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Fig.S1: (A, B) HSC-T6 cells (A) or primary mouse HSCs (B) were cultured in 
media containing different concentrations of glucose for 8 days. Expression 
levels of SIRT1 and PIAS4 were measured by qPCR. 

0

0.2

0.4

0.6

0.8

1

1.2

0

0.2

0.4

0.6

0.8

1

1.2

0

0.2

0.4

0.6

0.8

1

1.2

0
0.2
0.4
0.6
0.8

1
1.2
1.4
1.6
1.8

2

0
0.2
0.4
0.6
0.8

1
1.2
1.4
1.6
1.8

2

0
0.2
0.4
0.6
0.8

1
1.2
1.4
1.6
1.8

2

Glucose (mM)   5.5    15    25     35    55 Glucose (mM)   5.5    15    25     35    55

Sirt1                                                  Pias4

R
e

la
ti

ve
 m

R
N

A
 l

ev
el

s

R
e

la
ti

ve
 m

R
N

A
 l

ev
el

s

A

0

0.2

0.4

0.6

0.8

1

1.2

0

0.2

0.4

0.6

0.8

1

1.2

0

0.2

0.4

0.6

0.8

1

1.2

0

0.5

1

1.5

2

2.5

0

0.5

1

1.5

2

2.5

0

0.5

1

1.5

2

2.5

Glucose (mM)   5.5    15    25     35    55 Glucose (mM)   5.5    15    25     35    55

R
el

at
iv

e 
m

R
N

A
 le

ve
ls

R
e

la
ti

ve
 m

R
N

A
 l

ev
el

s

Sirt1                                                  Pias4

B



 

 

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Fig.S2: (A-C) HSC-T6 cells were cultured in either low glucose or high glucose 
media for 8 days. Expression levels of SIRT1 and PIAS4 were measured by 
qPCR (A) and Western (B). PIAS binding to the SIRT1 promoter was 
examined by ChIP (C). 
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Fig.S3: (A, B) HSC-T6 cells were treated with glucose and/or estradiol for 24 
hours. Expression of SIRT1 and PIAS proteins was measured by qPCR (A). 
Binding of PIAS proteins to the SIRT1 promoter was measured by ChIP (B).  
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Fig.S4: (A, B) HSC-T6 cells were transfected with indicated siRNAs followed 
by treatment with high glucose. Expression of SIRT1 was measured by qPCR 
and Western.  
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Fig.S5: Male db/db mice were fed with the MCD diet or control (AL) diet for 4 
weeks. Silencing of PIAS4 was mediated by lentivirus as described under 
Methods. (A) Levels of ALT were measured by ELSA. (B) H&E staining was 
performed as described under Methods. *, p＜.05 (C) HIC1 binding to the 
SIRT1 promoter was evaluated by ChIP using liver homogenates. 
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Fig.S6: Male db/db mice were fed with the MCD diet or control (AL) diet for 4 
weeks. Silencing of PIAS4 was mediated by lentivirus as described under 
Methods. (A, B) Levels of pro-inflammatory mediators in the liver were 
examined by qPCR and ELISA.  
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Fig.S7: (A, B) HSC-T6 cells were transfected with indicated siRNAs followed 
by treatment with high glucose and/or NAM. Expression of pro-fibrogenic 
genes was measured by qPCR (A). Binding of Smad3 to pro-fibrogenic gene 
promoters was determined by ChIP (B). 
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Fig.S8: (A, B) HSC-T6 cells were transfected with indicated siRNAs followed 
by treatment with high glucose. Expression of pro-fibrogenic genes was 
measured by qPCR (A). Binding of Smad3 to pro-fibrogenic gene promoters 
was determined by ChIP (B). 
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Fig.S9: (A) Primary hepatic stellate cells were transfected with indicated 
siRNAs followed by treatment with glucose, NAM, and/or EX-527. Whole cell 
lysates were immunoprecipitated with anti-SMAD3 and the precipitated 
immune complex (eluate) was separated by SDS-PAGE gel electrophoresis. 
Western blotting was performed with indicated antibodies. 10% of the starting 
material was included as input. (B) Primary hepatic stellate cells were 
transfected with indicated siRNAs followed by treatment with glucose. Whole 
cell lysates were immunoprecipitated with anti-SMAD3 and the precipitated 
immune complex (eluate) was separated by SDS-PAGE gel electrophoresis. 
Western blotting was performed with indicated antibodies. 10% of the starting 
material was included as input. 
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