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Supplementary Figure 1. Inverse association of gluconeogenic gene expression with insulin 
signaling in the liver 
(A) Insulin signaling analyzed by western blotting (n = 3), and (C, D) gluconeogenic gene expression 
analyzed by RT-PCR (n = 4), after ad libitum access to food for 6 hours following 24-hours of denial of 
access to food. Values are the mean ± SE. *P < 0.05, **P < 0.01 compared to fasting for 24 hours (refed 
0h). 
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Supplementary Figure 2. Generation of SGLT2-cre Tg mice 
(A) The scheme of the transgene construct in SGLT2-cre Tg mice. (B, C) Analysis of Cre recombinase 
expression after crossing with ROSA26-LacZ mice: (B) macroscopic view of β-gal-stained tissues 
(green), and (C) microscopic view of a representative β-gal (green) and PAS (pink, indicating brush 
borders of the PTs) co-stained section of the cortex. 
(D-G) Metabolic phenotypes of SGLT2-cre mice: (D) body weight and blood glucose levels after a 
period of ad l ibitum access to food; (E-G) blood glucose levels after (E) glutamine challenge, (F) 
pyruvate challenge and (G) insulin challenge after 6 hours of denial of access to food (n = 4–5). Values 
are the mean ± SE. 
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Supplementary Figure 3. Analysis of SIRS1/2DKO mice 
(A) Analysis of 24-hour urine samples (n = 10). (B) A representative HE-stained section of the renal 
cortex. (C) Blood glucose levels after oral glucose challenge following 16 hours of denial of access to 
food (n = 10–14). Values are the mean ± SE. 
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Supplementary Figure 4. Metabolic phenotypes of SIRS1 KO mice and SIRS2 KO mice 
(A-F) Findings from a metabolic study in (A-C) SIRS1 KO mice, and (D-F) SIRS2 KO mice; blood 
glucose levels after (A, D) glutamine, (B, E) pyruvate, and (C, F) insulin administration after 6 hours of 
denial of access to food (n = 10–12). Values are the mean ± SE. 
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Supplementary Figure 5. Gluconeogenic gene expression in model mice of hyperglycemia 
(A, B) Akita mice were administered PHZ in a period of ad libitum access to food: (A) Blood glucose 
and serum insulin levels, and (B) gluconeogenic gene expression in the renal cortex analyzed by RT-
PCR (n = 8–9). Values are the mean ± SE. **P < 0.01 compared to control mice. †P < 0.05, ††P < 0.01 
compared to PHZ-untreated Akita mice. 
 

 
 


