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DES-Induced Changes in Ultrastructure and Protein Tyrosine Phosphorylation in Sertoli
Cell- and Leydig Cell-Derived Cell Lines
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It has been demonstrated that diethylstilbestrol (DES) disturbs testicular functions in vivo. To examine action
mechanisms of DES in vitro, we used a Sertoli cell line, TM4, and Leydig cell line, TM3, derived from mouse testes.
Cells were cultured with or without 10 ng/ml DES for 7 days. No difference was observed between DES-treated and
control cells by light microscopy. However, electron microscopic observation revealed that the lumen of the rough
endoplasmic reticulum of the DES-treated cells was enlarged as compared with control cells. Furthermore, extracted
proteins from the cells were examined to see the level of the protein tyrosine phosphorylation. Tyrosine phosphorylated
proteins were detected in the cell extracts by two-dimensional immunoblot analysis using anti-phosphotyrosine
antibody. The level of tyrosine phosphorylation was generally increased in the DES-treated cell extracts. Especially,
tyrosine phosphorylation of one protein at about 38kDa was conspicuously increased in DES-treated cells compared
with control. These results suggest that tyrosine phosphorylation of specific protein(s) may be involved in the defective

spermatogenesis induced by DES treatment.



