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Stage-specific fate regulation of NPCs by Wnt signaling
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The levels of HistoneH3K9,14 acetylation are
decreased in the late NPCs
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HDAC contributes to the suppression of
neurogeninl expression in the late NPCs
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Histone H3 K27 trimethylation is increased
at Ngnl and Ngn2 promoters in late NPCs
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Polycomb complex suppresses Wnt-induced neuronal differentiation
in the late NPCs

(9 DIV NPCs)

Eed 2w
216763 shRNA %’; w |
2
Polycomb § “
(PRCZ) &
£ 10 |
l —:
g
+|_ 0
o
% S Cont. Eed Cont. Eed
shRNA shRNA shRNA shRNA
,@ @ Ngni.2 |— +SB216763
Neuronal (65K3 inhibitor)
- differentiation

ZDE S Eed ) v I XL DIty T IO = a—a b a T DRI %
OB RETEGHAD (3DIV) TIXR &hzioTz, 165 T, polycombE & IKDIGME
(X, R RATEMAEOWNt Y 7 kL b =a—a itz BHToRMmE LT\
ZEnmEEnIe, L EORIED G | R E & & B IR~ 1INgnl, Ngn2 7' e & — X —
Foe A 7w FALEN HDACIKIFIIN) B L, B A B H3K2T b U XA F L&
2% (PolycombfBIFAUIZ) LH-L. ZhUT K-> THBITEH W TiINgnl, Ngn27 1 &— 4 —
DU v~ F L ARRED P U7 RRBIZ 72 5 72 DI Bl 2 Wnt- B —cateninfRBE2NEMEAL L TH
Ngnl, Ngn2 MBS NT, =2 —a U EdMEI L TT A et A MMz 5 X5
2R D, ENWIHAD=RARNTREN (K9)



Midgestation stage Postnatal stage

Wnt signal Whnt signal

)

HDAC
PcG/HMTase
TIME 1
Neuronal Differentiation %
A%Te Astrocyte Differentiation

TP RRTEGIL 3 R AERFR IC BV C= 2 —r Vb o 770 7 bl (7 A b e A

N3 (CTE MR D B OMBRNIEYED Sy A I =X LD—>E LT, Negnl, Ngn2
T —H—Depigenetic/RHIENFEL, ZTNOBKHEFH DA A=A LDV E DL
RoTWHZ LaRELTnD (K10) .



NgniEfEFED TE St AT (ALEE LA
BRI RS TIND ?

H3 modification
at ngnl,ngn2 loci

threshold

(The amount of
“Clock™)

Ngn ON ngnOFF

T T T T VY
o 6 6 o6 o6 o o o

\ I J
FAL-BRH  —a—OoRiEl  FALOUARS LS

E8 E12 E1l6 P1 P14

(2) 13 DA FERER ORI V4 % IR S 412 il
ZIE T MO RETEE AL S AR B W CEM AL 2 D HEN R SN TE M,
EDLFHIIR AT = A LIZOWTUIREIEFITR O NI E R Lo v, 5 EIS b 7R
B =a—a M bIn S 7Y 7O~ OE MRS W T E R D T A =X
LHEPF BN LTo R TEERHEV, MRCRATEEAI (M & b rEEn ) ol
BN DN T, MRS DSIE OribRf-, BER %) B LORNREDOEEF 7 1
T LDOWMGFNEETHD EEZ LN TOD D ARIFFEILE ORAE DD E il 1
BOWTERELRERZRTHEZRLTVD,

HIAERIZ, Ngnl, Ngn27" 1 & — & — L2072 B 4y 1 F5 TPolycomb iR 77 22 (E Al 3
s TR R, BRI RIICHEE SN O E R CTH D, £, =a—a ik
HMoOPTHRR LD = 2 — 1 U RRHUKERICELE SN DBRD A T = X LIZHON
THH~>2H D,

FRRES X A BRSO R T v X VI BIER STV D03, Z O IE A RS 3
FEAEBR BT TWRWEDNISHOBEDREE L 72 > TV 5, FrICAE S AU 7ok
BRI S MBI = o — 1 T T A bt A MMk T 2 mICH D 2 & ARA—DDR

‘ H3K27Me

H3K9,K14Ac

> Time



BERS>TVD AHETHLNMNI L C=a—n Uifbiga kb7 A bt 1 vk
I DN D X D e %E R D BRSO FERE AR & 72 D AREMED B D & H#
HLTWAD,

4. B S S A
(1) fA il
MEfERE %k BET

B N—7 HREKRT oA ERIs TS
FeeR T TR AL 0D & A RIEN 2 B A0 % o 7T AR D FRHT A& FH24

(2) A v R—
HBEET L —

K 4 TR e Tk 5L H 2N
" T | BEUKFS T | B WFZE D RHE PR 16412 H ~
RER R T 1945 5

Bl R PLF4 B BF i 6% 7 AR 40 e [H16- 12= H19.3
Bl BUA AL BF DE A B e 0 g g

DHY T s

hnig EF Bffiteive B |2 O AT H16.12- H19.3
TR BT WEWIER | o) 7 & | Eomr|H16. 12- H19.3
R FS i Ew =] REATS H16.12- H19.3
(i A D3 H16. 12— H19.3
Kve &I D3 H16. 12— H19.3
-3 IN D3 H17.10- H19.3
HA —HB D2 H16.12- H19.3
e A D2 H16.12- H19.3
JIE K D1 H16. 12— H19.3
ESY D1 H16.12- H19.3
A JE—HR D1 H16. 12— H18.3
KiE BB M2 H16.12- HI8.3




I
BT

iy fEE
BRI 58
Kl FnfET
g o

¥ N ERAN S
I
4 B

NEFIT S EIR
fii
HHE B

Sﬂ%

ofE

M2

M2

M2

M2

M2

M1

M1

M1

M1

M1

M1

M1

H16. 12— H18.3

H17.3- H19.3

H17.3- H19.3

H17.3- H19.3

H17.3- H19.3

H18.3- H19.3

H18.3- H19.3

H18.3- HI18.9

H18.3- H19.3

H18.3- H19.3

H18.3- H19.3

H18.3- H19.3

5. WFIEHEARIH O E G E)
(VU= vavyr e« Ry NE

H£H H 4 R RPN s
200643 H|UBSAAA A7 T |7 ) — 1004 MO AESLHEHE DR
1H—3H |4 7Yy R YL T HFR e ¥+ 5 Ec, Mg
“H NI EEME R (S ) N SR A A - = A 1]
EAx T HE AR | R M o7 A4 5 T 4
b/ gz B8 5 T4 & E A B D
& N R

(2) FERE L 7= F g 2%

L

6. F7eFzeRk R
(Damc3E  (EN 648, a1 314)

EN




T . Bk, MRCRATERAIIG & M2 AUEtMifd,  Medical Science Digest 31,
353-357, JLFEfE 2005

Bl ORACT-, %R Z T, Akt OIEMELIRF EFLEICE I DREEE. FEBrIES 23 BET,
1679-1685, FE+t+E 2005

WL, A SCE., BERET, MIREGES T F AN ER T FIADNRTG v 2T LB R
ERAE. FEBRES 23, 2006-2011, ¥+ 2005

KA FEZ %k BE1, MRAE L lest, EhrES: T, 22(11), ppl634-1639, 2004

geE =1 - HR MK, %EE BE REIEOES &2 H#55 Notch-Hes #8# &
JAK-STAT3 D7 v A h—2r  FEBrEZF, 22(15), pp2167-2170, 2004

K B8, %k HmFE1. AFEV 7, ERoR, 55(5). pp4b0-451, 2004

gtk

Onishi, K., Higuchi, M., Asakura, T., Masuyama, N., and Gotoh, Y.(2007)

The PI3K-Akt pathway promotes microtubule stabilization in migrating fibroblasts. Genes to
Cells 12, 535-546.

Itoh, Y., Masuyama, N., Nakayama, K., Nakayama, K.I. and *Gotoh, Y. (2007) The cdk
inhibitors p57 and p27 regulate neuronal migration in the developing mouse neocortex.
J. Biol. Chem. 282, 390-396.

Yoshimatsu, T., Kawaguchi, D., Oishi, K., Takeda, K., Akira, S., Masuyama, N. and Gotoh, Y.
(2006) Non-cell-autonomous action of STAT3 in maintenance of neural precursor cells in
the mouse neocortex.

Development 133, 2553-2563.

Sunayama, J.,Tsuruta, F., Masuyama, N. and Gotoh, Y. (2005)
JNK antagonizes Akt-mediated survival signals by phosphorylating 14-3-3.
J. Cell. Biol. 170, 295-304.

Hirabayashi, Y. and Gotoh, Y. (2005) Stage-dependent fate determination of neural
precursor cells in mouse forebrain. Neurosci. Res. 51, 331-336.

Oishi, K., Kamakura, S., Isazawa, Y., Yoshimatsu, T., Kuida, K., Nakafuku, M., Masuyama,
N. and Gotoh, Y. (2004) Notch promotes survival of neural precursor cells via
mechanisms distinct from those regulating neurogenesis. Dev. Biol. 276, 172-184.

Kamakura, S., Oishi, K., Yoshimatsu, T., Nakafuku, M., Masuyama, N. and Gotoh, Y. (2004)
Hes binding to STAT3 mediates crosstalk between Notch and JAK-STAT signaling.
Nat. Cell Biol. 6, 547-554

Tsuruta, F., Sunayama, J., Mori, Y., Shimizu, S., Tsujimoto, Y., Yoshioka, K., Masuyama, N.
and Gotoh, Y. (2004) JNK promotes Bax translocation to mitochondria through
phosphorylation of 14-3-3 proteins.

EMBO J. 23, 1889-1899.

Hirabayashi, Y., ltoh, Y., Tabata, H., Nakajima, K., Akiyama, T., Masuyama, N. and Gotoh, Y.
(2004) The Wnt-beta-catenin pathway directs neuronal differentiation of cortical neural
precursor cells.

Development 131, 2791-2801.




Miyagi, S., Saito, T., Mizutani, K., Masuyama, N., Gotoh, Y., Iwama, A., Nakauchi, H.,
Masui, S., Niwa, H., Nishimoto, M., Muramatsu, M. and Okuda, A. (2004) The sox-2
regulatory regions display their activities in two distinct multipotent stem cells.

Mol. Cell. Biol. 24, 4207-4220.

Sunayama, J., Ando, Y., Itoh, N., Tomiyama, A., Sakurada, K., Sugiyama, A., Kang, D.,
Tashiro, F., Gotoh, Y., Kuchino, Y. and Kitanaka, C. (2004) Physical and functional
interaction between BH3-only protein Hrk and mitochondrial pore-forming protein p32.

Cell Death Differ. 11, 771-781.

Mori, Y., Higuchi, M., Masuyama, N. and Gotoh, Y. (2004) Adenosine A2A receptor
facilitates calcium-dependent protein secretion through the activation of protein kinase A
and phosphatidylinositol-3 kinase in PC12 cells.

Cell Struct. Funct. 29, 101-110.

Ogihara T, Asano T, Katagiri H, Sakoda H, Anai M, Shojima N, Ono H, Fujishiro M,
Kushiyama A, Fukushima Y, Kikuchi M, Noguchi N, Aburatani H, Gotoh Y, Komuro I, Fujita T.
(2004) Oxidative stress induces insulin resistance by activating the nuclear factor-B
pathway and disrupting normal subcellular distribution of phosphatidylinositol 3-kinase.
Diabetologia 5, 794-805.

(2) HEE¥E
O#ff,. DoEgE (EN 44, W41 04

Yukiko Gotoh: “Regulation of cell death by phosphorylation”. 6" Joint Confer
ences of the American Association for Cancer Research and the Japanese C
ancer Association:Advances in Cancer Research 2004. Waikoloa, Hawaii, Janu
ary 25-28 2004.

Yukiko Gotoh: “Regulation of 14-3-3 function by phosphorylation”. Gordon Re
search Conference: Biology of 14-3-3 proteins. Ventura, CA, February 22-27,
2004.

(Session Chair and Speaker)

Yukiko Gotoh: “Cell death regulation by kinases”. Molecular Cancer Therapeu
tics: A sysmposium celebrating 30 years of cooperation in Cancer Research s
ponsored by JSPS and NCI. Washington DC, March 1-2, 2004.

Yukiko Gotoh: “Regulation of cell death by phosphorylation”. 16" International
Congress of the IFAA. Kyoto. August 22-27, 2004.

Yukiko Gotoh: “Fate regulation of neural precursor cells in the embryonic mou
se neocortex”. International Symposium on Adult Neurogenesis in Normal and
Pathological Conditions. Okazaki. November 11-13, 2004.

Yukiko Gotoh: “Cell death regulation by kinases”. Cell Death, Cell Cycling an
d Cell Senescence. Kazusa. November 17-19, 2004.

Yukiko Gotoh: Fate regulation of neural precursor cells in the embryonic mou

se neocortex , International Society for Stem Cell Research, San Francisco
Marriott, June 22-27, 2005



Yukiko Gotoh: Fate regulation of neural precursor cells in the embryonic mou
se neocortex ,Neuroscience 2005 SfN35th Annual Meeting, Washington Co
nvention Center, November 14-18, 2005

Yukiko Gotoh: Fate regulation of neural precursor cells in the embryonic mo
use neocortex ,Croucher Advanced Study Institute “ Signaling on Cell Growt
h & Differentiation” , The Hong Kong University of Science and

Technology, Hong Kong, January 16-20, 2006

Yukiko Gotoh : 4th International Society for Stem Cell Research. Toronto,
Ontario. June 29—July 3, 2006.

Yukiko Gotoh : Cold Spring Harbor Laboratory, Meetings & Courses
Program. Cold Spring Harbor, NY. August 11—16, 2006.

Yukiko Gotoh : 2006 Society for Neuroscience symposium, “Fate regulation
of mouse neocortical neural stem cells” , Atlanta

Yukiko Gotoh : 3" Japanese-German Frontiers of Science Symposium,
November 2-5 2006, Heidelberg,Germany

Yukiko Gotoh : The 19th Naito Conference . Molecular Basis for Maintenance

and Differencetiation of Stem Cells[ll]. HEEEF L2 —. BEJIIEZE LA,
November 14-17, 2006

Q@R A Z —FF
FrizZe L

(3) HFrTHI A
L

(4) % 4 B %
D [ i
Hrlz7p L

@ H
CORNEIRG e sty =g 2 (o S i)
55 9 [Al A AR 78 O XL E
TR 1 6 R A A E U E

@)% DAth

AT aR T

2004 Gordon Research Conference (Session Chair and Speaker), Ventura, USA.
“Regulation of 14-3-3 function by phosphorylation”

2004 American Association for Cancer Research, Hawaii, USA. “Regulation of
cell death by phosphorylation”

2004 National Cancer Institute Symposium Joint with JSPS, Washington D.C.
“Cell death regulation by kinases”

2005 Symposium: Signaling on Cell Growth and Differentiation, Hong Kong. “Fate



regulation of mouse neocortical neural precursor cells”

2006 IUBMB Symposium (Session Chair and Speaker), Kyoto “Regulation and
Function of Akt”

2006  Cold Spring Harbor Laboratory Lecture “Biology of Stem Cells”

2006  Society for Neuroscience symposium, Atlanta,

USA “Fate regulation of mouse neocortical neural stem cells”

(5) & O fth FFFe FHIH
¥riz7p L

7. MO

AL, YR N —T DI E BT (XA L7 F v L) o TH L
7= “Wnt > 7 F A6k 2 e R AT BR AR OO S5 24 28 3 AE R IR 7 L C &4 5 “ &
WO R A= T T E ORI A Z BT 20 FRREBREZH 6T HHFIC X
DRI AEICB O CHIBRIE L & HICE Z 2 EMGIHIRO A = X L2 RS 5 H
ZHBE LTRGBS, MEOHETRLIEMEY ., AFEIZBWNTIntY 7 F LR =
a—n b E R TR LR SR R DR TTOEWE BT 2 MaN 0%
{t. (Intrinsic programme) ZHAGMNZTHFENHKZ, TN EFN, HMEAEICE
Jor=a—m b OKEZHATHIEERADN=ALTH DL EBEEZ T
Do A, =a2—u U EIAKREE L. 7 A e A NIRRT DR D A
= AL & L TPolycomb@EEGIRIZ L BFFED Y/ AGEIKIC IS Depigenetic/2 1L
NEBETHLIFEET L, ZEIHIT, =a—va N TR Z 2 M % Al 5K
faDiEMAEA (ma—a Y7 X AT D) I L THPolycombfE & K23 BIfR T
D EN) PR RAERZH TV D, £ 2T, BEMK AR 7 4 68 R AT BIR AT AL 0 38 iy s
BUCB W THBlOBENILEICE S T 2 ATietE 2B RT 5 TETH 5, 4 HILFFIC
Bt LR N EERABEOO LS L LT WM LT=a—a U2 Bt
TH, EWVWIEPBHDH, ZHICEHL TS, PolycombEEERDBIE- & 2\ idWnt
TN T DB E VWS BN %S 7V —7MAOREMN AT TH 5
EEZTND,

ABFFILO L DOBFFREN TIT DN T2 D IR IT A L— RTHH R A 23—
DIHABVERZ TICZEIT SN FFICZONEEZBE L TELD 2 WIiXiE LR 074
DELWEERASLNTZZ L1250V TH, SORSTO ZHBICEKH# LTV 5,



	後藤
	生物 _後藤 由季子）


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects 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 ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /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 <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /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 [612.000 792.000]
>> setpagedevice




