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Polychlorinated biphenyls (PCBs) are known as environmental contaminants that cause various effects in various
organs including central nerve system and reproductive organs Exposure to PCBs causes disruptions of brain
development Some PCBS are metabolized to hydroxylated PCBs in liver. Some of them can bind to transthyretin (TTR)
and pass through blood brain barrier (BBB) to accumulate in brain. However, effects of PCBs accumulated in various
organs are not clarified. We examined effects of PCBS on TR-mediated transcription. We examined the effects of
4(0OH)-2',3,3',4',5'-PCB on TR-mediated transcriptional activation in CV-1 with two kind of thyroid hormone response
element (TRE): F2, DR4. Interestingly, low dose (10'°M) of hydroxylated PCBs suppressed TR-mediated
transcriptional activation induced by 10"M Tj;. This suppression was observed in TE671 and 293 cells. PCBs also
suppressed SRC-1-mediated transcription. On the other hand, gulucocorticoid receper-mediated transcription was not
suppressed by PCBs. These results suggest that low dose of hydroxylated PCBs inhibit TR-mediated transcriptional
activation. Moreover, PCBs may disrupt the normal brain development by suppressing TR-mediated transcription

directly.



