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Adenovirus E1A protein downregulates the gamma - glutamylcysteine

systhetase in rat alveolar epithelial cells
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[ABSTRACT] AIM: To analyze the mechanism of GCLC inhibition by adenovirus latent infection in rat alveolar
epithelial cells. METHODS : The rat alveolar epithelial cells were stably transfected with the plasmid pE1Aneo and control
plasmid. For detecting the factors involving in the transcription inhibition, 11 deletion mutants of the 5° — flanking region of
v — GCS GCLC gene were transfected into the cells and the transcriptional activity was determined by luciferase activity as-
say. EMSA was used to determine the binding activities of AP —1, NF — kB and USF. RESULTS: The transcriptional ac-
tivity of 9/11 deletion mutants was repressed by E1 A protein. The binding activities of AP -1, NF — kB and USF were in-
creased, but the transcriptional activities of the corresponding elements were decreased. CONCLUSION: Adenovirus latent
infection amplifies the oxidant/antioxidant imbalance by repressing the promoter transeriptional activity of GCLC. Since the
DNA binding activity of factors was not decreased, the transcription co — factors may involved in the inhibition of v — GCS
expression.
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Fig2 Immunohistochemisiry. A: CCL —149 cells transfected with pEl1Aneo;B: CCL —149 cells transfected with Pneo( %x200)
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Fig3 The influence of E1 A protein on the transcriptional activity of a series of deletion mutants in the 5° — flanking region of the rat

GCLC gene. “P <0.05 vs E1A —.

B3 p&E El1A EAX GCLC EE 5’ - LRI F A K ERE KR EER R0

EIA+E1A- EIA+E1A- EIA+EIA-

"Wh o

& i =

NF-kB AP-1 USF
Fig4 The influence of E1A protein on the binding activity of
transcriptional factor AP —1, NF — kB and USF to GCLC
promoter.
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