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Thyroid hormone (TH) is essential for normal brain development. Since molecular structures of several endocrine
disrupters are similar to that of TH, these substances may exert their effect, at least in part, by competitively binding
nuclear TH-receptor (TR). However, molecular mechanisms of TH action in developing brain is not fully understood.
To study the brain-specific TH action, we have generated a transgenic animal expressing a dominant-negative TR in the
cerebellar Purkinje cell. Postnatal body weight increase is completely identical to that of normal mouse, indicating that
this mouse is generally euthyroid. Morphologically, disappearance of external granule cell layer is retarded, and
Purkinje cell dendrite arborization is decreased, events typically seen in hypothyroid animals. Furthermore, these mice
showed a mild cerebellar ataxia. These results indicate that thyroid hormone, at least in part, acts directly to Purkinje

cell to induce cerebellar development.



