Polyclorinated biphenyl(PCB)IZ & % thyroid hormone receptor(TR) &% T}
retinoid X receptor(RXR) % /19 B #in B~ 4%

AHIRFRIE 2 IR AT, s
VBRI R R AT S — | *CRESTRRISHOAE R 7ot 3E) . B2 BairiRBl M, BB EE F AR 2R

Polychlorinated biphenyl(PCB)|I##i& EORALINED S =X b a7 U Z 5K, FRIEFRLVE (THZ AR
(TRWCEEER LA < EUEM 2734 2 &8s S T&E 7o, — 7 TR IIEHNZBIK TH 5 retinoid
X receptor(RXR) & ~7T 1 & A ~—% Bk L TIEM T %, Fx 1ZKEE{E PCB 7% TR IZ/EH L Z DRRE 4 #]1
HilT2 2 & &2@mE LR, TOWFIZOWNWTI LI E A T2, CV-1 HIfZIZB W\ T TR 207 585
k92 FE 2 D PCB((i)Aroclor 1254, (ii)4(OH)-2'3,3'4',5'-PCB, (iii)4(OH)-2',3,3',5,5',6-HCB, &U“(iv)
2,3,3'44 5-HCB)IC L DB A i L= & Z A, (i), (i)&OGv) CTRIZEDOIHIZIENTRD Hiz, ()i
2 P 2 R LER D Emt & OOFRFEIIMAZ LA TH > 7, CV-1 MALIC Gald-TRB1, SRC-1 &U
5xUAS-Luc Z8fn -8 AL, EEELZ I L7722 A, SRC-1 7€ FC PCB 1T L2 HEITRD LI
einole, i, ZaanF af REFEGR)Z N T HHRE (L TR LT PCB IZ &LV B Z ST 72
o>, kD Z &6, PCBITL D TR OEEGEMENZIL, (DPCB @ TR ~DfE&, (IDPCB IZX 5 TR 7>
5 SRC-1 O TEff, () A7 VT > T RSN OB RIE S T,

RXR Z# /17 HHRE~D PCBs DL FH25 72, 293 Ml Gal4-RXR, 5xUAS-Luc % {5 7-3E A
LR BYEMEZ e L7z & 2 A, 9-cis retinoic ac1d(9cRA)]S’lU RXR OV > R Toh % docosahexaenoic
acid(DHA)IZ & 0 {EM L S 72855 PCB I K W IR D b o 7=, Las L, /MIMIES H kD
TE671 MIfEIZ33 T DHA 12 L D i L &7z RXR OB X PCB IC L VIl Sz, 2o tnb,
/INIKIZ 3T PCB 7% DHA OAEH 2 8l 9~ % RIREMED R STz,

Effect of polychlorinated biphenyls (PCBs) on thyroid hormone receptor (TR)- and retinoid X

receptor (RXR)-mediated transcription.
Toshiharu Iwasaki’?, Wataru Miyazakil 23 Noriyuki Koibuchi'?

! Department of Physiology, Gunma University School of Medicine, Japan, ’CREST, Japan Science and Technology Corporation,
Japan, *Department of Immunology, School of life Science, Faculty ¢f Medicine, Tottori University, Japan

Polychlorinated biphenyls (PCBs) have been known as environmental endocrine disrupting chemical that causes various
effects on endocrine system including estrogen and thyroid hormone (TH) system. We have shown that PCBs suppress
TR-mediated transcription. We further investigated the mechanism of PCBs action on TR- and RXR-mediated
transcription. Transient transfection assays were performed to compare the repression magnitude among (1) Aroclor
1254, (2) 4(0H)-2', 3, 3', 4', 5'-PCB, (3) 4(OH)-2, 3, 3', 5, 5", 6, and (4) 2, 3, 3', 4, 4', 5-HCB using DR4-Luc and

TRPI in the presence of T3 (107 M) in CV-1 cells. Among them (2), (3) and (4) showed similar suppression,
however, (1) showed weak magnitude of suppression. Expression plasmids of glucocorticoid receptor (GR) and
TRP1 were transfected into CV-1 cells with glucocorticoid response element (GRE)-fused reporter plasmid. PCBs
did not affect this transcription. These results may indicate that suppression of TR- mediated transcription by
PCBs is induced by the mechanism other than (I) Competitive binding of PCBs to TR with T4; (II) squelching
effect of PCBs-bound TR.



