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EX /e

Tofogliflozin hydrate (CSG-452 hydrate) is a potent and highly specific sodium/glucose cotransporter 2

(SGLT2) inhibitor with an IC50 of 2.9 nM and Ki values of 2.9 nM, 14.9 nM, and 6.4 nM for human, rat, and

Description
mouse SGLT2[1]. Tofogliflozin partially inhibits high glucose-induced reactive oxyen species (ROS)
generation in tubular cells[2].

IC5¢ & Target IC50: 2.9 nM (SGLT2); Ki: 2.9 nM ( human SGLT2), 14.9 nM (rat SGLT2), and 6.4 nM (mouse SGLT2)[1]
Tofofloxacin (3-30 nM; 24 hours; tubular epithelial cells) treatment inhibits the oxidative stress generation
and monocyte chemoattractant protein-1 (MCP-1) gene expression in tubular cells induced by high
glucose|2].

Tofofloxacin (3-30 nM; 8 days; tubular epithelial cells) treatment inhibits the apoptotic cell death induced by
high glucose[2].
RT-PCR][2]
Cell Line: Tubular epithelial cells
In Vitro Concentration: 3 nM and 30 nM
Incubation Time: 24 hours
Result: Inhibited MCP-1 gene expression in tubular cells induced by high glucose exposure.
Apoptosis Analysis[2]
Cell Line: Tubular epithelial cells
Concentration: 3 nMand 30 nM
Incubation Time: 8 days
Result: Inhibited the apoptotic cell death induced by high glucose.
Tofogliflozin (0.1-10 mg/kg; oral administration; once daily; for 4 weeks; db/db mice) treatment improves
hyperglycemia and thereby ameliorated glucose intolerance of the obese diabetic mice[1].
Animal Model: db/db mice[1]
In Vivo Dosage: 0.1 mg/kg, 0.3 mg/kg, 1 mg/kg, 3 mg/kg, or 10 mg/kg

Administration: Oral administration; once daily; for 4 weeks

Observed acute blood glucose reduction, dose-dependently reduced glycated
Result:
hemoglobin, significantly prevented the decrease of IRI levels at doses of 3 and 10

mg/kg, and no difference in food intake or body weight.

In Vitro:
DMSO : 2 100 mg/mL (247.25 mM)
H,0 : 0.33 mg/mL (0.82 mM; Need ultrasonic)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.4725 mL 12.3625 mL 24.7249 mL
Stock Solutions 5 mM 0.4945 mL 2.4725 mL 4.9450 mL
10 mM 0.2472 mL 1.2362 mL 2.4725 mL
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Solvent&Solubility
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In Vivo:
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VISR IR ): 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (6.18 mM); Clear solution

WJTE A4S 2 2.5 mg/mL (6.18 mM, LRI AR (ORI .

B 1 mL TAER A, M 100 L 25.0 mg/mL (%3 DMSO fi## il hi%| 400 L PEG300 ', A5k
] kAR SN 50 L Tween-80, JRAIE]: SRJE4kEIMA 450 pL A BEER/KEA S 1 mL.

25K IF I IR . 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: =2.5 mg/mL (6.18 mM); Clear solution

MWITEARTS = 2.5 mg/mL (6.18 mM, VAR AR H) (R E IR TR

PLmL TAEBCAH], B 100 pL 25.0 mg/mL [f%7E DMSO fif&#n#] 900 pL 20% ¥ SBE-B-CD ‘£
HEAOKBER S, IRES.

AP EINEEFPER]: 10% DMSO  —90% corn oil

Solubility: = 2.5 mg/mL (6.18 mM); Clear solution

T7 SRS 2 2.5 mg/mL (6.18 mM, R ASN) Mo EEI, MTT SRANE F T SRR A A A Bl R
SEHG

PL 1 mL AR, HC 100 pL 25.0 mg/mL (3% DMSO fifi & m#) 900 pL FKH, WA,
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