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The aim of this study was to investigate the anti-obestic effects of ursolic acid isolated from
the roots of Actinidia arguta, as well as the mechanism of action of this compound. This was
conducted by testing whether ursolic acid inhibited the elevation of the rat plasma triacylglyc-
erol levels after oral administration of a lipid emulsion containing corn oil in rats. Ursolic acid
prevented the elevation of plasma triacylglycerol levels 2 h after oral administration of the
lipid emulsion at a dose of 100 mg/kg. Furthermore, ursolic acid inhibited phosphodiesterase
activity in vitro with an IC50 of 51.21 µM and enhanced lipolysis in rat fat cells. We suggest
that the inhibitory effects of ursolic acid, isolated from the roots of A. arguta, on obesity, might
be attributable to the inhibition of lipid absorption through the inhibition of pancreatic lipase
and by enhancing lipolysis in fat cells.
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INTRODUCTION

Obesity is a global health problem, resulting from
an energy imbalance caused by an increased ratio of
caloric intake to energy expenditure. Obesity is also
known to be risk factor for the development of
metabolic disorders, dyslipidemia, atherosclerosis and
type 2 diabetes (Larsson et al., 1981; Hartz et al.,
1983). In recent years, there has been a great increase
in the use of herbal medicines for the treatment of
obesity (Sharpe et al., 2007).

Actinidia arguta (family Actinidiaceae) is a smooth-
skinned grape-sized kiwifruit native to Korea, Northern
China, Siberia and Japan (Ferguson, 1991). It is
commercially available in New Zealand as well as
several other fruit-producing countries. This species
has a long history of human consumption, and has
been used in traditional Chinese medicine to improve
general health (Kim and Xiao, 1995). A. arguta has

recently been used as a complementary drug in the
treatment of obesity in Korea. However, details of the
mechanism of action and the active compound of the
roots of A. arguta are still unclear. Previous phyto-
chemical investigations on A. arguta resulted in the
isolation of flavonoids (Webby and Markham, 1990),
phenolic compounds (Lim et al., 2006), triterpenes
(Whang et al., 2000) and lignans (Whang et al., 2000).
Recently, a new pentacyclic triterpene, 3-O-trans-p-
coumaroyl actinidic acid, was isolated from the roots
of A. arguta by our group (Jang et al., 2008).

Ursolic acid, a pentacyclic triterpene acid, has been
isolated from many kinds of medicinal plants (Fig. 1)
(Huang et al., 1994, Ohigashi et al., 1986, Tokuda et
al., 1986). There are a number of reports showing that
ursolic acid exerts various biological activities in-
cluding anti-tumor, anti-inflammatory, anti-microbial,
anti-fungal and anti-hyperlipidemic properties (Huang
et al., 1994; Lim et al., 2007; Manez et al., 1997; Min
et al., 2008; Najid et al., 1992; Ohigashi et al., 1986).
In a previous study, ursolic acid isolated from the
roots of A. arguta, was shown to exert pancreatic
lipase inhibition in vitro (Jang et al., 2008). Based on
the inhibitory activity of ursolic acid on pancreatic
lipase in vitro, we tested whether ursolic acid could
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inhibit fat absorption in vivo. We further investigated
the mechanism by which ursolic acid modulated fat
metabolism using a phosphodiesterase (PDE) activity
assay and lipolytic assay in rat fat cells.

MATERIALS AND METHODS

Isolation of ursolic acid
We previously reported that ursolic acid was iso-

lated from the roots of A. arguta (Jang et al., 2008).

Animals
Male Wistar rats (5 weeks old) were purchased from

Koatech (Kyungkido, Korea), and housed for 1 week in
a 12 h/12 h light/dark cycle in a temperature- and
humidity-controlled room. The animals were given
free access to food and water. After adaptation to the
conditions for 1 week, the healthy animals were used
in the present study. The Animal Studies Committee
of Korea Institute of Orient Medicine approved the
experimental protocol.

Estimation of plasma triacylglycerol after oral
administration of lipid emulsion in rats

Rats (6 weeks old, body weight 200~250 g) that had
fasted overnight were orally administered with 3 mL
of lipid emulsion consisting of corn oil (6 mL), cholic
acid (80 mg), cholesteryloleate (2 g) and saline solu-
tion (6 mL) with or without ursolic acid (50 and 100
mg/kg body weight). Blood was taken from the tail
vein 0, 1, 2, 3 and 4 h after oral administration of the
lipid emulsion and centrifuged at 5500 × g for 5 min to
obtain the plasma. Triacylglycerol levels were deter-
mined using a triglyceride E-test Wako kit (Wako
Chemicals).

Phosphodiesterase activity assay
PDE activities were assayed using the PDE-GloTM

phosphodiesterase assay kit (Promega Corp., WI, USA)
according to the manufacturer's instructions. 3-Isobutyl-

1-methylxanthine (IBMX) was used as a positive
control.

Lipolysis assay in fat cells
Young male Wistar rats were sacrificed by cervical

dislocation, and their epididymal adipose tissue was
quickly removed. Fat cells were isolated from the
adipose tissue using a previously reported method
(Rodbell, 1964). An aliquot of the fat cell fraction (50
µL packed volume) was incubated for 1 h at 37oC in
200 µL of Hanks balanced solution (pH 7.4) supple-
mented with 2.5% BSA (bovine serum albumin), iso-
proterenol (25 µL, final concentration: 10 µM) and the
indicated amounts of test compounds (25 µL). The
release of free fatty acid (FFA) was measured as de-
scribed previously (Okuda et al., 1986). Briefly, the
incubation mixture (250 µL) was mixed with 3 mL of
chloroform/n-heptane (1:1, v/v) containing 2% methanol,
and extracted by shaking the tube horizontally for 10
min in a shaker. The mixture was centrifuged at 2000
× g at 25oC for 5 min, and the upper aqueous phase
was removed by suction, and copper reagent (1 mL)
was added to the lower organic phase. The tube was
then shaken for 10 min, the mixture was centrifuged
at 2000 × g at 25oC for 10 min and 0.5 mL of the upper
organic phase (which contained the copper salts of the
extracted fatty acid) was treated with 0.5 mL of 0.1%
(w/v) bathcurproine in chloroform containing 0.05%
(w/v) 3-(2)-tertbutyl-4-hydroxyanisol. The absorbance
of the solution was then measured at a wavelength of
480 nm using a microplate reader (Synergy HT,
BioTek).

Data analysis
All experiments were repeated 3~4 times and re-

presentative data are shown. Data are expressed as
mean ± S.E.M. of multiple experiments. Between-
group differences were analyzed using a one-way
ANOVA followed by a Tukey multiple comparison test
(PRISM software, Graph Pad). Values of p < 0.05 were
considered statistically significant.

RESULTS AND DISCUSSION

In the present study, in order to verify the anti-
obestic effects of ursolic acid, we investigated whether
ursolic acid exerted anti-lipase and lipolytic activity.
Ursolic acid was first subjected to an in vivo experi-
ment to evaluate its pancreatic lipase inhibitory acti-
vity. We examined the plasma triacylglycerol levels
after oral administration of lipid emulsion in rats. Fig.
2 shows the time course of the plasma triacylglycerol
level after oral administration of lipid emulsion with

Fig. 1. A chemical structure of ursolic acid
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or without ursolic acid. At 2 h and 3 h after admini-
stration, ursolic acid dose-dependently (50 to 100 mg/
kg body weight) reduced the plasma triacylglycerol
levels, but this effect was weaker than that of the
positive control, orlistat. Recently, we reported that
ursolic acid, isolated from an EtOAc-soluble extract of
the roots of A. arguta, also exhibited high anti-lipase
activities (IC50 value of 15.83 µM) in vitro (Jang et al.,
2008). Moreover, ursolic acid suppressed the time-
dependent increase of plasma triacylglycerol concen-
tration in rats that had been orally injected with corn
oil. Considering its inhibition of lipase activity, as well
as its suppressive effect on dietary triacylglycerol
digestion, ursolic acid seems to be an active compound
that exerts an inhibitory effect on lipase activity in the
roots of A. arguta.

Obesity is associated with diabetes, cardiovascular
disease and osteoarthritis (Kopelman, 2000). There
are various therapeutic approaches to treating obesity,
including suppression of food intake, increased ther-
mogenesis, accelerated lipolysis and inhibition of lipo-
genesis. It has also been suggested that dietary fat
promotes body fat storage more effectively than dietary
carbohydrate. Thus, inhibition of the digestion and
absorption of dietary fat is a key factor in treating
obesity. Dietary fat is not directly absorbed from the
intestine unless it has been subjected to the action of
pancreatic lipase (Gargouri et al., 1997). Thus, the
application of a pancreatic lipase inhibitor was tested
as a treatment for high-fat diet-induced obesity in

humans. Orlistat, a pancreatic lipase inhibitor, pre-
vented obesity and hyperlipidemia through the en-
hancement of fat excretion in feces and the inhibition
of pancreatic lipase (Drent et al., 1995). In the present
study, we showed that ursolic acid prevented an in-
crease in the plasma triacylglycerol levels after oral
administration of lipid emulsion in rats. This may be
attributable to the inhibition of intestinal absorption
of dietary fat. This finding suggests that ursolic acid
may inhibit the uptake of dietary fat.

Next, we evaluated the PDE inhibitory activity and
lipolytic activity of ursolic acid. The results of inhibi-
tion of cAMP-PDE activity of ursolic acid are present-
ed in Fig. 3. Ursolic acid is a potent inhibitor of PDE
product (IC50 value of 51.21 µM). As shown in Fig. 4,
ursolic acid induced the release of free fatty acid in fat
cells by lipolysis at a concentration of 100 µM. FFA
release was used as indicator of adipocyte lipolysis.
Isoproterenol stimulated lipolysis via beta-adrenergic
receptor activation and cAMP-dependent signaling
(Robidoux et al., 2006), while IBMX induced lipolysis
by inhibition of PDE. The analysis of the results (Fig.
4) confirmed that IBMX and isoproterenol stimulated
lipolysis. Ursolic acid also significantly stimulated the
lipolytic activity 1.5 fold higher than the IBMX. These
results suggest that ursolic acid exerted potent lipoly-
tic activity via PDE inhibition.

Lipolysis is a catabolic process leading to the break-
down of triglycerides stored in fat cells and the release
of FFA and glycerol. Adipose tissue lipolysis is the
major regulator of the body supply of lipid energy
because it controls the release of fatty acids into
plasma. The first step of this lipolytic process in
adipocytes is regulated by a variety of hormones such
as epinephrine, norepinephrine, glucagons and adre-
nocorticotropic hormone (Robidoux et al., 2006). The

Fig. 2. Effects of ursolic acid and orlistat (a lipase inhibitor)
on rat plasma triacylglycerol levels after oral administration
of a lipid emulsion. Values are expressed as means ± S.E.M.
(n = 4) *p < 0.05 vs. control.

Fig. 3. Effects of ursolic acid and IBMX (a PDE inhibitor) in
an in vitro PDE inhibition assay. Values are means ± S.E.M.
(n = 4).
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mechanisms of action of these lipolytic hormones are
believed to be mediated by the cAMP cascade. Lipolytic
hormones activate adenylate cyclase, resulting in in-
creased synthesis of cAMP. This leads to the activa-
tion of cAMP-dependant protein kinase and activation
of hormone-sensitive lipase (Steinberg and Khoo,
1977). Activation of hormone-sensitive lipase results
in the hydrolysis of stored triglycerides into FFA and
glycerol. The lipolytic process is stimulated by beta
adrenergic agonists, as well as the inhibition of c-
AMP-dependent PDE (Girotti et al., 2005), which
degrades cyclic cAMP and consequently inhibits the
activation of hormone-sensitive lipase (HSL).

In conclusion, ursolic acid isolated from the roots of
A. arguta may prevent lipid emersion-induced incre-
ases in plasma triacylglycerol by inhibiting intestinal
absorption of dietary fat through the inhibition of
pancreatic lipase activity. Moreover, ursolic acid may
stimulate lipolysis in adipocytes by cAMP-PDE inhibi-
tion. The present study clearly indicated that ursolic
acid isolated from the roots of A. arguta exerted signi-
ficant anti-obestic effects.

ACKNOWLEDGEMENTS

This study was supported grants from the Korea
Research Council of Fundamental Science & Techno-
logy (KRCF) [G08100] and the Korea Institute of
Oriental Medicine (KIOM) [L08010].

REFERENCES

Drent, M. L., Larsson, I., William-Olsson, T., Quaade, F.,
Czubayko, F., Von Bergmann, K., Strobel, W., Sjostrom,

L., and Van Der Veen, E. A., Orlistat (Ro 18-0647), a
lipase inhibitor, in the treatment of human obesity: a
multiple dose study. Int. J. Obes. Relat. Metab. Disord.,
19, 221-226 (1995).

Ferguson, R., Actubudua arguta - the hardy kiwifruit. New
Zealand Kiwifruit, 81, 23-24 (1991).

Gargouri, Y., Ransac, S., and Verger, R., Covalent inhibition
of digestive lipases: an in vitro study. Biochim. Biophys.
Acta., 1344, 6-37 (1997).

Girotti, C., Ginet, M., Demarne, F. C., Lagarde, M., and Geloen,
A., Lipolytic activity of cirsimarin extracted from Microtea
debilis. Planta Med., 71, 1170-1172 (2005).

Hartz, A. J., Rupley, D. C., Jr., Kalkhoff, R. D., and Rimm, A.
A., Relationship of obesity to diabetes: influence of obesity
level and body fat distribution. Prev. Med., 12, 351-357
(1983).

Huang, M. T., Ho, C. T., Wang, Z. Y., Ferraro, T., Lou, Y. R.,
Stauber, K., Ma, W., Georgiadis, C., Laskin, J. D., and
Conney, A. H., Inhibition of skin tumorigenesis by
rosemary and its constituents carnosol and ursolic acid.
Cancer Res., 54, 701-708 (1994).

Jang, D. S., Lee, G. Y., Kim, J., Lee, Y. M., Kim, J. M., Kim,
Y. S., and Kim, J. S., A new pancreatic lipase inhibitor
isolated from the roots of Actinidia arguta. Arch. Pharm.
Res., 31, 666-670 (2008).

Kim, J.-G. and Xiao, P.-G. Traditional Drugs of the East.
Color Edition. Young-Rim Publishing Co., Seoul, pp. 207,
(1995).

Kopelman, P. G., Obesity as a medical problem. Nature, 404,
635-643 (2000).

Larsson, B., Bjorntorp, P., and Tibblin, G., The health conse-
quences of moderate obesity. Int. J. Obes., 5, 97-116 (1981).

Lim, H. W., Kang, S. J., Park, M., Yoon, J. H., Han, B. H.,
Choi, S., E., and Lee, M. W., Anti-oxidative and nitric
oxide production inhibitory activities of phenolic com-
pounds from the fruits of Actinidia arguta. Nat. Prod.
Sci., 12, 221-225 (2006).

Lim, S. W., Hong, S. P., Jeong, S. W., Kim, B., Bak, H., Ryoo,
H. C., Lee, S. H., and Ahn, S. K., Simultaneous effect of
ursolic acid and oleanolic acid on epidermal permeability
barrier function and epidermal keratinocyte differentia-
tion via peroxisome proliferator-activated receptor-alpha.
J. Dermatol., 34, 625-634 (2007).

Manez, S., Recio, M. C., Giner, R. M., and Rios, J. L., Effect
of selected triterpenoids on chronic dermal inflammation.
Eur. J. Pharmacol., 334, 103-105 (1997).

Min, S. W., Jung, S. H., Cho, K. H., and Kim, D. H., Antihy-
perlipidemic effects of red ginseng, Crataegii Fructus and
their main constituents ginsenoside Rg3 and ursolic acid
in mice. Biomol. Ther., 16, 364-369 (2008).

Najid, A., Simon, A., Cook, J., Chable-Rabinovitch, H., Delage,
C., Chulia, A. J., and Rigaud, M., Characterization of ursolic
acid as a lipoxygenase and cyclooxygenase inhibitor using
macrophages, platelets and differentiated HL60 leukemic
cells. FEBS Lett., 299, 213-217 (1992).

Ohigashi, H., Takamura, H., Koshimizu, K., Tokuda, H., and

Fig. 4. Effect of ursolic acid on lipolysis in the rat fat cell.
Free fatty acid release was measured in rat fat cells after
treatment with isoproterenol, IBMX and ursolic acid. Values
are means ± S.E.M. (n = 4).



Anti-lipase and Lipolytic Activities of Ursolic Acid 987

Ito, Y., Search for possible antitumor promoters by in-
hibition of 12-O-tetradecanoylphorbol-13-acetate-induced
Epstein-Barr virus activation; ursolic acid and oleanolic
acid from an anti-inflammatory Chinese medicinal plant,
Glechoma hederaceae L. Cancer Lett., 30, 143-151 (1986).

Okuda, H., Tsujita, T., and Kinutani, M., Studies on a pro-
tein kinase inhibitor-insensitive, phospholipase C-sensitive
pathway of lipolysis in rat adipocytes. Pharmacol. Res.
Commun., 18, 877-893 (1986).

Robidoux, J., Kumar, N., Daniel, K. W., Moukdar, F., Cyr,
M., Medvedev, A. V., and Collins, S., Maximal beta3-ad-
renergic regulation of lipolysis involves Src and epidermal
growth factor receptor-dependent ERK1/2 activation. J.
Biol. Chem., 281, 37794-37802 (2006).

Rodbell, M., Metabolism of isolated fat cells. I. Effects of
hormones on glucose metabolism and lipolysis. J. Biol.
Chem., 239, 375-380 (1964).

Sharpe, P. A., Blanck, H. M., Williams, J. E., Ainsworth, B.
E., and Conway, J. M., Use of complementary and alter-
native medicine for weight control in the United States. J.
Altern. Complement. Med., 13, 217-222 (2007).

Steinberg, D. and Khoo, J. C., Hormone-sensitive lipase of
adipose tissue. Fed. Proc., 36, 1986-1990 (1977).

Tokuda, H., Ohigashi, H., Koshimizu, K., and Ito, Y., Inhi-
bitory effects of ursolic and oleanolic acid on skin tumor
promotion by 12-O-tetradecanoylphorbol-13-acetate. Cancer
Lett., 33, 279-285 (1986).

Webby, R. F. and Markham, K. R., Flavonol 3-O-trigly-
cosides from Actinidia species. Phytochemistry, 29, 289-
292 (1990).

Whang, J. I., Moon, H. I., and Zee, O. P., Phytochemical con-
stituents of Actinidia arguta. Kor. J. Pharmacogn., 31,
357-363 (2000).



<<
  /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 false
  /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 true
  /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 /Remove
  /UsePrologue false
  /ColorSettingsFile (Color Management Off)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 200
  /ColorImageDepth 8
  /ColorImageDownsampleThreshold 1.00000
  /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
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth 8
  /GrayImageDownsampleThreshold 1.33333
  /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
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.00000
  /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 ()
  /PDFXTrapped /False

  /DetectCurves 0.000000
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /PreserveDICMYKValues true
  /PreserveFlatness true
  /CropColorImages true
  /ColorImageMinResolution 290
  /ColorImageMinResolutionPolicy /Warning
  /ColorImageMinDownsampleDepth 1
  /CropGrayImages true
  /GrayImageMinResolution 290
  /GrayImageMinResolutionPolicy /Warning
  /GrayImageMinDownsampleDepth 2
  /CropMonoImages true
  /MonoImageMinResolution 800
  /MonoImageMinResolutionPolicy /Warning
  /CheckCompliance [
    /None
  ]
  /PDFXOutputConditionIdentifier ()
  /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 <>
  >>
  /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 [2834.646 2834.646]
>> setpagedevice


