
Product Name: CB-5339
Cat. No.: GC20117

Chemical Properties

Cas. No. 1863952-15-1

Chemical
Name

1-(4-(benzylamino)-5,6,7,8-tetrahydropyrido[2,3-d]pyrimidin-2-yl)-2-methyl-1H-indole-4-
carboxamide

SMILES O=C(N)C1=CC=CC2=C1C=C(C)N2C3=NC(NCC4=CC=CC=C4)=C(CCCN5)C5=N3

Formula C24H24N6O M.Wt 412.49

Solubility DMSO : 41.67 mg/mL Storage Store at -20°C

General
tips

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

Shipping
Condition

Evaluation sample solution : ship with blue ice All other available size: ship with RT , or
blue ice upon request.
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Structure

Protocol

Cell experiment [1]:

Cell lines HCT-116 cells

Preparation Method

HCT-116 cells (2000 cells per well) were seeded in 96-well cell culture plates at
a volume of 90μl per well, and cultured at 37°C with 5% CO2 for 24 hours. CB-

5339 was dissolved in DMSO (concentration less than 0.1%) and diluted to
different concentrations (0, 0.1, 0.5, 1, 2, 4, 6, 8, and 10μM). Then, different
concentrations of CB-5339 were incubated with the cells together under 37°C
and 5% CO2 conditions. After 72 hours of treatment, the absorbance at 450 nm

was measured to determine the cell viability.
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Reaction
Conditions

0, 0.1, 0.5, 1, 2, 4, 6, 8, and 10μM; 72h

Applications
CB-5339 treatment significantly inhibited the viability of HCT-116 cells in a dose-
dependent manner.

Animal experiment [2]:

Animal models Male NSG mice

Preparation Method

Male NSG mice were raised under standard conditions. 2×105 MLL-AF9 cells
were injected into the tail veins of 8-week-old male NSG mice. After confirming
the successful establishment of the xenograft model, the mice were randomly
divided into two groups and treated with CB-5339 (90mg/kg/day; p.o.) or normal
saline (0.5% methylcellulose) for 4 days. Then, peripheral blood samples of the
mice were collected for analysis.

Dosage form 90mg/kg/day for 4 days; p.o.

Applications
CB-5339 treatment decreased circulating leukemic cells and prolonged mice
survival.
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CB-5339 is a potent and selective, orally bioavailable small molecule inhibitor of valosin containing

protein (VCP)/p97, with an IC50 value of 9nM[1]. CB-5339 targets the D2 ATPase domain of p97,

effectively inhibiting p97 function, triggering the accumulation of ubiquitinated proteins, and inducing

proteotoxic stress[2]. CB-5339 has been widely used as an anti-cancer agent to inhibit the

proliferation of solid tumors and hematological tumors[3].

In vitro, CB-5339 treatment for 72 hours significantly inhibited the proliferation of HCT-116 cells, with

an IC50 value of 0.7±0.07μM[4]. After 48 hours of treatment with CB-5339, the viability of 17-71 cells

and DH82 cells was significantly inhibited, with IC50 values of 188nM and 486nM, respectively [5].

Treatment with 2μM CB-5339 for 7 days significantly induced senescence in RBE cells[6].

In vivo, CB-5339 treatment (90mg/kg; p.o.) for 4 days reduced the number of circulating leukemia

cells in the MLL-AF9 syngeneic mouse model and prolonged the survival time of the mice[7]. CB-
5339 (50mg/kg/day; p.o.) combined with venetoclax (30mg/kg/day; p.o.) for 3 weeks significantly
reduced the acute myelocytic leukemia (AML) burden in NSG mice, and increased the median

survival time and overall survival time, without causing obvious toxicity[8].
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