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Epigenetic regulations of gene expressions are considered to be putative pathogenic mechanisms
underlying various genetic malformation syndromes. In this analysis, we investigated roles of
histone acetylase CREB binding protein (CBP) on cell cycle kinetics of neuronal progenitor cells
(NPCs) that form murine cerebral cortices. We found that the decreased expression level of CBP in
the NPCs led to an increased number of NPCs in the S phase of cell cycle, indicating that CBP
might have a role in cell cycle regulation of the NPCs.
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Epigenetic regulations of gene expressions are considered to be putative
pathogenic mechanisms underlying various genetic malformation syndromes. In this analysis, we
investigated roles of histone acetylase CREB binding protein (CBP) on cell cycle kinetics of neuronal
progenitor cells (NPCs) that form murine cerebral cortices. We found that the decreased expression level
of CBP in the NPCs led to an increased number of NPCs in the S phase of cell cycle, indicating that CBP
might have a role in cell cycle regulation of the NPCs.



euchromatin
heterochromatin

CBP
Rubinstein-Taybi

HAT
HDACs

HDACs

CBP

Rubinstein-Taybi

CBP
RNA

Rubinstein-Taybi

CREB

HAT

HAT

DNA

HAT

HDAC

CBP

CBP

1. miRNASER TS RIR R

2. FENEREAE

3. MRS HB DR

|

) QFraction

L’ NPC:
ﬂgﬂi s
CBP RNA
1
2
3
(1) cBp RNA
CBP
RNA  miRNA
11.

RNAi Designer

Life Technologies CBP
RNA
DNA
PCDNAG . 2-GW/EmGFP-miR
pcDNA-CBPRNAi CMv

RNA pcDNA-CBPRNAI
PC12
CBP CBP
@
pcDNA-CBPRNAI 14
70
2 cm
2.5u g/p 1

1-2p 1



SPF

(3) Brdu Cumulative Labeling
9 DNA S
Brdu 2
3
PF
4 pm
Brdu AbD Serotec
GFP
Brdu
Labeling Index LI
(1) cBp RNA
CBP
miRNA  RNAi1 Designer
5

DNA
PCDNAG . 2-GW/EmGFP-miR
pcDNA-CBPRNAI

PC12
CBP
2
N
0 &
& < RNA
s & o
PC12
CBP W W
)
PCDNA-CBPRNA
14
15 9 Brdu

Brdu

interkinetic nuclear migration

Brdu
medial cortical zone MCZ
lateral cortical zone LCZ

BrdU LI

BrdU I

Hoechst 33342

Mcz

LCz

MCZ
zone
cortical zone

LCZ

1
0.9
08 -
0.7
06
0.5
04

Brdu

LCZ

MCZ

CBP RNAi

-~ LCZ cont
—e—LCZRNAI

[ERIE ~NS 2= g

02
0.1

0
1

fibi 2= 481

N
2 3 4 5 6 7 8 9 10

Bins (1 bin =10 pym)

medial

cortical
lateral

Hoechst 33342

Gl

CBP

--0- MCZ cont
—e—MCZ RNAI

1 2 3 4 5 6 7 8 9 10

Bins (1 bin =10 pm)

BRAE A
MCZ LCZ Brdu LI
Bins 100um 10pm
LI



http://ww._med._keio.ac. jp/research/facu
Ity/42/

o
DAIMON HISAKO

40627163




