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Pathogenesis by the analysis of "non" nerve organ of Rett syndrome by the
original experimental system with ultrastructure.
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We found that morphological changes in non-neuronal organs observed in male

deficient MeCP2 gene mice, Rett syndrome (RTT) model mouse, are due to abnormal secretion of certain

physiologically active substances. In the cultured cells that MeCP2 gene knockdown cells using RNAI

and reproduced the results seen in vivo by biochemical analysis. The genes involved in the
biosynthesis of this substance were analyzed by quantitative PCR and we could extract the expression
variable gene. Analysis by quantitative PCR must be performed comprehensively and it was not
possible to collect sufficient data for analysis of female mice deficient in MeCP 2 gene which is a
true RTT model mouse which was the final target.



Rett RTT)

6
18 1 5
1999 X
CpG
methyl-CpG binding protein 2(MeCP2)
RTT 80%
2010
MeCP2 ES
in vitro
MeCP2  ES
RTT MeCP2
( )
MeCP2
(M.Chahrour et.al.,Science,2008
MeCP2
MeCP2
MeCP2
RTT

Neural Development of Methyl-CpG-Binding
Protein 2 Null Embryonic Stem Cells: A
System for Studying Rett Syndrome. Okabe
Y et.al Brain Research (2010)

MeCP2
MeCP2-/y
(
RTT
MeCP2-/y
3 5 RTT
80
MeCP2 2 in
vivo
RTT
MeCP2
( )
in vitro
MeCP2
X MeCP2
X
RTT
MeCP2+/-
MeCP2-/y
( ) (in
vivo) MeCP2-/y (X+7Y)
Hetero(X+/X-)
Hemi X-/Y) (X+/X+)
Hetero 1/4
Hemi  X-/Y)
MeCP2
in vivo (1

in vivo



RNAi
¢ 2,9

MeCP2

(in vitro)

RNAI

MeCP2

MeCP2

vitro

ELISA

RNA

LS/MS

PCR

invive

@_}

MeCP2 /"I A B, B
FELE

oRT-PCR,Western

blotting,FACS
EIEEMHINERIE

RS EOEEWEAL > F invitro
51 JLAICTShRNAMeCP2iE
A(RNAIE)

\L /
16)

MeCP2-KD cell linefF#d

(HPLC,ELISA, )
B RRE (B,

) )

pUbiquitin

2 MeCP2
MeCP2

shRNA

ShRNA

MeCP2

GFP

RTT MeCP2
ELISA
X
X
MeCP2
X
ELISA
3)
X
(ng/ body weight)
1.0
05
EMeCPZ"V
00 Normal
3
MeCP2
vitro
shRNA
MeCP2
MeCP2
in vivo
«c 4
X MeCP2



Acell

shRNA
MeCP2

(x109)

180

«©
PAS Go‘\oo“ c,o“

7 - - - -
a-Tubuiin [ — - -

1.0 0.2 06 0.8

MeCP2
RNA PCR
X Pathway

N\ 9\

® e“Q’Le"Q'L g
2 W
b (S
2N & (Vo™ o

)
rid (&0\ ° zc'Q'L’;(’Q'L\‘L Y
IE N i

10 03 1011

X (pg/mL)

Acell B cell

|-

300
BshmeCP2
Oshscramble

© 150 | ?M;f:)‘fc';;’
o pe0.0l

0 0
4 X
MeCP2

X

2 (A

B )

(1) Kaoru Mitsui, Kanako lde, Akiko

Takayama, Tadahisa Wada, Rie Irie
and Ken-ichiro Kosai .
Conditionally replicating
adenovirus prevents pluripotent
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