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BRD4 Inhibitor-20 is a potent orally active bromodomain protein 4 (BRD4) inhibitor. BRD4 Inhibitor-20 has

inhibitory activity for BRD4 (BD1) and BRD4 (BD2) with IC50 values of 19 nM and 28 nM, respectively.

Description
BRD4 Inhibitor-20 also has anti-proliferation activities in cancer cell lines. BRD4 Inhibitor-20 can be used
for the research of kinds of cancer, such as colon cancer[1].
BRD4 BDI BRD4 BD2 BRD2 (BD1)  BRD2 (BD2)
IC50 & Target
19 nM (ICs0) 28 nM (ICs0) 24 nM (ICs0) 18 nM (ICs0)
BRD4 Inhibitor-20 (compound 12j) exhibits excellent BRD4 inhibitory activities (BD1, IC50=19 nM; BD2,
1C50=28 nM) and inhibitory activities against BRD2 (BD1, IC50=24 nM; BD2, IC50=18 nM)[1].
BRD4 Inhibitor-20 (0.5, 2.5, 5.0 uM; 24 h) reduces the expression of c-Myc[1].
BRD4 Inhibitor-20 (72 h) has anti-proliferation potency with IC50 values of 4.75 uM, 1.35 uM and 44.07
uM in HT-29, HL-60 and WI-38 cells, respectively[1].
BRD4 Inhibitor-20 (2.5, 5.0, 10.0 uM; 24 h) can arrest the cell-cycle progression of HT-29 cells into the G1
phase[1].
Western Blot Analysis[1]
Cell Line: HT-29 cells
Concentration: 0.5,2.5,5.0 uM
Incubation Time: 24h
Result: Displayed profound inhibitory effects on c-Myc protein expression.
In Vitro Cell Proliferation Assay[1]
Cell Line: HT-29, HL-60 and WI-38 cells
Concentration:
Incubation Time: 72h
Result: Possessed strong anti-proliferative activity and weak toxicity.
Cell Cycle Analysis[1]
Cell Line: HT-29 cell lines
Concentration: 2.5,5.0,10.0 yM
Incubation Time: 24 h
Result: Arrested the cell-cycle progression of the cell line into the G1 phases
and the percentage of cells in G1 phase after treatment under
concentrations of 2.5, 5.0 and 10.0 uM were 85.98%, 86.49% and
86.05%, respectively.
BRD4 Inhibitor-20 (compound 12j) (i.v., 5 mg/kg; p.o, 15mg/kg) exhibits favorable oral pharmacokinetic
propertie[1].
Animal Model: rats[1]
In Vivo
Dosage: 5 mg/kg, 15 mg/kg
Administration: intravenous dosing (iv) or oral dosing (po)

Result: PK Parameters iv (5 mg/kg) po (15 mg/kg)
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Cumax(pg/L) - 2175
Tmax(h) - 1
ti2(h) 1.56 3.59
CL./F (L/h/kg) 0.68 1.03
AUCo-(ug/L*h) 7296 14384
AUCo—(ng/L*h) 7340 14600
F (%) - 66%
o S0
Solvent&Solubility DMSO H MRS : 125 mg/mL (348.76 mM; HH BIVE (<60°C); WRIZM DMSO 7= i A AR A
R, 1A EOT & # DMSO)
Solvent Mass
1 mg 5mg 10 mg
Concentration
Preparing 1 mM 2.7901 mL 13.9505 mL 27.9010 mL
Stock Solutions 5 mM 0.5580 mL 2.7901 mL 5.5802 mL
10 mM 0.2790 mL 1.3951 mL 2.7901 mL
VAR AN IR AR P DV AR B S @ R IR 2 — BRI, TR AR IRAE,
2 VR R R i R e
i R A7 7 AR . -80°C, 6 months; -20°C, 1 month (protect from light). -80°C fif£ i, 57E 6
MHWE, -20°C g 7Ry, WHEE 1A .
[1]. Yu Xu, et al. Design, synthesis and biological evaluation of indole-2-one derivatives as potent BRD4
B inhibitors. Eur J Med Chem. 2020 Dec 15;208:112780.
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AT FE 1 mg 5 mg 10 mg 25 mg
WAUEER
W
1 mM 2.7901 mL 13.9505 mL 27.9010 mL 69.7525 mL
5mM 0.5580 mL 2.7901 mL 5.5802 mL 13.9505 mL
10 mM 0.2790 mL 1.3951 mL 2.7901 mL 6.9753 mL
15 mM 0.1860 mL 0.9300 mL 1.8601 mL 4.6502 mL
DMSO 20 mM 0.1395 mL 0.6975 mL 1.3951 mL 3.4876 mL
25 mM 0.1116 mL 0.5580 mL 1.1160 mL 2.7901 mL
30 mM 0.0930 mL 0.4650 mL 0.9300 mL 2.3251 mL
40 mM 0.0698 mL 0.3488 mL 0.6975 mL 1.7438 mL
50 mM 0.0558 mL 0.2790 mL 0.5580 mL 1.3951 mL
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60 mM 0.0465 mL 0.2325 mL 0.4650 mL 1.1625 mL
80 mM 0.0349 mL 0.1744 mL 0.3488 mL 0.8719 mL
100 mM 0.0279 mL 0.1395 mL 0.2790 mL 0.6975 mL
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