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Description

Fasiglifam (TAK-875) is a potent, selective and orally bioavailable GPR40 agonist with EC50 of 72 nM.

IC50 & Target

EC50: 72 nM (GPR40)

In Vitro

Fasiglifam (TAK-875) (0.01-10 pM) produces a concentration-dependent increase in intracellular IP
production in CHO-hGPR40, with EC5, of 0.072 uM. Fasiglifam (TAK-875) (0.1-10 uM) dose-dependently
augments intracellular IP  production in CHO cells[1]. Fasiglifam (TAK-875) (3-30 uM)
concentration-dependently augments [Ca?*].. In the presence of 10 mM glucose, TAK-875 (0.001-10 uM)

dose-dependently stimulats insulin secretion from INS-1 833/15 cells[2].

In Vivo

Fasiglifam (TAK-875) (10 mg/kg, p.o.) increases plasma insulin levels in ZDF rats. Fasiglifam (TAK-875)
(30 mg/kg, p.o.) improves fasting hyperglycemia without affecting fasting normoglycemia. Fasiglifam
(TAK-875) at 30 mg/kg, which is a 3- to 10-fold higher dose compared with the dose that improved glucose
tolerance in diabetic rats, does not alter fasting glucose levels in SD rats with normal glucose homeostasis.
Likewise, Fasiglifam (TAK-875) does not significantly alter insulin secretion in SD rats with normal fasting

glucose levels [1].

Solvent&Solubility

In Vitro:
DMSO : 2 128 mg/mL (243.98 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 1.9061 mL 9.5305 mL 19.0611 mL
Stock Solutions 5mM 0.3812 mL 1.9061 mL 3.8122mL

10 mM 0.1906 mL 0.9531 mL 1.9061 mL
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1K IR IEAER:  10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (4.77 mM); Clear solution
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2R IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 2.5 mg/mL (4.77 mM); Clear solution

JEJT A3 2 2.5 mg/mb (4.77 mM, HURIEEARSN) AOFE .

PL 4 mL TAER ], B 100 pL 25.0 mg/mL 95 DMSO %8N 900 uL 20% ¥ SBE-B-CD £
KA, IREIA .

AT IR IR 10% DMSO  —~90% corn oil

Solubility: = 2.5 mg/mL (4.77 mM); Clear solution

BET7RTIERAT 2 2.5 mg/mL (4.77 mM, YERIREAREN) BRI, BT RANE F T SRR TR A B R
PR

Bl mL TAER 6], B 100 pL 25.0 mg/mL [93#5% DMSO fi§ &% 900 L Fkiheh, REe#4.
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INS-1 832/13 cells are suspended in RPMI medium and seeded in a 96-well plate at a density of
2x10* cells/well; 1% BSA and 0.1% DMSO alone (control), palmitic acid (10, 100, and 1000 uM),
oleic acid (10, 100, and 1000 uM), or Fasiglifam (TAK-875: 1, 10, and 100 uM) is added to the plate.
After 72-h culture, medium is discarded, and cells are preincubated for 2 h with KRBH containing 1
mM glucose and 0.2% BSA at 37°C. After discarding of the preincubation buffer, KRBH containing 1
or 20 mM glucose and 0.2% BSA is added, and the plate is further incubated for 2 h. The insulin
Cell Assay concentration in the supernatant is measured as described above. To measure intracellular insulin

content, INS-1 832/13 cells are exposed to 1% BSA and 0.1% DMSO alone (control), palmitic acid
(1000 pM), oleic acid (1000 pM), or Fasiglifam (TAK-875) (100 pM) with 1% BSA and 0.1% DMSO.
After incubation, cells are washed once with phosphate-buffered saline, and acid-ethanol solution is
added to each well, followed by sonication on ice. Intracellular insulin is extracted by overnight
incubation at —30°C, followed by separation of supernatant by centrifugation at 12,000 rpmx5 min at

4°C. [1]

At 18 weeks of age, the N-STZ-1.5 rats are fasted overnight and orally given vehicle (0.5%
methylcellulose) or Fasiglifam (TAK-8751, 3, and 10 mg/kg). Sixty minutes later, all animals receive
an oral glucose load (1 g/kg). Blood samples are collected from the tail vein before drug

administration, before glucose load (time 0), and 10, 30, 60, and 120 min after the glucose load.
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Animal Administration

Plasma glucose and insulin levels are measured with an AutoAnalyzer 7080 and
radioimmunoassay, respectively. To see the effects of Fasiglifam (TAK-875) on fasting
normoglycemia and hyperglycemia, SD rats (8 weeks old) or ZDF and ZL rats (12 weeks old) are
fasted overnight and orally given vehicle (0.5% methylcellulose), Fasiglifam (TAK-875) (10 or 30
mg/kg), nateglinide (50 mg/kg), or glibenclamide (10 mg/kg). Blood samples are collected from the
tail vein before drug administration (time 0) and 0.5, 1, 2, and 3 h (SD rats) and 0.5, 1,2, 4, and 6 h
(ZDF and ZL rats) after drug administration, and plasma glucose and insulin levels are measured as

described above. [1]
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