol products were absent from the reaction
mixture despite the high pH, suggesting that the aldehydes that
formed were short-lived intermediate species and were present in
small amounts. However, an alternative explanation could be that
the formed aldehyde is still bound to the metal centre when OH ™
attack on the carbonyl carbon occurs (see mechanistic discussion
below; Fig. 3). Regardless, the only species detected in the
oxidations of most of the substrates in Table 1 were the product
acid and unreacted starting material.

Labelling study and experiments without base. We found the
presence of dioxygen to be detrimental to the catalyst (resulting
in decomposition and thus lower conversions), and labelling
experiments unambiguously show that the incorporated oxygen

atom originates from water and not from adventitious dioxygen.
Thus, water enriched with "*OH, (0.4 ml) mixed with 9.2 mg
(0.23 mmol) of Na'®OH and 19.1 pl (0.21 mmol) of 1-butanol
gave, after stirring, a mixture that was ~90% '®O-labelled.
Subsequent catalysis by 5mol% of 2 utilizing this mixture
gave butyric acid, which was shown by electro-spray ionization/
mass spectrometry (ESI/MS) to be ~90% '®O-labelled at both
positions. An experiment in which 2 ml of water was added to the
dearomatized catalyst 3 under catalytic conditions but without any
base, and with 10 equiv. of either 1-hexanol or ethanol, gave a new
complex. The 'H NMR spectrum had a number of minor
impurities, but it revealed that most ethanol/hexanol remained
unreacted and that exactly the same major complex was obtained
following the addition of acetic acid or hexanoic acid (depending
on the substrate tested) to 3 in CDCl, (Fig. 2a). A crystal structure
of one of the products, complex 9, was also obtained (Fig. 2b).

In all non-base experiments, no trace of ester was observed, with
the remainder of the organic species being unreacted alcohol.
However, small amounts of free acid were observed. The same
result was obtained when using the Lewis base tributylamine
instead of NaOH. A control experiment also confirmed that
hydrolysis of the ester hexyl hexanoate cannot occur under base-
free catalytic conditions in the presence of catalyst 3. These stoichio-
metric experiments discount the intermediacy of the ester in acid
synthesis and highlight an important role of the base, which
scavenges the formed acid and allows the catalyst to reform.

In line with previous reports!’-2! and the current results, we
suggest the mechanism presented in Fig. 3 for the transformation
of primary alcohol to carboxylic acid salt.

Discussion of the proposed mechanism. Dearomatized complex 3
is formed in situ by deprotonation of 2 in basic solvent. The first step
probably involves the reversible addition of water, as it has a greater
immediate concentration, to give complex 11, which was separately
prepared by the addition of water to 3 and spectroscopically

H,0
—4.1 keal my’

RCH,0H

—1.2 kcal mol™!

—12.0 kcal mol~!

PBu, R
| ©
N ;Ru -CO 'H

v
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Figure 3 | Proposed mechanism for formation of carboxylate from alcohol
catalysed by ruthenium complex 3. DFT calculations were performed to
calculate the enthalpy change (AH,q4g) for each transformation for the
oxidation of ethanol (R = CH;). The use of basic reaction conditions
results in sequestration of the product acid as the carboxylate salt, and
allows catalyst turnover.
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characterized (see Supplementary Information). Alcohol addition
product I can be formed either via regeneration of 3 and addition
of an ROH moiety (that is, formation of 11 as a side equilibrium),
or via substitution of RO~ for HO . The next step may involve
hydrogen transfer from the ligand arm (intermediate II) and
subsequent H, evolution to form complex III. Subsequently,
hydride elimination from the coordinated RO~ occurs to form a
dearomatized complex with an associated aldehyde complex IV.
The aldehyde can dissociate and react with another equivalent of
complex 3, or alternatively intermediate IV can react with water to
give coordinated gem-diolate complex V. Loss of H, from the
gem-diolate complex leads to the carboxylic acid product and
regenerates the catalyst; this last step may happen without metal
catalysis!®>. Addition of carboxylic acid across the dearomatized
complex can be argued to be highly thermodynamically favourable,
leading to 9 in preference over 11 and I. Thus, one of the most
important roles for the stoichiometric base equivalent may be to
trap the product as a salt, allowing for regeneration of the active
catalyst. The liberation of H, during the experiment was
qualitatively analysed by gas chromatography. In aqueous basic
solutions, complex 11 was seen after heating the alcohol and
complex 3 inside a closed NMR tube, suggesting it is the resting
state of the complex during catalysis in a large excess of water;
production of carboxylic acid salts was not seen inside a closed system.

To interrogate the plausibility of the mechanism outlined in Fig. 3,
we calculated, by density functional theory (DFT), the minimized
energy structures of all the intermediates presented in the figure.
According to calculations performed by the groups of Hall** and
Yoshizawa?* on our original water-splitting system?$, one of the
most endergonic steps of the process is the transfer of a proton
from the methylene arm of the ligand to the hydride located on the
metal centre. According to the reports of Yoshizawa and Hall,
where the barrier for H, release is suggested to be exaggerated, this
is also the rate-determining step of the water-splitting reaction. A
high barrier is also suggested from previous computational studies
carried out in our group*?S. As well as calculating the enthalpies of
all the proposed intermediates of the system, which show that the pro-
posed catalytic cycle is plausible, we looked at the step of hydrogen
transfer in particular, which may very well be the rate-determining
step for the catalytic cycle. The results and the change in enthalpies
with respect to 3 are presented in Fig. 3. The transfer of hydrogen
from the methylene arm to the metal centre has a barrier of
~28.3 kcal mol ™", From the Eyring equation, the expected highest
barrier value to account for the turn over numbers (TONs) observed
would have an upper limit of ~26 kcal mol ™", which compares well
with the calculated value (see DFT section of the Supplementary
Information for further discussion).

Received 18 June 2012; accepted 20 November 2012;
published online 6 January 2013

References

1. Sheldon, R. A. Fundamentals of green chemistry: efficiency in reaction design.
Chem. Soc. Rev. 41, 1437-1451 (2012).

2. Simon, M-O. & Li, C-J. Green chemistry oriented organic synthesis in water.
Chem. Soc. Rev. 41, 1415-1427 (2012).

3. Wang, Q, Zhang, M., Chen, C., Ma, W. & Zhao, J. Photocatalytic aerobic
oxidation of alcohols on TiO,: the acceleration effect of a Bronsted acid.
Angew. Chem. Int. Ed. 49, 7976-7979 (2010).

4. Yamaguchi, K. & Mizuno, N. Green functional group transformations by
supported ruthenium hydroxide catalysts. Synlett. 16, 2365-2382 (2010).

5. Mori, K., Hara, T., Mizugaki, T., Ebitani, K. & Kaneda, K. Hydroxyapatite-
supported palladium nanoclusters: a highly active heterogeneous catalyst for
selective oxidation of alcohols by use of molecular oxygen. . Am. Chem. Soc.
126, 10657-10666 (2004).

6. Bianchini, C. & Shen, P. K. Palladium-based electrocatalysts for alcohol
oxidation in half cells and in direct alcohol fuel cells. Chem. Rev. 109,
4183-4206 (2009).

7. Zope, B. N., Hibbitts, D. D., Neurock, M. & David, R. J. Reactivity of the
gold/water interface during selective oxidation catalysis. Science 330,

74-78 (2010).

8. Ten Brink, G-J., Arends, I. W. C. E. & Sheldon, R. A. Green, catalytic oxidation of
alcohols in water. Science 287, 1636-1639 (2000).

9. Buffin, B. P, Belitz, N. L. & Verbeke, S. L. Electronic, steric, and temperature
effects in the Pd(ir)-biquinoline catalyzed aerobic oxidation of benzylic alcohols
in water. J. Mol. Catal. A 284, 149-154 (2008).

10. Tojo, G. & Fernandez, M. Oxidation of Primary Alcohols to Carboxylic Acids:

A Guide to Current Common Practice (Springer, 2007).

. Schmidt, A-K. C. & Stark, C. B. W. TPAP-catalyzed direct oxidation of primary
alcohols to carboxylic acids through stabilized aldehyde hydrates. Org. Lett. 13,
4164-4167 (2011).

12. Zweifel, T., Naubron, J-V. & Griitzmacher, H. Catalyzed dehydrogenative
coupling of primary alcohols with water, methanol, or amines. Angew. Chem.
Int. Ed. 48, 559-563 (2009).

13. Annen, S., Zweifel, T., Ricatto, F. & Griitzmacher, H. Catalytic aerobic
dehydrogenative coupling of primary alcohols and water to acids promoted
by a rhodium(r) amido N-heterocyclic carbene complex. ChemCatChem 2,
1286-1295 (2010).

14. Trincado, M., Griitzmacher, H., Vizza, F. & Bianchini, C. Domino
rhodium/palladium-catalyzed dehydrogenation reactions of alcohols to acids by
hydrogen transfer to inactivated alkenes. Chem. Eur. J. 16, 2751-2757 (2010).

. Franczyk, T. S. & Moench, W. L. Process for the preparation of carboxylic acid
salts from primary alcohols. US patent 6,646,160 (2003).

16. Reid, E. M., Worthington, H. & Larchar, A. W. The action of caustic alkali and

of alkaline salts on alcohols. J. Am. Chem. Soc. 61, 99-101 (1939).

17. Gnanaprakasam, B. & Milstein, D. Synthesis of amides from esters and amines
with liberation of H, under neutral conditions. J. Am. Chem. Soc. 133,
1682-1685 (2011).

18. Gnanaprakasam, B., Ben-David, Y. & Milstein, D. Ruthenium pincer-catalyzed
acylation of alcohols using esters with liberation of hydrogen under neutral
conditions. Adv. Synth. Catal. 352, 3169-3173 (2010).

19. Balaraman, E., Gnanaprakasam, B., Shimon. L. J. & Milstein, D. Direct
hydrogenation of amides to alcohols and amines under mild conditions.

J. Am. Chem. Soc. 132, 16756-16758 (2010).

20. Gunanathan, C., Ben-David, Y. & Milstein, D. Direct synthesis of amides from
alcohols and amines with liberation of H,. Science 317, 790-792 (2007).

. Zhang, J., Leitus, G., Ben-David, Y. & Milstein, D. Facile conversion of alcohols
into esters and dihydrogen catalyzed by new ruthenium complexes. J. Am.
Chem. Soc. 127, 10840-10841 (2005).

22. Gunanathan, C. & Milstein, D. Metal-ligand cooperation by aromatization—-

dearomatization: a new paradigm in bond activation and ‘green’ catalysis.
Acc. Chem. Res. 44, 588-602 (2011) and references therein.

23. Yang, X. & Hall, M. B. Mechanism of water splitting and oxygen-oxygen
bond formation by a mononuclear ruthenium complex. J. Am. Chem. Soc.
132, 120-130 (2010).

24. Li, J., Shiota, Y. & Yoshizawa, K. Metal-ligand cooperation in H, production
and H,O decomposition on a Ru(i) PNN complex: the role of ligand
dearomatization-aromatization. J. Am. Chem. Soc. 131, 13584-13585 (2009).

25. Iron, M. A, Ben-Ari, E., Cohen, R. & Milstein, D. Metal-ligand cooperation
in the trans addition of dihydrogen to a pincer Ir(1) complex: a DFT study.
Dalton Trans. 43, 9433-9439 (2009).

26. Kohl, S. W. et al. Consecutive thermal H, and light-induced O, evolution from
water promoted by a metal complex. Science 324, 74-77 (2009).

1

—

1

v

2

—

Acknowledgements

This research was supported by the European Research Council (ERC) under the FP7
framework (no. 246837) and by the Kimmel Center for Molecular Design. D.M. is the Israel
Matz Professorial Chair of Organic Chemistry. E.K. would like to thank D. Laikov for
providing access to the Priroda DFT software.

Author contributions

E.B. made the initial discovery, carried out catalytic experiments and wrote the manuscript.
E.K carried out catalytic experiments, stoichiometric experiments, DFT calculations,
synthesis and crystallization of complex 10, and wrote the manuscript. G.L. performed the
X-ray structural study of complex 10. D.M. designed and directed the project and wrote
the manuscript.

Additional information

Supplementary information and chemical compound information are available in

the online version of the paper. Reprints and permission information is available online at
http://www.nature.com/reprints. Correspondence and requests for materials should be
addressed to D.M.

Competing financial interests
The authors declare no competing financial interests.

4 NATURE CHEMISTRY | ADVANCE ONLINE PUBLICATION | www.nature.com/naturechemistry

© 2013 Macmillan Publishers Limited. All rights reserved.


http://www.nature.com/compfinder/10.1038/nchem.1536_compI
http://www.nature.com/compfinder/10.1038/nchem.1536_comp3
http://www.nature.com/compfinder/10.1038/nchem.1536_comp11
http://www.nature.com/compfinder/10.1038/nchem.1536_compII
http://www.nature.com/compfinder/10.1038/nchem.1536_compIII
http://www.nature.com/compfinder/10.1038/nchem.1536_compIV
http://www.nature.com/compfinder/10.1038/nchem.1536_comp3
http://www.nature.com/compfinder/10.1038/nchem.1536_compIV
http://www.nature.com/compfinder/10.1038/nchem.1536_compV
http://www.nature.com/compfinder/10.1038/nchem.1536_comp9
http://www.nature.com/compfinder/10.1038/nchem.1536_comp11
http://www.nature.com/compfinder/10.1038/nchem.1536_compI
http://www.nature.com/compfinder/10.1038/nchem.1536_comp11
http://www.nature.com/compfinder/10.1038/nchem.1536_comp3
http://www.nature.com/compfinder/10.1038/nchem.1536_comp3
http://www.nature.com/compfinder/10.1038/nchem.1536_comp10
http://www.nature.com/compfinder/10.1038/nchem.1536_comp10
http://www.nature.com/doifinder/10.1038/nchem.1536
http://www.nature.com/reprints
http://www.nature.com/doifinder/10.1038/nchem.1536
www.nature.com/naturechemistry

	Catalytic transformation of alcohols to carboxylic acid salts and H2 using water as the oxygen atom source
	Results and discussion
	Catalytic experiments
	Labelling study and experiments without base
	Discussion of the proposed mechanism

	Figure 1  Complexes utilized in dehydrogenation reactions with liberation of dihydrogen.
	Figure 2  Formation of a carboxylic acid–addition complex.
	Figure 3  Proposed mechanism for formation of carboxylate from alcohol catalysed by ruthenium complex 3.
	Table 1  Transformation of alcohols to acids and dihydrogen using water as oxygen source.
	References
	Acknowledgements
	Author contributions
	Additional information
	Competing financial interests


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile ()
  /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 0.1000
  /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 false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage false
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue true
  /ColorSettingsFile (None)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 450
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.00000
  /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 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 450
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.00000
  /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 2400
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.00000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck true
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError false
  /PDFXTrimBoxToMediaBoxOffset [
    35.29000
    35.29000
    36.28000
    36.28000
  ]
  /PDFXSetBleedBoxToMediaBox false
  /PDFXBleedBoxToTrimBoxOffset [
    8.50000
    8.50000
    8.50000
    8.50000
  ]
  /PDFXOutputIntentProfile (OFCOM_PO_P1_F60)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition (OFCOM_PO_P1_F60)
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /SyntheticBoldness 1.000000
  /Description <<
    /JPN <FEFF3053306e8a2d5b9a306f300130d330b830cd30b9658766f8306e8868793a304a3088307353705237306b90693057305f00200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /FRA <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU (NPG PRINT PDF Job Options. 4th September 2006. PDF 1.3 Compatibility. Adds Trim and Bleed boxes top Nature pages where none exist.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [665.858 854.929]
>> setpagedevice


