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Abstract:

The peroxisome proliferator-activated receptor y (PPARYy) is a member of the
steroid/thyroid nuclear receptor superfamily of ligand-activated transcription
factor. PPARy forms heterodimer with the retinoid X receptor o (RXRa}. By
using the method of polymerase chain reaction-mediated random site
selection, the DNA sequence preferences for PPARy binding were examined.
Interestingly, we have demonstrated that PPARy has dual DNA-binding
- specificity; binding to both direct repeat of two hexanucleotides spaced by one
nucleotide (DR1) motif and palindrome with three bases spacers (Pal3) motif.

Pal3 sequence is a target sequence of estrogen receptor. Therefore, it seems

that the DNA-binding specificity of PPARy could be altered by the heterodimer
formation with RXRa and in some cases PPARy binds to estrogen receptor

binding site and influences estrogen function.

We transformed PPARy to mouse NIH-3T3 cells, which does not
differentiated to adipocyte, and established the stable transformant which
constitutively expresses PPARy. This .transformant differentiates to adipocyte
in the existence of the ligand such as BRL49653. Using this transformant, the -
effect of endocrine disrupting chemicals on adipocyle differentiation was
determined, and the differences of patterns of expressing protein were also

studied by two-dimensional gel electrophoresis.



8. HHEMORHMT—H—L L TOMENTHEIES
RS ECET SR

MFEE JF %?ﬁﬁﬁk#ﬁ%ﬂ%ﬂ%%E%ﬁ%ﬂﬁ%i#ﬂ%#ﬁ)
TR IR K B AR TSR T B B < B\ A A58 S BT S AT
FradT (gl K FEZNAER T EFH ARG EE0E)
At 54 (L1 K PR A TNE T BB B AR L FE 8
B (L E A FEFTT AR T B #2020

MAES

MEAD BB CEHERENEEH IR TS 2. RE{LFHERBEIC
L DHBERNSEPEOHEL., CHEEFEEORBIACODWTHAREZEL L Z2H
EL7 BRRABETCLHEERFFOARBECRARIHESZEOREED |
BT EME, FRBBAAFLV IR/ R—BHN, FFEERIAFV B/ T —
BEIC L SHERNTIBEIE CRIVEERL) KDWTHREEfTo 2, D4
B FERT—F T2, EroKEE (100ppny THEHIE (2 AR
DRETHEISy OO F L) E LRI, BEELDICLHICHER
TEIERBOSNSE, ZOTERTOATZF ., WHRAFL £ /Y—
TLBEEEEORELLTHENESZSA NS, £ FARICAEELEE
EZABMIEELREBMNLERE L TATFL B/ v —R#MHBEDOIRE
IR O E, BME, B LAZ20MNET 2>, AT E/ Y —
Rt BEERERARAS Y b TRKERICKSEZE. BaicEsERALN, R
F L E ) —OEGRHEESENT R IR L O BEEEENE< A
ST, IEHo THEBREESAE<BL shiaho7z. SEIOANZE
BIREOFEL. BYAHBEREREOIER - FIFEBEROZII DN TOERBERND
HRMHAREE RS EECTERERD AN AL DNTO—wEHL N
L7z,

WRGHE
AR RIL (SN K52 B S ey 4 i 6 Gk )

A BFFEEE | TOERABOELEIZE DAL, AFL Y

AFVIEIR—DEENFTORE B/ I-OROVEMEEEORDBEN,
DIEE, FEERMCOARAFBELL BRAETRLEFBHTOELICLD. ik




T B TE < W EInT S 4EmIC
BB, AFL e/ T—EERBIECHE
AT DONTOERNEHD, B¥TH
HRMREFREORBIIDWLWTHRFINT
W5, FWAOEEEELSL LTHEEE
a5 EAF O T B RN W EE &
M FLE Q. ISR L
BILHEEDZE, LR - IR O EDE
LZMHTEIEZEETH L, AFREIIHE
FEORBARBERBOT—F 2 EAT
LIEWAIBFEL T, AFLVT /Y
R L AMETORILT > BEOZEE
EHETSEEGE. KB RERTD
&5 iEE MR T H RS S Eh,
HERAELNDOHN, T, ERPICH
T2 AFL T v —ORHERT D
FIEREE SR > TWhaMITDNT in
vitro THRHZEfTo =, '

B AEGE

1) AiEe ozl

i3 8 AR ORER T R ERRS L
ToORWE, AF—IHOWARRETF v
FIN—ERW 00ppn AF L€/
#9:00~17: 00, SHM/B. 2
W ReE -, M, RIRBBRTHAMmE
L, ZBMORER. EBICHML
L. RS ZESELT, ARHPOTO
5292 (PRL). EATERRIVE > ()
RETRNE > B, BRERREELT
(TSH) -~V %, RS SRENE L
(ELISA, enzyme-linked
assay) CHlIE L=,

immunoscrbent

B RG-S 8 Rt Ty AW,

B RNE®RES (Alzet BBER7TET
RELE FHRDIA A, 10mg/ke) % 1 EHT

s, AL, BARBEIALLD
io. PRL. LI, GH. TSH 22T ELISA T
#EL2.
2) AFL 2B /TR B B,
4, RS XS AHEEIT ORI
AL T (08, #FE 12 B
A, MREE GEE®R 21 HE). B&
7N 18 EE BT RAEFERLE, EikZ
v bE, TR AHAEEREOHEL.
SIE R & U TR RSP HNIACEE 10 H
L, MRS ETE 2 BB S L, #H
i & RELHRE B IT T E s S E
Ty, &2 Wk LR Tl
L. 220V —AORBCHANWLET
BOC TR, BB, /M7
B L7, TP EF Sy R
Bk TSI FERO 34 1. 15%K0L B
e RE 1 XL, 10,0008 X 10 2T’

WOELE. HBELUAI 70— LER
I2-8CTHET v 4 £ THERER
frofz, T2 —ALEDOWE Lowry ot
al (D) DAULTRIELZ. FHIO—
2 P450 BOYITE (Onora & Sato 19642
DFHFETIT2 7.

BEEET v 1 HFORAFL T/
7 —HRBMRFHEIZI 70— LB
AFL T/ T—aMAT, K@Y AF
Lo ) a—- NDERBORIEZT> 2,
AFL RS —HEIE0.085mM (1ow-Kn
fiEHc A PASOIIEL ), 1, 85mM ¢high-Km B
# M PASOIICIL/6) JREE RN Ao, EMN
WHWERIEE D PE TN TN Pk
(Sato & Nakajima 1979} TR IE- k.

T/ s o=V RS - . SRR,
FEAMICXDZATF LT/ T RBHE



{l & B FE P40 SOBRITT S &
aF—)nEEERALiTo k. SRHE
FL7®3 anti-P45011CL1/6 MAb{clone
{-68-11) . anti-P450II1El MAb {(clone
1-91-3) ‘

BaH#R YL ANNOVA. t-test. paircd
T-test 1>z,
FLEEAXHYEBEREEES, (tiE
KPEHEEBRSOHRSITH > THRE
7-7%)

C MR
1) PISHIBENRE DEEABIZ DWW T
RARBE IO ZBEL A, PRL
LA, LH bR EDIZEERBMNER
L7z TSH. 6H L AN TREZTERRLN
AL T
BTREBTHE, ETLHLNINEE
IEmL ., TSHASEEICRAD L. —F,
ML LH LUV & G L AILSE BT
MU T, HEHEE Bic PRL OTLIRR SN
ot (R1). |
2) AFL BT RBIIBISEE,
AGE, BRI X 5 (CHBERE O L1
Oz rov—LEBRLE P40 BOHRE,

. WRE (B2, %£3): 3#Ew QLAR

T2 70V —AREEIHE CTREIC RS
LTHEEIZEM, Froo—2Ih P40
BizHiIRehihot. L LERS
w bk (18 THRIYDV—-LEHA
RICHERTENARS, FRhyo—A
P4S) BAMETE<S<HETH . 1838
HFORETy NTHERIZF R O—A
P450 BT AR,

JASEOLT, ETIHIAS (21 H
H) ik~ 1 8% (RREkT v h) T3

yoy—ABHE, Fh7O0—4P40 &
PNEECENL . FEETIRE <R
T&igholz, HTEHIIOV-LERA
BIILAS v h (18R EST v

b RE 38R OERXARETH-
Jo. FhRO—2 P450 EiZ 21 HETH
S w b ERUCLRILTH 2 B ENS
Zw FTCRP M,

ERICESEERAS LI 2OV A
EARIZ DWW TIREREATAERER
ALK /8, Fh0O—A P40
BITIEIEEN G 21 A L) s,
wbd (1 CHA) L THE
LT (#E4),

QDAF L E ) 70 PAS0 {SHBE R,
HIZDWTAF L 27U - LA RER
| SEFORET v P THENA LN,
HOF>HAEBICHWENEND O, K
T MESERT v RCEER, FiEho
re MMTIRERICELZERASN N
Joo U LRI 2 EHRITIEE
EMEOMWE#ETE- = (FS).

@/ r0F PRI ES AFL
T/ REHM (E6) . AFL T
- ARG ORI DNWTRDZ,
§i P45011C11/6 £/ 7 D — )L HATH
WA L7mIES, P450IICLY/6 1. Iz T
HEERRZT. RMS v b (1 88F%)
THERET v FZIS, BRI < WX
hie, £, BT REH (FE2 1
HH) CTHERICHEDL Tz, P4OIIEL
W3S TIERE S B FRBERR LTS
D REIBYT60%. EIBRTH6%
DM A BN, FORBETIEEAS L
TWAHMEETIIEREILNE L, Tk
MR TR 3D U,



D &%
1) FMEBEOELRIZIINT
Bergamaschi (1996). & DOFFEHISHR
HirkdE, RAFV B/ T ERES
Nreg@E T, T sF bR
BFETEML T Motti (1998 58
FHEORLGELTHE, B2 OBWLE
TEEC 100ppe /B, 2EMRHE T
55 F o LrRVNEEICEmL . BED
PSRRI AR T A FE a0, E
=, BTODAFL BT —REBE M
HoZir<, IHoMnAEED s, 2
FH, Whipsd, TAMOY e H
5 LE (EEBEREILES) ERT
A ETHWRICESE KIZTTvlES
WEALENS,
SHOBEELT,
1.4 mHEPCHAS 1 BE B IE & Din< Tl
WEBRTH-FED, BREEPLTHR
AT HBENDD. BEELEDS T
(100ppm) DAOEETH DT, #
RBEFER. HEATBTIVE R
CESFEUARWEBEEHETIZHO
ARRGHERLBEET 3.
2. 7us s F2% HERORESTO
SHFAMNERNRSHS L b5 F—
R, GABRA IZowTHREL. AF L
PE TSR OGS SRR
EDEIRELEBEELTOS MR
BHahicd s, HENICERESE, 8BKT
B, MTEETO RN L O
CEDBOER. RVEELHE. ®
BEOREZHARNOFEREZTW
MCID TERAMICRE 21T,
3. AFEEE., MEETODLDOAORE.

BIC. mBER, TEHRE BTHR R

TR, KBHE, FHRE HERRED
HIE & S ORREHEL E QR
REEANT, BAEHET THETS.
4 FHICEELR I LZIERS v MCR
BmL-BE, BHOBRASEFRIVE Y
LOBHFRIBICED S D I2EREN,
RIS (SEsN, RETEAL),
RPN ER LS| LI N
TaBN Uadhidhs ik,

2) AF LB/ R—RBOWL, BE
¥ BT LD RBBREIEDOEL
WFAFEDRAF L /v —OiED LR
Bz 5 LM, BFADEEBRNRTIA
FL e/ TREBESETAHAER
FEM, REOHTHEFz// 0V —
LBEHETENO L~ EERBIC LT
B5 0 RPRBRRE TR, L
AL ABEGEIBIL, Ak LR E
T e sThbh s, FRIO—4
PAS0 K20 isvzyme T &> TS RN
EHhb, BEICHE-STRESNTNHS,
AF L rE /T OBEbBRELER
RS BT, TORIEENMLO
MDD HNIe. SlelOHEEM S 2 il
AREMIF ko O— 4 P450TICTI/B R
rrEsboERENS, 1 8HEETIIR
MO | OEOBRERASHh. XM
THRELOD 1 SENTREVWERAT
Fofr, SEIAFL TV Tiddl
MEIAERRMS. P TRGN
fedt, P ZO—IIFLITRHEDS
TV, (Nakajima 1992) TOLD
otk SRR R F R O — A P40 0
1[C11/6 D4FH o a8 fnttaEwy
L ARRSHICLBEELOND, O




Oy TR RV E ORI BEHEL
TWasI &M, Sk, ERIVECBRE
S DOEELRNTOLEND D,

ARz &bl RHBEEBRE OB
WOWTHELEEOATZZATEL R
ATz, Fiz, P4L0IIEL =
RS ESIITNEEZITThWiaho/,
UL, FiRBH TRFERENE AL,
BRI EMNME N 0 7z, P450isozymes SfF
PIERICE B TIRPT 2L WbNT
WaH., FEOX D S EHER DA S
MIZAFL B ) T—7E EDREKRBD
RBITREEE52 50 00 F URKHE
BT ORETHHE MDD WL iRk -
AR TIRER S, 0T, BFAO
EEIIRAE GE - Theh) &
RirHF8 RIFZEAD2NENRHDIE
BEbhhnb, colkibkitfpEesrER
HETHRETH 5.

E %@

c AF VRS TR, R RS
(100ppm) THRIAAM (28K OREE
Ty hrOTOSF L%

L EREVAL, RFL R/ IRE

VIkERE S BT LHCENIT D, AF L
PEARREDBREBROERE
LTS 7Fy, LHdE%EEA
LD,

» AF LT/ (GHBER TR R
oy bTHEBEEVRR O R, F
27— L PASOTICH/6 VXRRFREET
WX DR

v AF LR X ORISR EEEAS
IRV IRET SR D, BRFE
EMEASRD LT,

Bergamaschi E. et.

5 CHK

al Peripheral

markers of neurochemical cffects

'among styrene-cxposcd workers.
Ncorotoxicology: T753-9, 1996

Mutti A, ct. al Exposure to
hvdrocarbons and renal disease: an
experimental animal model. Ren
Fail :369-85, 1999

Nakajima et.al - Sex—, age- and
pregnancy—-induced changes in the
metabolism  of  foluene  and

trichloroethylene in. rat

regulation of cytochrome P45011EL

and P4501ICLL content. I.Pharm.

Exp. Thera. : 869-74, 1992

- FRFFERE

1. BsHEH:
AR

2 HLFEL
1) RAETB7 1 BO045EHLFS
e—~aaw/ TEHEZICET
2B TE OB - B
2001 #£4 B 27~30 1 (188 (F31)
2) WM 5L, BRRIz. FEET.
FERXE. RHRT : #4 |nBRER
TS 001 (Fi)





