
Product Name: ONC206
Cat. No.: GC38935

Chemical Properties

Cas. No. 1638178-87-6

SMILES O=C1N(CC2=CC=C(F)C=C2F)C3=NCCN3C4=C1CN(CC5=CC=CC=C5)CC4

Formula C23H22F2N4O M.Wt 408.44

Solubility DMSO: 100 mg/mL (244.83 mM) 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.

Structure

Protocol

Cell experiment [1]:

Cell lines ARK1 and SPEC-2
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Preparation Method

Cells were seeded into 96-well culture plates at a density of 3-5×10 3cells/well
and treated with varying concentrations (0, 0.01, 0.1, 1, 2, 5, 20, 50μM) of
ONC206 for 72 hours. MTT (5mg/mL) was added at 5μL/well at the end of
treatment. After 1h of incubation, the MTT reaction was terminated through the
addition of DMSO at 100μL/well. Absorbance was measured at 575nm using a
microplate reader.

Reaction
Conditions

0, 0.01, 0.1, 1, 2, 5, 20 and 50μM; 1h

Applications
ONC206 inhibits the viability of endometrial cancer cells in a dose-dependent
manner.

Animal experiment [2]:

Animal models Female athymic mice

Preparation Method

At 6 weeks of age, ARK1 cells with a density of 4×10 6luciferase labeling were
intraperitoneally injected into female thymus mice to establish tumors. After 2
weeks, the animals were randomized into three groups for treatment with PBS,
ONC201, or ONC206; 100mg/kg ONC201 or ONC206 was administered
intraperitoneally twice per week for 6 weeks. The tumor volumes were
measured and quantified using the IVIS-Lumina XR in vivo imaging system.

Dosage form 100mg/kg; twice per week for 6 weeks

Applications
ONC206 significantly reduces the uterine tumor burden in the mouse model of
xenotransplantation.
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Background

ONC206 is a dopamine D2-like receptor (DRD2/3/4) antagonist belonging to the imipridone class of

drugs, with an IC50 of 0.21μM to 0.32μM [1]. Dopamine receptors belong to the G-protein coupled

receptor family and play an important role in regulating cellular physiological functions. Antagonism of

these receptors by ONC206 can interfere with the transmission of growth signals in tumor cells[2].
ONC206 has demonstrated potential in therapeutic research for various solid and hematological

malignancies, including endometrial cancer, colorectal cancer, acute myeloid leukemia, etc[3].

In vitro, treatment of ARK1 and SPEC-2 cells with ONC206 (0-50μM) for 72 hours significantly

inhibited cell proliferation in a dose-dependent manner via the DRD2/5 and TRAIL/DR5 pathways[4].
Treatment of U87 GBM cells with ONC206 (0.2μM) for 72 hours suppressed GBM cell proliferation,
induced apoptosis, reduced c-myc protein level, inhibited glycolysis and oxidative phosphorylation,

and activated the SOG metabolic pathway[5].

In vivo, intraperitoneal injection of ONC206 (100mg/kg) for 12 days in ARK1-luc cell xenograft mice
significantly delayed tumor growth and disrupted the DRD2-mediated p38MAPK/ERK/PGC-1α
network, leading to metabolic reprogramming, inhibition of glycolysis and oxidative phosphorylation
[6]. Subcutaneous injection of ONC206 (80mg/kg) in Huh7 cells xenograft tumor mice significantly

retarded tumor growth[7].
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