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Amiodrone induced novel thyroid hormone disrupting model using F344 rats
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It has been reported that PCBs and dioxins might disrupt thyroid function and cause abnormal central nervous system
development. Amiodarone, a drug treating for tachyarrhythmias, is known to have adverse effects on thyroid hormone
(TH) synthesis and peripheral activation. Moreover, amiodarone is thought to directly antagonize TH because of its
TH-like structure. In the present study, we tried to establish a novel perinatal TH disrupting model using amiodarone.
Pregnant female F344 rats were daily exposed to amiodarone(10mg/kg/day) by oral administration from 3 to 20 days of
gestation. The F1 were weaned at the postnatal day(PND) 21, then examined by behavioral tests, measurement of
spontaneous motor activity and active avoidance test. The total motor activity in a dark phase tended to be decreased in
the amiodarone-treated male offspring, especially the activity rhythm of them markedly differed from that of control
males. We also examined the expression of type Il 5'-deiodinase in the brain at PND 7 by semi-quantitative RT-PCR.
Expression of the deiodinase mRNA tended to be decreased in hippocampus of the amiodarone-treated offspring, which

was suggesting local T3 deficiency in hippocampus.



