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Product Name:

Cat. No.:

BMS 986120
GC18717

Chemical Properties

Cas. No.

Chemical
Name

SMILES

Formula

Solubility

General
tips

Shipping
Condition

Structure

Protocol

1478712-37-6

2-methoxy-6-[6-methoxy-4-[[5-methyl-2-(4-morpholinyl)-4-thiazolyllmethoxy]-2-benzofur
anyl]-imidazo[2,1-b]-1,3,4-thiadiazole

COC1=CC2=C(C=C(C3=CN4C(SC(OC)=N4)=N3)02)C(OCC5=C(C)SC(N6CCOCCH)=
N5)=C1

M. Wt 513.6

Co3H23N505S2

DMSO : 3.33 mg/mL (6.48 mM;
ultrasonic and warming and heat to
80°C)

Storage Store at -20°C

For obtaining a higher solubility , please warm the tube at 37 °C and shake it in the
ultrasonic bath for a while.Stock solution can be stored below -20°C for several months.

Evaluation sample solution : ship with blue ice All other available size: ship with RT , or
blue ice upon request.
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Cell experiment [1]:
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Cell lines MEG-01 cells

Cells were stained with calcein-AM (1pg/mL) and pretreated with 10pM of BMS
986120, and then activation peptides selective for protease-activated receptor 1
(PAR1-AP) (100uM), PAR4-AP (100puM), or thrombin (0.1U/mL) were applied for
30 min.

Preparation Method

Reaction
10pM; 30min
Conditions H
PAR1 and PAR4 activation significantly reduced the circularity of MEG-01 cells,
Applications and the reduction in circularity by PAR1 and PAR4 was completely blocked by
pretreatment with BMS 986120, respectively.

Animal experiment [2]:

Animal models Monkey

In the BMS 986120 study, 32 monkeys were randomly assigned in a blinded
fashion to one of four groups, with eight subjects per group: (i) vehicle, (i) BMS
986120 (0.2mg/kg), (iii) BMS 986120 (0.5mg/kg), and (iv) BMS 986120
(1mg/kg). On the day of the experiment, monkeys were dosed orally by gavage
with BMS 986120 or vehicle [40:60 (w/w) d-a-tocopheryl polyethylene glycol
1000 succinate (TPGS)/polyethylene glycol 400 (PEG-400)] at 2ml/kg. Two
hours after the last oral dose, blood samples were collected for the
measurement of platelet aggregation and concentration of BMS 986120. At the
end of the experiment, blood samples were collected for the determination of
whole-blood platelet aggregation [agonists: 20uM ADP, collagen (5pg/ml), 18uM
PAR1-AP, and 1.56 to 400uM PAR4-AP], clotting times, and plasma
concentration of BMS 986120.

Preparation Method
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Dosage form 0.2mg/kg; 2h, 4h, 24h; orally by gavage

In blood obtained before oral administration of BMS 986120 (before treatment),
all three PAR4-AP concentrations generated maximal aggregation. At 2 and 4
hours after BMS 986120 dosing, the inhibition of platelet aggregation induced by
Applications 6.25uM PAR4-AP was near complete, but the aggregation response to 25uM
PAR4-AP was unaffected. Consistent with reversible binding to the receptor, the
platelet aggregation responses returned to pretreatment baseline by 24 hours in
all BMS 986120-treated animals, with drug concentrations dropping below 1nM.
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Background

BMS 986120 is a compound specifically targeting protease-activated receptor 4 (PAR4), which
comparably inhibited platelet aggregation (PA) induced by activation peptides selective for PAR4
(PAR4-AP) in human and monkey blood in vitro (ICgq of 9.5+2.7 and 2.1+£0.4nM, respectively) [1-2],

BMS 986120 demonstrated excellent antithrombotic efficacy and minimal bleeding time prolongation
in monkey models relative to the clinically important antiplatelet agent clopidogrel and provides a

potential opportunity to improve the standard of care in the treatment of arterial thrombosislS],

In vitro, when MEG-01 cells were pretreated with 10pM BMS 986120 for 30 minutes, the reduction in
circularity induced by protease-activated receptor 1 (PAR1) and PAR4 was found to be completely

blocked[4l. The blood was treated with BMS 986120 at concentrations of 0.01, 0.1, and 1pM for 15,
30, and 60 minutes, and BMS 986120 inhibited PAR4-AP-induced platelet activation in a

concentration- and time-dependent mannerl®].

In vivo, BMS 986120, administered to Traumatic brain injury (TBI)-injured mice (1mg/kg, 2mg/kg;
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intragastrically), was found to significantly ameliorate the TBI-induced neuronal damage in micel®l. In
monkeys, administration of BMS 986120 at a dose of 0.2mg/kg via oral gavage resulted in reversible
inhibition of platelet aggregation and reduction of thrombus weight, with effects returning to baseline

within 24 hours after the last dose[7].
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