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Figure S1  Transgene (human nuclear SREBP-1c) expression in brain and pancreatic 

islets of transgenic mice under rat insulin promoter I 

  (A)  mRNA levels of the human and mouse SREBP-1c on brain fractions and pancreatic 

islets from male age-matched (15-18 weeks-old) WT-Control or TgRIP-SREBP-1c mice as 

estimated by real-time PCR.  hSREBP-1c levels were calculated as copy numbers.  (B)  

mRNA levels of NPY, IRS-2, and FAS on the indicated tissues from the indicated mice as 

estimated by real-time PCR.  * p < 0.01 (vs WT-Control mice).  N.D; not detectable.  

(C)  Analysis of food intake from male 8 weeks-old or 24 weeks-old mice over 24 hrs 

using metabolic cage system.  Results are expressed by mean ± SEM.  Studies were 

performed in triplicate from three to four mice per replicate. 
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Figure S2 

 

Figure S2  DNA sequences of mouse granuphilin promoter 

  Mouse granuphilin promoter sequences.  The consensus sequences of transcriptional 



factors are underlined (dotted: potential consensus). 
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Figure S3  Effects of adenovirus-mediated over-expression and knockdown of 

granuphilin on insulin secretion in murine pancreatic islets 

  Islets were isolated from male C57BL/6 mice (10 weeks-old) and were infected with 

adenoviral-GFP, -granuphilin-a or -granuphilin-RNAi (RNAi-784, -1955) (500 MOI) for 48 

hrs.  (A)  Immunoblot analysis on total proteins of the islets with antibody against mouse 

granuphilin, and α-tubulin as a loading control.  (B)  mRNA level of granuphilin from 

the islets as estimated by real-time PCR.  (C)  LG-, HG-, and KCl-stimulated insulin 

secretion in the islets treated with adenoviral-GFP (white bars), -granuphilin-a (black bars), 

-LacZ-RNAi (light grey bars), and –granuphilin-RNAi-784 (dark grey bars).  * p <0.05 

(vs GFP) and # p < 0.05 (vs LacZi).  (D)  Cellular insulin contents from the islets.  (E)  

Cellular ATP/ADP ratio from the islets.  Results were normalized to cellular DNA content 

(C and D) and are expressed by mean ± SEM.  Studies were performed in triplicate with 

sets of islets pooled from three to four mice per replicate. 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



 
Figure S4 
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Figure S4  Gene expression profiles 

  (A)  mRNA levels of the fusion machinery for exocytosis of insulin granules and 

SREBP-1c target genes from WT-Control or TgRIP-SREBP-1c mice islets as estimated by 

real-time PCR.  * p < 0.01 (vs WT-LacZi).  (B)  mRNA levels of indicated genes from 

C57BL/6 or KK-Ay mice islets as estimated by real-time PCR.  * p < 0.01 (vs 

C57BL/6-LacZi).  (C)  mRNA levels of indicated genes from C57BL/6 or ob/ob mice 

islets as estimated by real-time PCR.  * p < 0.01 (vs C57BL/6-LacZi).  (D)  mRNA 

levels of indicated genes from diet-inducibed obese (DIO) mice islets as estimated by 

real-time PCR.  * p < 0.01 (vs MF-LacZi).  (E)  mRNA levels of indicated genes from 

SREBP-1-null (SREBP-1(-/-)) and wild-type littermate (SREBP-1 (+/+)) mice islets as 

estimated by real-time PCR.  * p < 0.01 (vs wild-type littermate (SREBP-1 

(+/+))-Control).  (F)  mRNA levels of indicated genes from PA-treated or control islets as 

estimated by real-time PCR.  * p < 0.01 (vs Control-LacZi).  Each islets were infected 

with adenoviral-LacZ-RNAi (LacZi) or -granuphilin-RNAi (Granu-RNAi) (500 MOI) for 

48 hrs.  Results are expressed by mean ± SEM.  Studies were performed in triplicate with 

sets of islets pooled from three to four mice per replicate. 

 

 

 

 

 

 

 

 

 

 

 

 



 

Figure S5 
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Figure S5  Effects of knockdown of SREBP-1 on insulin secretion in pancreatic islets 

from different diabetic model mice 

  Islets were isolated from male C57BL/6 mice, KK-Ay or ob/ob mice (10 week-old) and 

were infected with adenoviral-LacZ RNAi (LacZi-Ad) or SREBP-1 RNAi (500 MOI) for 

48 hrs.  (A)  LG-, HG-, and KCl-stimulated insulin secretion in the indicated islets; 

C57BL/6-LacZi (white bars), KK-Ay-LacZi (black bars), KK-Ay-SREBP-1-RNAi (grey 

bars).  * p <0.05 (vs C57BL/6-LacZi).  (B)  Immunoblot analysis of SREBP-1 and 

mouse granuphilin from the indicated islets with α-tubulin as a loading control.  (C)  LG-, 

HG-, and KCl-stimulated insulin secretion in the indicated islets; C57BL/6-LacZi (white 

bars), ob/ob-LacZi (black bars), ob/ob-SREBP-1-RNAi (grey bars).  * p <0.05 (vs 

C57BL/6-LacZi).  (D)  Immunoblot analysis of SREBP-1 and mouse granuphilin from 

the indicated islets with  α-tubulin as a loading control.  Results were normalized to 

cellular DNA content (A and C) and are expressed by mean ± SEM.  Studies were 

performed in triplicate with sets of islets pooled from three to four mice per replicate. 
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