6 E A AR 1 4G PR Ao B A 1S
L i, 3

Ho
cholesterol

lmm 2@ AR

choit
Cil

= W & ’ sulforansferase g b)j:?:\‘g H
BREAKF AHEFR ﬁ = S Goes

pregnenclone sulfate pregnenclone

BRI RARE e/ £8 on-w

e on e g
— B
Fé: A o 35-HSD —_—
2R < P450arom o

dehydroepiandrosterone

AR EMGREE
Progesterone

17B-Estradiol PREGS
- Eorticoiitcnmc DHEA/S
P Y ™~ “ortiso Progesterone
lfﬁ’l&lf"%ﬁ?ﬁﬂ o on ., ITBﬁistradial lon-gated
( PREGS ) o R v, K/\ channel receptor

v —
RN (prei— I
WeE = ™% wl %
" sifalase 2 = GABAA-R
[ pergnemalens t—f NMDA-R
AMPA-R

M;‘L;ﬁ*&.ﬁﬁj‘ r{ i £ AT il : ) " Kainate-R
(DHEA/S“)I‘:U‘} o W= g R Sigma-R

—

Months Hours Minutes

P450scc | Shibuya et al. (2003) Biochimica-Biophysica Acta.
GEAP

O MRRERA (AD) HERE: oBIKT F 4,
12 R B2 G 2R T A 2-34E.

O B &5 H0TE: B, RBEE
[Coeveopmens ] cary e Acurnoos | Ages ] bk B £

Trends in Endocrinology and Metabolism 2008
O /i3 A PREGS/DHEAS/K-F: AD %% 9 R /% F Bl #
SHBRE (BETY) BINRTRHRENS NS EFEARE .
—4z. OADE AR SHBERTEZEHEHRE R
M RERHRAK (AD) BRI FH o 5F m4x, e

i 4 4k A

5




SRS E AR A R R AR A AT — . DHBAsH &k du bk B3R 45 644 7 BAT Rt 16 &

TR Fib 774 ) B4 F A4 Fordk f A (MCAO. 4V0)
e ¢

iﬁ{h@ﬁﬁ?m " cholesterol
(PREGS) pastic con

He c=0

fiﬁfg sulforansferase ] [ (P4 ) /C;E?i ; —
. 34-HSD o ) | -~ Hee sk,

ﬁiigz;;“;;] P4S0IT & / pregenclons : ' 1L%\p1ﬁ
A L Hig ® 7 ET L
(DRE/S) ASF — = o5 #ééfugﬁt EI AL

dehydroepiandrosterone

DHEAST&k o bk Ji 3547 84 4% 22 M AR 4 A B l
; NS 3 s fe & P& N1 30X
lk‘f‘ Hegr g friniumgy ANR2BERRAL,

! %Cahﬂ ”ﬁ‘ 7](’]" H“'{R

Chen et al. (2006:50) X

Neuropharmacology Lietal. (2006)
Chen et al. (2006:51) Neuropharmacology
Neuropharmacology

o
S

E3

=
3

RS R
AT o154k EARCLT-1 L,
0 BUEERKAmAkt Chenetal. 2011) | Nk S s]
57612 24 a8 12 96 DMEA BT PNAS (revised) AN
fi#e o 3T JE DHEARG 2535 B8 18] (h)

4
s
g
s
z
=
3
=
e
3
4

Li et al. (2009) JCBFM

ﬁi#ﬁ%ﬁ%i&%ﬁ%@#iTE%%% MR A Mt
FOEE -0 g 47 22 da 0 — AR SFAT 42 BB o RRAK

‘“wtnmkw i Excitability R A
~1.5w

~2 weeks
_ Entorhinal

\ . — =
= B . e
"b"
& .

Ve - . -1
o) W ;Gj. : = E:};-"i- (‘@J)
(=18 LA Hlppacampn: e B |'

RAMS * g DG J_
e 2.5 weoks |

i ,’--—-/

Az B gL

2 Mnnlln

(nature neuroscience 2006)




ADJ W AH 2 B 2 7

O~ control
® - APP/PS1

Latency (sec)

Training time (day)

APP/PS1# K E K (ADIR) #iksn AT, &
Chen et al. 2010 Hippocampus AKX T E 5,

Chen et al. 2006 Neuropharmacology

[ control o
AP;/PISI control —. PREGS#=DHEAX}ADfiA¥ 22 5 4 [E55 84

A A B A

- trol B - [ vehicle
APP/PS1 control Brgnvr o, 3001 7777 DHEA

=
3
S
A
-
E
=]
=
e
=
]
e
g
z

0 % 2,
1-d-old 14-d-old 28-d-old

[ |
APP/PS1 §

Y I3
4

APP/PSI—_‘ ADFR ) A% 2 -4 1 A

Length of DCX" neurites

control APP/PS1

&,/ ' PREGS#=DHEA #uADR& 4% 22 % 3k B - 49 K F
GSK3 Akt (PKB)

O\ L0 A®

TSC2 PI3K

1 vehicle
vzzzz2 DHEA
I PREGS

BDNF pg/mg protein (% control)

0]
BIRme T R AR, control APP/PS1




PREGS3¥ A AD 37 A A% 2 4m JiL64 - 7%

1 vehicle

tzzzz2 DHE!
APP/PS1 ZDHEY

APP/PS1
DHEA

APP/PS1
PREGS

Number of 28-d-old BrdU"/NeuN" cells

NMDAS

PREGS FELAEAB &g 442 -1t

v PREGS

OMACHR o \( _ 1R

PI3K
3 ERK

I'd

Akt — caspase-3

PREGSAR 37 & A9 22 4m L4 RARTS AR,
BrdU
Dy, 4 4

D5 4

. Dy 44 1 BrdU-staining
PREGS- o ¥ § (BrdU-Dy)
injection 116 4
Dy tt §

22-day-old BrdU* cells . [ control
‘5 15.0|Z2 PREGS
=

22-day-old BrdU

Con Dypyy Doy Dsg Dyt Disse Dz (day)
Post-BrdU PREGS-injection time

PREGS*TADf& oo 7TnAChR &4 4% 37 B A4

O AB#RE o TnAChR,

O i#it5 a7nAChR4 A
BT A B £ IR A ILAR,
O PREGS:# /& o TnAChREE
FLIEAB 4] £ o TnAChR #m
AP HGITAR,

Chen et al. 2007 J Neurophy:

o TREBREE R Chen et al. 2010 J.
( a 7TnAChR )

PREGS & &-AD-)~ &t iA%n o) BE R 77

control

APP/PS1
PREGS-treated APP/PS1
DHEA-treated APP/PS1

Latency (5ec)

3 4
Training time (day) Xu et al. 2011

ent Alzheimer research




MCAO/ MCAO/
sham  MCAO p4(1h) P4 (72h)

SRR /6 470 LR ILIL 6 B 14T, 7 2B e o b AR
BG5S FHAF, REEE, i ty76 97 4E R

[ control
MCAO

= BB S dnd AR R 3P A

Infarct size (%)

.

96 @ T 1 3 @ 72 % P4 (4dmgkg
Time of P4-injection (h)

FRALRE W BRI G ok Fe B A B

209 control -
P4-treated - contorl

4-treated
*

3
wm

o

&5

6

10

Latency (sec)

o

NMDA P4/NMDA NMDA

_aOaOaOOE

)
=
=
=
i)

S
=]
=
==}

o

p-ERK1/. 2 5 1

2 3 4 5
Time after first BrdU-injection (day) Time after training (day)
ERK1/2

P4) 0 1 2 12 48 96

Time post-P4 (hr) Zhang et al. 2010 Hippocampus
Cai et al. 2008 Neuropharmacology

[ control mice
MCAO mice

Zhang et al. 2010 Neuropharmacology




%15

ORLEARARER (DHEA) st & HBREAR SHTER, e ©

2R 430 ) R b, 1%‘]' ’éil' ’f 5] '%‘ !
OZ A 8T IR B e ek 2.

DA S M85 B (PREGS ) #EACEFT R R BRAH Xklfﬂﬂ‘%ff#‘ 1% 3 '%A
Ko REEEAE, f!{J /:':\ ,ﬁ; Zﬁ K ]

O FHE R REA G E 2R ER o 1K
#o o TILAREL AR




