#&=X C-19
HEMREMHBEHRRRBREE

YRk 2 14 4 H 1 HEE

IEiEE - EBHE (C)
HZCHARS - 2006~2008
EREES - 18590637
HARFEL (FIX) 72— )ILOREREEYEICRIT T FE-ApoE & ALDH2 RIET I RIZ&
53R
HZEEERE® (EX) Cholinergic function in apolipoproteinE (apoE-/-) and ALDH2 (-/-)
mice after alcohol consumption, and the relation of alcohol in producing dementia in
these animal models.
ek zE JAMAL MOSTOFA (JAMAL MOSTOFA)

FNKZE - EZEE - B

HEEES : 50418802

WFFER RO
7va— b (EtOH) $54% D ALDH2 KO ~ 7 A 33 L OWHNIZ EtOH & & HITEIRED

T RTUTE REBRH L7, EtOH 512X Y ALDH2 KO ~ 7 ADRFEAKLED =2 ) » 71 F
WEFT AT 2T —E8 (ChAT) & TEFal)rxzx7 73— (AChE) FHBLOME %2, B4
< 7 ZTIELED EtOH 512D 2 ChAT BELOMFI 258072, 8 7 — LT VT /LRI T
IZ. ALDH2 KO ~ 7 A% EtOH &5 & AFHIIC, ApoE KO, B4~ 7 2 T3 EHR G THOH
AERT T —HNEiE 0T,

AT (@HEHAL : 1)
B A [EResy & &
200 64 2, 800, 000 0 2,800, 000
200 7THE 500, 000 150, 000 650, 000
200 84 500, 000 150, 000 650, 000
FE
FEE
g 3, 800, 000 300, 000 4,100, 000
WHE 8 IRESE
B O F - A - EREY - EEY
¥F—U—R:Tha—L,;, TEMNTATE R ; 2V AEEPEANRSR ; ATSEEE ; ALDH2 / v 27 7 U hv v

A 3 ApoE ) v 7T TN TR

1. WHEBIA S DT =

EBOEE ; 8 T—AT T ILKK

T RTAFE RiZT7 L a— LURE T4

U, #HEE7va—1 L0 b5k, ZORGE



I3 ALDH2 T1ThiL s, RO T V7 AR
Low Km fE? ALDH2 iHHR3 KIFL TE Y |
BRIEZICEBEDOT & N T VT & ROFEAE
WiD, DX S 7 ALDH2 KHEBRICIE, i)
kD Tx DER~DOEENT L a—L
ZOHLOIZEB b0, REEDT & -
TNAT R RICk2BEEOHE, FREIZONT
LT LHH LTSI TN,

ATEARCE O =1 V) A FEMEARRER XA,
B, EICEEL TS, Tra—
W= U ARENMEAR R N B B % e ORD
BICEEBL, 77 AT R T va—L
(& D = U AEENME PR~ D BB T —
HEELTWHEEZ LN TS,

ALDH2 KO ¥ 7 AL, 7 /v a— L& 5%IZ
BREOT 2 N TIVT B RAMAPIZHRHEE
NnNa7=, 72 75T e Ricksda ) AE
P AR R~ D R A WFZE T D A e
BrRET L Lz, ApoE KO ~ 7 A% ApoE &
FOFEBNREB L, 2 U AFEWER R O
REAME S | REESFEICER T TR
| RSB A~ORE LMD L THMRE

BeTLlnz b,

2. WEOBED

AEBRTIX, & b ALDH2 KIERIET /L
& L CALDH2 KO v v A%, fifgksadts
LELTD ApoE KO w7 2 & FNEn AN
Tha—LBIOTE T AVTE KDO=a Y
AEEIVEARRGR A~ DR, ATEN IR A R

HIHZ EE2AE LT,

3. WHED ik

A

(1) FEEREY)
FEE KA ke b 5) . ApoE (CLEA
Japany» 5 HEN)
Japan/r HEEAN) & AW,

(2) BN T L a—L L TR R TAT B ROH

C57BL6/) ZPDALDH2 (P&

KO, B4R~ 2 (CLEA

iE : ALDH2 KOs K QNP < 7 21T i
BT F 2 —7 2B EICHE 3 BRI
29lkgD 7 NV A= wfERERNER G L, Y oL
W% 8uL/oy CTEEE L. K OB L 72 881
BHTIR 2 100 MBI L 7e, 7 a—nb 7'
k7 vT e RORPIEE head-space GCIETIT
27,

(3) RIFHRZE DChATH L PAChE DO FH -
ALDH2 KO L OF AR < w7 2|25 T1) %f
HRRE, 2) Tva—)L (2glkg) BeHFRE. 3) T
Ja—)v (4glkg) KGR TITo 7,
RMHLRE DR 7L 2 — L 5404 £ 120
DN, T—T VB LT~ U AR W L,
K ECHIBHECE (F950mg) Z#ERELL ., EHIZ
-70 °CTHERBIA £ ThRAF LT,
RNA fliffi & RT-PCR43#T: RNA fliH i
Isogen (= v 7R o ¥ — U E) T HlHECRH
ST % E T-70°C TIRIFLT,

Western blot 7% : FifH S E 0 20 £545 (wtivol)
pH 7.4) -HEREG A
(0.32 mM) FEEHRK CHRET T A XL, =il

@ i Tris-HCI (20 mM,

%D LiERy 2@k L L, 10% SDS PAGE T
BRIKE % PVDF A v 7 L ATERS LTz, B
Hi 13 Goat anti-ChAT antiserum (AB144p,
diluted Chemicon

polyclonal; 1:500,

International Inc) & horseradish
peroxidase-linked anti-goat IgG antibody T#7

ST,



AChE {E M O HIE: AChE 5% 0 I E 1%
Western blot HFEI LRI U & 0% BEAKIET
F 0 SRR EEE (UV-1700, Shimadzu,
420 nm) & CHIE L7=,

(4) 8 7 VT ki (RAM) 284 : ALDH2 KO,
ApoE KO¥5 L QN AR~ &7 22D\ T, 1) xf
MRE, 2) 7v=— b (0.5g/kg) BEHRE, 3)
7 a—)v (1.0glkg) &G/, 4) 7ra—

(2.0g/kg) #HEEZTITo 72,

RAMIZT 7 U W tigECTHOD 7 Z v b
R—LE8RDOT — LB KT — LD
(A<, RAM SEBRITEIESTT, At 7
A bD3EMENDRD, BHIBEMT: v v RA%
T — BT 7o R AETT1045
&35, JFE: ~ v 2347 — LI
EEWRET, X TofEI2RTHET
TV ZORICBEICfEZ &R LT — A2 A -
%t H5WIEEOH LT — LI AT
ME Lo lehaaTT7—& LTREET 2,
O AE 3 HMITO, TA M :5HAIC
TNa— b L 5% 550 b RAME

1 HEE

EEITHTm, N7 —< AT ary ba—

JL & L TR,

4. Wk

(1) ALDH2 KO ~TALBF AR~ 22T L=
—NEEREL, MEEMANOT BT L TERE
TNa— NV ERELIZEZA, ALDH2 KO v A
TR, AN EBIZT va— LSBT
TR AT EeRERHE LT, IMNOT La— i
I ¥ P LRI FR FE T oo 72y, N DT R T
VTR R BRI EE DK 1/5 FREETdhoTz,

— 77 AT MRS T L — L
B SN2, TR LT ERIZIEEA S T
Eh7pipoT=, ALDH2 KO <7 A T3 ALDH2
JEVED 2 T — ARG CREAEL T T | T
T ERBEHICAREISNARNZ L2, i
WHIZEIREOT 2T AT R RS-
DENZD, LinL, TR T VT ER O RPN i s
(TR IR BE KOS R0 AR, ZauiE, MLk e
MCOT7 v T AT EROE AW, ALDH2 UL
440> ALDH °Z DAt a] S DB SR TE ML
LN B 2 HND,

(2) ALDH2 KO ~ 7 2 DRiHH'E D ChAT &
AChE J8H1Z7 L =—/L 2g/kg. 4glkg #5-T
il 23R =28, WA~ 7 2Tl dglkg #%
HToH ChAT BRI DK T ILdH o 72 h,
AChE RBI~DE L DN T, S5
DT NVa—L BIOEREOT® N T AT
b 3 U AEENMERRRR R DR D D VN TR
T T AMBROEAE H SN E m-RNA DFEHL
EEAE ST, 2o LiE, PHEARRO 2
U NEEWEARRR RS T2 M T LT B RICK
L CEZERRmN EZRLTWD, o,
ZEEOT7NVA—VICHLEZEDOHD Z L&
FLTW5, ALDH2KO w7 A Tlx, 7TH FT
T e REC K8z, 7va—in

EDOBFENRICE 2HELE AL OGN D,

(3) RAM ZEBRTlL, ALDH2 KO ~7 Al
0.50/kg. 1 g/kg. 2 glkg 7 /v a—LFhHE|Z
KA =T —EINZ 7RO 7223, Apo E KO &
AR R% 2 glkg TV 2 — AR5 TO R
7 =D NZFEO T2, ALDH2 KO vV AT
HHITZ RAM 7 ARD 7 — 58X, 72T L



TERIZEDbDEEZEZBIND, TN LTER
(I, RE, FERLEOMEI L TWD Z L AVR
MEi, iz, 2 Y AFEMERRCR OREE S
mRNA EHLOKTH 2D Z L2 XFFLTND
LD,

5. E/RRERRUE
Udessimsr) G4

@ Mostofa Jamal, Kiyoshi Ameno, Uekita Ikuo'

Weihuan Wang, Mitsuru Kumihashi, Shiakh
Badiuzzaman and Iwao ljiri.
Acetaldehyde-induce changes in cholinergic
function in the frontal cortex of ALDH2
transgenic mice (3"). Jpn J Legal Medicine,

2008, 62 (suppl), 62 (S6-9). (Reviewed)

@ Mostofa Jamal, Ikuo Uekita, Mitsuru
Kumihashi, Iwao ljiri, and Kiyoshi Ameno.
Cholinergic changes following exposure to
nicotine, ethanol, or both combined in the
frontal cortex and hippocampus of rat. Jpn J
Alcohol & Drug Dependence, 2008, 43,
384-385. (Reviewed)

@ Mostofa Jamal, Kiyoshi Ameno, Ikuo Uekita,

Mitsuru Kumihashi, Weihuan Wang and Iwao
ljiri  (2007) Catalase mediates acetaldehyde
formation in the striatum of free-moving rats.

Neurotoxicology, 28, 1245-1248. (Reviewed)

@ Mostofa Jamal, Kiyoshi Ameno, Setsuko

Ameno, Jun Morishita, Weihuan Wang,
Mitsuru Kumihashi, Uekita Ikuo, Takanori
Miki and Iwao ljiri (2007) Changes in

cholinergic function in the frontal cortex and

hippocampus of rat exposed to ethanol and
acetaldehyde. Neuroscience, 144, 232-23.

(Reviewed)
(%K) G5

@ 11" Conference of the Japanese Forum on
Nicotine and Drug Dependence Studies,
September  15-19, 2008, Yokohama.
Cholinergic changes following exposure to
nicotine, ethanol, or both combined in the
frontal cortex and hippocampus of rat.
Mostofa Jamal, Ikuo Uekita, Mitsuru
Kumihashi, Iwao ljiri, and Kiyoshi Ameno.
(Oral)

@ 5th International Symposium on Advances in
Legal Medicine (ISALM), September 1-5,
2008, Osaka: Acetaldehyde-induce changes
in cholinergic function in the frontal cortex
of ALDH2 transgenic mice (3™). Mostofa

Jamal®, Kiyoshi Ameno?® Uekita Ikuo®

Weihuan Wang?, Mitsuru  Kumihashi?,

Shiakh Badiuzzaman® and Iwao ljiri®. (Oral)

@ 92th Congress of Japanese Society of Legal
Medicine, April 23-25, 2008, Nagasaki: Role
of catalase in mediating acetaldehyde
production in the striatum of free-moving

rats. Mostofa Jamal, Kiyoshi Ameno, Ikuo

Uekita, Mitsuru Kumihashi, Weihuan Wang,

and Iwao ljiri. (Poster)(Reviewed)

Acetaldehyde-induce changes in cholinergic
function in the frontal cortex of ALDH2

transgenic mice. Mostofa Jamal, Kiyoshi




Ameno, lkuo Uekita, Mitsuru Kumihashi,
Weihuan Wang, and Iwao ljiri. (Oral)

(Reviewed)

@9™ Aldh2 Knockout Mice Conference, October
26-27, 2007, Fukuoka: Acetaldehyde-induce
changes in cholinergic function in the frontal
cortex of ALDH2 Transgenic Mice. Mostofa

Jamal®, Kiyoshi Ameno', Weihuan Wang®, Ikuo

Uekita®, Mitsuru Kumihashi®, Masashi Higuchi?,

and Iwao ljiri- (Oral) (Reviewed)

®18"™ Annual Spring Brain Conference (SBC),
March 14-17, 2007, Sedona, Arizona, USA:
Acetaldehyde-induce changes in cholinergic

function in the frontal cortex of ALDH2

transgenic mice. Mostofa Jamal, Kiyoshi Ameno,
Weihuan Wang, lkuo Uekita, Mitsuru Kumihashi

and lwao ljiri. (Poster)

(M=) GE 1)

(1 Mostofa Jamal, Kiyoshi Ameno, Mitsuru

Kumihashi, Weihuan Wang, Uekita Ikuo and
Iwao ljiri (2007), Ethanol and acetaldehyde:
In vivo quantitation and effects on
cholinergic function in rat brain. In:
Acetaldehyde-Related Pathology: Bridging
the Trans-Disciplinary Divide, Novartis
Foundation 285, pp 137-144. John Wiley &
Sons Ltd, UK.

6. BFEALRR

(1) BRERER

JAMAL MOSTOFA (JAMAL MOSTOFA)
FIIRT: « EFHS - B

W %5+ 50418802

(2) WFgtorfzE
fit®r v (AMENO KIYOSHI)
FINRE: « 50 - WEHIZ

WF7e& %5 : 50019626



