
1347

†To whom correspondence should be addressed.
E-mail: bskim@hongik.ac.kr

Korean J. Chem. Eng., 28(6), 1347-1350 (2011)
DOI: 10.1007/s11814-010-0509-8

RAPID COMMUNICATION

Smart delivery system for cosmetic ingredients using pH-sensitive
polymer hydrogel particles

Eunmi Lee and Bumsang Kim†

Department of Chemical Engineering, Hongik University, 72-1 Sangsu-dong, Mapo-gu, Seoul 121-791, Korea
(Received 18 November 2010 • accepted 5 December 2010)

Abstract−pH-Sensitive P(MAA-co-EGMA) hydrogel microparticles were prepared and their feasibility as smart
delivery carriers for cosmetically active ingredients such as arbutin, adenosine, and niacinamide was evaluated. P(MAA-
co-EGMA) hydrogel microparticles were synthesized via dispersion photopolymerization. There was a drastic change
in the swelling ratio of P(MAA-co-EGMA) microparticles at a pH of around 5. The loading efficiency of the cosmetic
ingredients was affected by the electrostatic interaction between the hydrogel and the cosmetic ingredients. The P(MAA-
co-EGMA) hydrogel microparticles showed a pH-sensitive release behavior. Thus, at pH 4 almost none of the cosmetic
ingredients except adenosine permeated through the skin, while at pH 6 relatively high skin permeability was obtained.
These results indicate that the P(MAA-co-EGMA) hydrogel microparticles synthesized in this study have the potential
to be used as a smart carrier for cosmetic ingredients triggered by an external pH change for cosmetic applications.
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INTRODUCTION

Since the 1980s, consumer demand for more effective cosmet-
ics products that more substantively beautify the appearance has
resulted in the introduction of more active ingredients, which may
actually improve not just the appearance of the skin but also the
health of the skin, into a number of cosmetics [1-4]. Thus, current
cosmetics are intended to renew, restore, and rejuvenate, not just
cleanse, protect, and moisturize the skin. In general, these active
ingredients in the cosmetics are very unstable to air, light, heat, mois-
ture, metal ions, oxygen, and base so that they easily decompose into
biologically inactive compounds. Therefore, considerable efforts have
been made to encapsulate or immobilize cosmetically active ingre-
dients in order to protect them from the surrounding environment
[5-10].

In this study, using pH-sensitive hydrogels, one of the environ-
mentally responsive hydrogels, we have developed a smart delivery
system of cosmetic ingredients triggered by an external pH change
for cosmetic applications. In our design of a smart delivery system,
the cosmetic ingredients are incorporated within pH-sensitive hydro-
gel microparticles and then stored in a cosmetic container where
the pH is maintained lower than the pKa of the hydrogel. In this low
pH condition, the cosmetic ingredients cannot be released from the
hydrogel particles due to the collapsed hydrogel network, so that
the ingredients are protected. However, when the cosmetic ingredi-
ent-loaded hydrogel particles are applied to the skin, where the pH
is always around pH 6 due to human homeostasis, the surrounding
pH increases, leading to the release of the cosmetic ingredients from
the particles and their absorption through the skin.

As a first step in the development of a smart delivery system for

cosmetic ingredients, arbutin, adenosine, and niacinamide were used
as model ingredients. Adenosine is one of the well-known anti-wrin-
kling agents [11-13], and arbutin and niacinamide are skin whitening
agents used for skin lightening cosmetic products, such as lightening
creams, anti-aging whitening creams, and age spot corrective creams
[14-17]. The pH-responsive copolymer of MAA and PEGMA, des-
ignated P(MAA-co-EGMA), hydrogel microparticles were prepared
and the feasibility of the P(MAA-co-EGMA) hydrogel microparti-
cles as delivery carriers was evaluated with these cosmetic ingredi-
ents. The pH-responsive swelling and release behavior of the hydrogel
microparticles, the loading efficiency of the cosmetic ingredients in
the hydrogel microparticles, and the skin permeability of the cos-
metic ingredients as a function of pH were investigated

MATERIALS AND METHODS

Methacrylic acid (MAA), poly(ethylene glycol) methacrylate
(PEGMA, molecular weight 360), poly(ethylene glycol) dimethacry-
late (PEGDMA, molecular weight 330), adenosine, silicon oil, and
trifluoroacetic acid (TFA) were purchased from Sigma-Aldrich (USA).
Arbutin, niacinamide, and dimethicone copolyol (DC) were obtained
from Nabion (Korea). 1-Hydroxycyclohexyl phenyl ketone (other-
wise known as Irgacure® 184) was purchased from Ciba Specialty
Chemicals (USA). Acetonitrile (ACN) was purchased from Bur-
dick & Jackson (HPLC grade, USA).
1.Synthesis of P(MAA-co-EGMA) Hydrogel Microparticles

P(MAA-co-EGMA) hydrogel microparticles were prepared by
dispersion photopolymerization. Monomers with a feed composition
(molar ratio) of 0.6 : 1 MAA : EG were mixed. In this monomer
mixture, the PEGDMA was added as a cross-linker in an amount
of 0.75 mol% of total monomers. Irgacure® 184, as a UV-light sen-
sitive initiator, was added in an amount of 0.5 wt% of total mono-
mers and this mixture was diluted with deionized water to 25 wt%
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of total monomers. The mixture was then purged with nitrogen gas
for 10 minutes to remove dissolved oxygen that would act as an
inhibitor of the reaction, and then added to 30 ml of silicon oil to
which DC was added in an amount of 2.0 wt% of total monomers.
DC was used as a dispersion stabilizer. The hydrophilic mixture was
dispersed in the silicon oil with an ultrasonic processor (VCX750,
Sonics & Materials) for 2 minutes. The dispersion solution was ir-
radiated with UV light (intensity 1,000 mW/cm2) for 300 seconds
for the polymerization. Synthesized particles were then separated
from oil by several repeated cycles of washing with deionized water,
centrifugation and sonication. The washed particles were lyophilized
using a freeze-dryer (Ecospin 3180C, Biotron) for 24 hours for future
use.
2. Swelling Studies of P(MAA-co-EGMA) Hydrogel Micropar-
ticles

To determine the pH-responsive swelling behavior of the P(MAA-
co-EGMA) hydrogel microparticles, the freeze-dried microparticles
were weighed and then placed in phosphate-citrate buffer solutions
with pH values of 4 and 6. The ionic strength of each buffer solution
was adjusted to 0.5 M by the addition of potassium chloride. After
swelling, the size of the particles was observed by dynamic light
scattering (DLS, Nano S90, Malvern).
3. Incorporation and Release of Cosmetic Ingredients

Incorporation of cosmetic ingredients (arbutin, adenosine, and
niacinamide) into the P(MAA-co-EGMA) hydrogel microparticles
was carried out by soaking 0.05 g of particles in 25 ml of each stock
solution (2.0 mg/ml) of cosmetic ingredients for 24 hours. At spe-
cific time points, 0.5 ml of sample was withdrawn and the concen-
trations of cosmetic ingredients were measured to calculate the load-
ing efficiency, defined as the ratio of the amount of cosmetic ingredi-
ents incorporated into the hydrogel microparticles to the amount of
cosmetic ingredients in the stock solution. After 24 hours, the cos-
metic ingredient-loaded hydrogel microparticles were separated from
the solution by centrifugation and then used for the release experi-
ments. To release the cosmetic ingredients from the particles, 0.05 g
of cosmetic ingredient-loaded hydrogel microparticles were placed
in 25 ml of buffer solutions with pH values of 4 and 6. At specific
time points, 0.5 ml of sample was withdrawn from the solution and
the concentration of released cosmetic ingredients was measured.
For loading and release experiments, HPLC was used to determine
the concentration of cosmetic ingredients. The HPLC used in the
analysis consisted of a Waters 600E controller, a Waters 600 pump,
a Waters 717 plus autosampler, a Waters 996 photodiode array de-
tector, and a column (TC-C18, C18, 5µm, 250×4.6 mm, Agilent).
For arbutin analysis, the mobile phase was 97.5% water and 2.5%
ACN with 0.1% (v/v) TFA. The sample injection volume was 10µL
and the UV detection wavelength was 254 nm. For adenosine analy-
sis the mobile phase was 80% water and 20% ACN with 0.1% (v/v)
TFA. The sample injection volume was 10µL and the UV detec-
tion wavelength was 280 nm. For niacinamide analysis, the mobile
phase consisted of two solutions: solution A was water with 0.1%
(v/v) TFA and solution B was ACN with 0.1% (v/v) TFA. The flow
gradient was from 85 to 15% of solution A over 5 min and the flow
rate was 1.4 ml/min. The sample injection volume was 10µL and
the UV detection wavelength was 290 nm. The calibration curves
of each cosmetic ingredient concentration versus HPLC peak were
prepared to obtain quantitative information on loaded and released

cosmetic ingredients.
4. Skin Permeability Studies of Cosmetic Ingredients

Skin permeation experiments were carried out using Franz dif-
fusion cells (FCDV-15, Labfine) and human epidermis which was
purchased from Hans Biomed (Korea). A diffusion cell consisted
of a donor chamber and a receptor chamber with the skin posi-
tioned between the chambers. The absorption surface area of the
skin was 0.785 cm2. Then 5 ml of the receptor chamber was filled
with pH 4 or pH 6 buffer solutions. After equilibration of skin with
the receptor phase, 2 mg of the cosmetic ingredient-loaded P(MAA-
co-EGMA) hydrogel microparticles and 1 ml of buffer solution were
introduced into the donor chamber. The receptor fluid was main-
tained in contact with the underside of the skin from the time of
application until the end of the collection of the receptor fluid. The
diffusion cell and skin were maintained at a constant temperature
of 36 oC. The receptor solution was continuously agitated with a
magnetic stirrer at 500 rpm. After 24 hours, 0.5 ml of sample was
taken from the receptor chamber and each cosmetic ingredient con-
centration was measured using HPLC.

RESULTS AND DISCUSSION

pH-Responsive P(MAA-co-EGMA) hydrogel microparticles with
MAA : EG=0.6 : 1 were synthesized by dispersion photopolymer-
ization. The average diameters of the particles measured by DLS
were 2.8µm and 4.7µm at pH 4 and pH 6, respectively. This dif-
ference of the average diameters between pH 4 and pH 6 was caused
by the pH-responsive swelling behavior of the hydrogel micropar-
ticles. In general, the pH-sensitive swelling behavior of MAA-con-
taining hydrogels results from the ionization or deionization of the car-
boxylic acid groups of the MAA in response to external pH changes.
The carboxylic acid groups of MAA in the hydrogel become ion-
ized as the pH of the external medium increases over the pKa of
the hydrogel. Thus, the presence of MAA in the P(MAA-co-EGMA)
hydrogels resulted in a typical pH-responsive swelling behavior of
the anionic hydrogel, i.e., low swelling ratios at low pH and high
swelling ratios at high pH. Thus, for P(MAA-co-EGMA) hydrogel
microparticles prepared in this study, there was a drastic change of
the swelling ratio at a pH of around 5, which is the pKa of PMAA.
At a pH below 5, the hydrogels were in a relatively collapsed state,
but at a pH higher than 5 the hydrogels swelled to a high degree.
This sharp transition between the swollen and collapsed states at a
specific pH makes it possible to use the hydrogels as carriers with
which the release of the solute from the hydrogels can be con-
trolled by external pH changes.

The loading efficiencies of arbutin, adenosine, and niacinamide
at pH 6.5 were 32.4(±8.8)%, 10.5(±1.0)%, and 16.6(±2.0)%, respec-
tively. The incorporation of loading materials into P(MAA-co-EGMA)
hydrogel microparticles is affected by both the degree of swelling
of the hydrogel and the electrostatic interaction between the hydro-
gel and the loading materials at the condition where the incorpora-
tion is carried out. In this experiment, however, since the hydrogel
composition (MAA : EG=0.6 : 1) and the loading pH of 6.5 were
at the same condition, the degree of swelling of the hydrogel did
not affect the loading efficiency. Therefore, the difference of load-
ing efficiencies of each cosmetic ingredient was explained by the
electrostatic interaction between the hydrogel and each cosmetic
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ingredient at pH 6.5.
To investigate the pH-responsive release behavior of cosmetic

ingredients from the P(MAA-co-EGMA) hydrogel microparticles,
the cosmetic ingredient-loaded microparticles were placed in pH 4
or pH 6 buffer solutions. The cumulative percentage of cosmetic
ingredients released from the particles as a function of time is shown
in Fig. 1. The P(MAA-co-EGMA) hydrogel microparticles showed
a pH-responsive release behavior. Small amounts of cosmetic ingre-
dients were released from the particles at pH 4, but at pH 6 relatively
large amounts of cosmetic ingredients were released from the parti-
cles. At pH 6 about 2, 8, and 4 times more arbutin, adenosine, and
niacinamide were released from the particles than at pH 4, respec-
tively. This pH-sensitive release behavior of P(MAA-co-EGMA) hy-
drogel microparticles for cosmetic ingredients is due to the change
in the mesh size of the hydrogel network depending on the exter-
nal pH change. As the pH increased over the pKa of the hydrogel,
the electrostatic repulsion produced between the charged carboxy-
lic acid groups of the MAA brought an increase of the mesh size
of the hydrogel network and abrupt release of the cosmetic ingredi-
ents from the hydrogel particles. This pH-sensitive release behavior
can be used as a smart carrier for a cosmetic ingredient such as arbutin,
adenosine, or niacinamide, triggered by an external pH change. For
instance, the P(MAA-co-EGMA) hydrogel microparticles are able
to keep the cosmetic ingredients inside the particles when they are
in the cosmetic container, where the pH is maintained at pH 4, and

release the cosmetic ingredients from the particles when they are
applied to the skin, where the external pH increases to around 6.

To verify the idea that the cosmetic ingredients can be released
from the particles and absorbed through skin when the external pH
changes from pH 4 to 6, permeation of cosmetic ingredients from
the cosmetic ingredient-loaded hydrogel microparticles through the
human epidermis was studied. Fig. 2 shows the skin permeability
of the cosmetic ingredients (arbutin, adenosine, and niacinamide)
from the particles as a function of pH. At pH 4 almost none of the
ingredients except adenosine permeated through the skin, while rela-
tively high skin permeability was obtained at pH 6 for all the cosmetic
ingredients. This is because, as previously mentioned, the P(MAA-co-
EGMA) hydrogel microparticles had a pH-sensitive release behav-
ior for the loaded materials; in other words, at pH 6 more cosmetic
ingredients were released from the particles and permeated through
the skin than at pH 4. The skin permeability of the cosmetic ingredi-
ents at pH 6 reached about 75%, 90%, and 87% of the permeabil-
ity of the control, which was the experiment using each cosmetic
ingredient not loaded in the hydrogel at pH 6, for arbutin, adenos-
ine, and niacinamide, respectively. This indicates that the cosmetic
ingredient-loaded in P(MAA-co-EGMA) hydrogel microparticles
could release the cosmetic ingredients, which then permeated through
the skin as they were exposed to a pH condition higher than the pKa

of the hydrogel.

CONCLUSIONS

pH-Responsive P(MAA-co-EGMA) hydrogel microparticles were

Fig. 1. Cumulative percentage of cosmetic ingredients released from
P(MAA-co-EGMA) hydrogel microparticles with MAA :
EG=0.6 : 1; arbutin at pH 4 (◆ ), adenosine at pH 4 (■),
niacinamide at pH 4 (▲), arbutin at pH 6 (◇), adenosine
at pH 6 (□), and niacinamide st pH 6 (△) (average±SD,
n=3).

Fig. 2. Skin permeability of cosmetic ingredients from cosmetic in-
gredient-loaded P(MAA-co-EGMA) hydrogel microparti-
cles with MAA : EG=0.6 : 1 at pH 4 and 6 for 24 hours
(average±SD, n=3).
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synthesized by dispersion photopolymerization. There was a drastic
change of the swelling ratio of P(MAA-co-EGMA) hydrogel micro-
particles at a pH of around 5, which is the pKa of MAA. At a pH
below 5 the hydrogels were in a relatively collapsed state, but at a
pH higher than 5 the hydrogels swelled to a high degree. The load-
ing efficiency of the cosmetic ingredients was affected by the elec-
trostatic interaction between the hydrogel and the cosmetic ingredi-
ents. The P(MAA-co-EGMA) hydrogel microparticles showed a
pH-sensitive release behavior. At low pH (pH 4) small amounts of
cosmetic ingredients were released from the particles, while at high
pH (pH 6) relatively large amounts of cosmetic ingredients were
released from the particles. Thus, at pH 4 almost none of the cos-
metic ingredients except adenosine permeated through the skin, while
at pH 6 relatively high skin permeability was obtained. These results
indicate that the P(MAA-co-EGMA) hydrogel microparticles syn-
thesized in this study have the potential to be used as a smart car-
rier for a cosmetic ingredient such as arbutin, adenosine, or niaci-
namide, triggered by an external pH change for cosmetic applica-
tions.

ACKNOWLEDGEMENTS

This work was supported by 2011 Hongik University Research
Fund and the grant of Ministry of Knowledge Economy, Republic
of Korea (No. 10029539).

REFERENCES

1. J. R. Kaczvinsky and P. E. Grimes, J. Drugs Dermatol., 8, S15

(2009).
2. D. L. Bissett, Clin. Dermatol., 27, 435 (2009).
3. Z. D. Draelos, Clin. Dermatol, 27, 431 (2009).
4. M. P. Lupo, Clin. Dermatol., 19, 467 (2001).
5. S. Farahmand, H. Tajerzadeh and E. S. Farboud, Pharm. Dev. Tech-

nol., 11, 255 (2006).
6. A. Kogan and N. Garti, Adv. Colloid Interf., 123, 369 (2006).
7. S. Lee and B. Jin, Appl. Chem., 8, 13 (2004).
8. Z. Drulis-Kawa and A. Dorotkiewicz-Jach, Int. J. Pharmaceut., 387,

187 (2010).
9. F. Agnely, A. Djedour, A. Bochot and J. L. Grossiord, J. Drug Deliv.

Sci. Tec., 16, 3 (2006).
10. D. Kim, Y. Jeong, C. Choi, S. Roh, S. Kang, M. Jang and J. Nah,

Int. J. Pharmaceut., 319, 130 (2006).
11. M. Oh, J. Lee, S. Kim, S Kim, K. Park, H. Yun, K. Baek, N. Kwon

and D. Kim, J. Soc. Cosmet. Scientists Korea, 35, 19 (2009).
12. J. Y. Legendre, I. Schnitzler, Q. Li, C. Hausen, M. Huart, G. S.

Luengo, M. L. Abella and M. Roreger, J. Cosmet. Sci., 58, 147
(2007).

13. O. Sorg, C. Antille, G. Kaya and H. H. Saurat, Dermatol. Ther., 19,
289 (2006).

14. C. Park, M. Shin and H. Kim, Korean J. Chem. Eng., 25, 581 (2008).
15. E. Hong, D. T. M. Nguyen, D. H. Nguyen and E. Kim, Korean J.

Chem. Eng., 25, 1463 (2008).
16. D. L. Bissett, K. Miyamoto, P. Sun, J. Li and C. A. Berge, Int. J. Cos-

met. Sci., 26, 231 (2004).
17. C. Lin, H. Wu and Y. Huang, Anal. Chim. Acta, 581, 102 (2007).



<<
  /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
  /SyntheticBoldness 1.00
  /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


