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ainly through activation of Smad transcription factors, which bind to Smad Binding Elements (SBEs) in target genes.
apresses transcription of endogenous TGFP target genes. We have now analysed the thyroid hormone receptor (TR)
gonist GC1 is as potent as T3 to repress SMAD-dependent transactivation, showing that this isoform mediates the
ore, both receptor isoforms can antagonize TFGPB actions. Using TRa and TRB mutants we observed that the receptor
ain responsible for coactivators binding appears to be dispensable. We also detected a direct interaction of TRa and
nitation (ChlIP) assays with SBE-containing promoters, T3 inhibits TGFB—dependent recruitment of Smads. TRs bind to
tic response induced by bleomycin in mice skin. We have now examined if TR signalling could also impact liver
collagen deposition, demonstrating that the endogenous receptors play a role in vivo as inhibitors of this TGFf-

ors isoforms, TRa and TR, can mediate T3 releases TRs binding to SBE-containing
transrepression promoters and reduces TGFB—dependent
recruitment of Smads
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Figure 3. GH4C1 cells were treated with T3 and/or TGFpB for
. . . 1h. Chromatin immunoprecipitation (ChIP) assays were
in GH4C1 ce.IIs treated with T3 or the thyroid receptor carried out with non-specific serum (IgG), Smad4, Smad2/3
40h, a.nd with TGFB.fO" the last 5h. B. HaCaT cells were and TRa/P antibodies. Primers amplifying the SBE-containing
.plasmld and expression vectors for TRa or TRP. Cells were regions of the Smad7, Id1 and P15 promoters indicated at the
licated. top of the figure were used.

The DBD is involved in direct protein to protein interactions between
TRs and Smad transcription factors
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ock-out mice lacking TRal and TRB exhibit a spontaneous liver injury phenotype with increased
collagen deposition
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RB and TRa can antagonize TGFB dependent transcription, in a ligand dependent

receptors are bound to SBE-containing TGFB target promoters. Binding is released by

so reduces Smad2/3 and Smad4 recruitment induced by TGFp.

Cutbyroid”Euthyrold - yperthyoid Hyperthyrod 3/a DNA Binding Domain is involved in the repression of TGFB-induced transcription
hile the interaction with coactivators appears to be dispensable.

5 a direct protein-protein interaction between the receptors and SMADs, in which the

DNA binding domain plays an important role. This interaction is reduced by T3.

yroidism alleviates fibrosis development in mice skin, while there is spontaneous

deposition in livers of old mice lacking TRal and TRB. Therefore, hormone-bound
antagonize TGFB-dependent actions in vivo.
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