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Supplementary Figure 1. GH-induced expression of PDK4 is mediated by the metformin-SHP 
pathway. Rat primary hepatocytes were infected with 60 MOI of Ad-si SHP and Ad-Scram for 36 h, and 
then cells treated with either GH for 1 h or metformin for 12 h at the indicated concentrations. Total 
RNA were isolated from hepatocytes and utilized for RT-PCR analysis. SHP, PDK2, and PDK4 mRNA 
levels were normalized to β-actin expression. All data are representative of at least three independent 
experiments. *P < 0.05 and **P < 0.05 compared with untreated control, GH- and met-treated cells. 
 

 

 

Supplementary Figure 2. The DNA binding activity of STAT5 on the mPDK4 gene promoter by GH 
was mediated by SHP. Rat primary hepatocytes were infected for 36 h with Ad-si SHP, and then treated 
for 1 h with GH and for 12 h with metformin at the indicated concentrations for the ChIP assay. Input 
represents 10% of purified DNA in each sample. Cell extracts were immunoprecipitated with anti-
pSTAT5 (phosphorylated STAT5) and anti-SHP antibodies, and purified DNA samples were used for 
PCR with primers binding to the specific proximal (left) and nonspecific distal (right) regions on the 
mPDK4 gene promoter. All data are representative of at least three independent experiments. 
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Supplementary Figure 3. Basal expression of growth hormone receptor in PDK4 and SHP null mice. 
WT, PDK4, and SHP null mice were injected intraperitoneally with GH (2 μg/g body weight) for 3 h in 
the fed conditions. Tissue extracts were isolated from livers of the indicated groups and assessed by 
Western blot analysis with various antibodies. The protein levels were normalized to β-actin expression. 
All mice were separated into experimental groups (n=4-6 mice per group). 
 

 


