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P24 FR: TM5275 (sodium)
FEEAI4: TM5275 sodium
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Description

TM5275 sodium is a plasminogen activator inhibitor (PAI-1) with an 1Cs;, of 6.95 uM.

IC50 & Target

IC50: 6.95 uM (PAI-1)[1]

In Vitro

Docking studies shows that TM5275 binds to strand 4 of the A -sheet (s4A) position of PAI-1. TM5275 is a
selective PAI-1 and (up to 100 uM) does not interfere with other serpin/serine protease systems[1].
TM5275 at concentrations of 20 and 100 puM significantly prolongs the retention of tPA-GFP on VECs by
inhibiting  tPA-GFP-PAI-1  high-molecular-weight complex formation. TM5275 enhances the
time-dependent accumulation of plasminogen as well as the dissolution of fibrin clots on and around the
tPA-GFP-expressing cells[2]. Cell viability at 72 h treatment is decreased with 70-100 uM TM5275 in ES-2
and JHOC-9 cells. From 48 h up to 96 h, cell growth is suppressed with 100 yM TM5275. Active PAI-1 in
cell culture media is significantly decreased in cells treated with 100 uM TM5275 compared to control
treatment. TM5275 is suggested to exert anti-proliferative effects in ovarian cancer with high PAI-1

expression[3].

In Vivo

TM5275 exhibits a favorable pharmacokinetics profile and very low toxicity to mice and rats. In rat
thrombosis models. Blood clot weights are significantly lower in rats administered 10 and 50 mg/kg of
TM5275 (60.943.0 and 56.8+2.8 mg, respectively) than in vehicle-treated rats (72.5£2.0mg). The
antithrombotic effectiveness of TM5275 (50 mg/kg) is equivalent to that of ticlopidine (500 mg/kg), a
reference antithrombotic compound. Plasma concentration of TM5275 reaches 17.5+5.2 yM after a dose of
10 mg/kg. TM5275 (5 mg/kg) combined with tPA (0.3 mg/kg) significantly enhances the antithrombotic

effect of tPA (0.3 mg/kg) alone and provides a benefit similar to that of a high tPA dose (3 mg/kg)[1].

Solvent&Solubility

In Vitro:
DMSO : =100 mg/mL (183.49 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1 mg 5mg 10 mg
Concentration

Preparing 1 mM 1.8349 mL 9.1746 mL 18.3493 mL
Stock Solutions 5mM 0.3670 mL 1.8349 mL 3.6699 mL
10 mM 0.1835 mL 0.9175 mL 1.8349 mL
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AWK INAEFAT]:  10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: =2.5 mg/mL (4.59 mM); Clear solution

M7 RTFRAS 2 2.5 mg/mL (4.59 mM, ERTEEARA) IS AT

BL 1 mL TAER9%], B 100 uL 25.0 mg/mL [{13#% DMSO fifi#in#] 400 uL PEG300 1, IR&H50
FR kR & mA 50 L Tween-80, R&IIE]: SAJG4REINMA 450 pL AEEEER/KEZA S 1 mL.

2RI IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 2.5 mg/mL (4.59 mM); Clear solution

M7 RTFRAS 2 2.5 mg/mL (4.59 mM, AT ARA) IS AT

Bl mL AR, B 100 uL 25.0 mg/mL [f99%3% DMSO 4% hnE 900 pL 20% f¥] SBE-B-CD “:
HERRAHER T, IREBIA .

A KIF I IR R]: 10% DMSO  —90% corn oil

Solubility: = 2.5 mg/mL (4.59 mM); Clear solution

EJ7 S AERAS 2 2.5 mg/mL (4.59 mM, HARIEEARS) mOREEEI, M7 SRANE T SRER A HTE A A LR
s,

BL1mL TR, B 100 ul 25.0 mg/mL (1755 DMSO &% 900 pL Fokulirdr, WRA#A.
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Cell Assay ES2 cells are treated with DMSO (control) or 100 uM TM5275 for the indicated periods (24, 48, 72,

96 hour). Cell growth is determined by CellTiter-Glo assay[1].

Rats: Thrombus formation in arteriovenous shunts is achieved in male CD rats. Either TM5275 (10
and 50 mg/kg, n=9) or ticlopidine (500 mg/kg, n=6), suspended in 0.5% CMC solution, is
administered orally by gavage 90 mins before the study. Control rats are administered only a 0.5%

CMC solution (n=10). Blood is allowed to circulate through the shunt for 30 mins. The wet weight of

Animal Administration | the thrombus covering the silk thread is eventually measured[1].

Mice: TM5275 is administered orally by gavage to male ICR mice (50 mg/kg). Heparinized blood
samples are collected from the vein before (0 h) and 1, 2, 6, and 24 h after oral drug administration.
Plasma drug concentration is determined on a reverse-phase high-performance liquid

chromatography[1].

Kinase Assay

TM5275 exhibits a favorable pharmacokinetics profile and very low toxicity to mice and rats. In rat
thrombosis models. Blood clot weights are significantly lower in rats administered 10 and 50 mg/kg
of TM5275 (60.9+3.0 and 56.84+2.8 mg, respectively) than in vehicle-treated rats (72.5+2.0 mg). The

antithrombotic effectiveness of TM5275 (50 mg/kg) is equivalent to that of ticlopidine (500 mg/kg), a

reference antithrombotic compound. Plasma concentration of TM5275 reaches 17.5£5.2 uM after a
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dose of 10 mg/kg. TM5275 (5 mg/kg) combined with tPA (0.3 mg/kg) significantly enhances the
antithrombotic effect of tPA (0.3 mg/kg) alone and provides a benefit similar to that of a high tPA

dose (3 mg/kg)[1].
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