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CCT129202 is an ATP-competitive pan-Aurora inhibitor for Aurora A, Aurora B and
Aurora C with IC50 of 0.042 pM, 0.198 uM and 0.227 uM, respectively. It is less potent to
FGFR3, GSK3pB, PDGFRB, etc.

Aurora Kinase

CCT129202 is an ATP-competitive inhibitor of recombinant Aurora A kinase with a Ki of
49.8 nM. CCT129202 at 1 pM shows high selectivity for Aurora A and Aurora B with 92%
and 60% inhibition, respectively. It inhibits FGFR3 slightly by 27%, and is not active
against CRAF. CCT129202 inhibits proliferation in multiple cultures of human tumor cell
lines with half-maximal growth inhibition (GI50) values ranging from 0.08 pyM for MV4-
11 to 1.7 uM for MDA-MB-157. The effects are in association with increased expression
levels of Aurora A and Aurora B leading to aberrant mitosis. Treatment with CCT129202
(0.7 uM) causes the accumulation of HCT116 cells with =4N DNA content, leading to
apoptosis in a time dependent manner. Application of CCT129202 in HCT116 cells causes
decreased histone H3 phosphorylation and increased p53 protein stabilization, which
are consistent with the inhibition of Aurora B and Aurora A, respectively. CCT129202
induces up-regulation of p21 in HCT116, HT29 and Hela cells in a p53 dependent and
independent manner, which leads to decreased phosphorylation of the Rb protein and
activity of E2F in a concentration-dependent manner. [1]

Administration of CCT129202 at 100 mg/kg in athymic mice bearing s.c. HCT116 colon
cancer xenografts causes ~50% reduction of histone H3 phosphorylation after 30
minutes of treatment, and significantly inhibits tumor growth by 57.7% compared to
control mice after a period of 9 days of treatment. [1]

Inhibition of Aurora Kinases: NH2-terminal glutathione S-transferase (GST)-fusion
recombinant human Aurora A (aa 118-403), Aurora B (full length), and Aurora C (full
length) are expressed in baculovirus, purified, and used in the kinase inhibition assays.
The in vitro kinase assays are performed in kinase buffer (50 mM Tris pH 7.5, 10 mM
NacCl, 2.5 mM MgCl2 and 1 mM DTT) containing y-32P-ATP, Aurora kinase and different
concentrations of CCT129202. The reactions are incubated for 30 minutes at 30 °C and
stopped by adding sample buffer. The reactions are separated on Novex Tris-Glycine
gels and dried on a vacuum gel drier at 80 °C for 1 hour before exposure to Kodak-
Biomax XR film. The concentration of CCT129202 that inhibits Aurora kinases by 50% is
calculated representing IC50 value.
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A DRUG SCREENING EXPERT

Cell Research Cells are treated with a range of 0 to 50 uM of CCT129202 for 72 hours. Cell proliferation
is analyzed with the colorimetric 3-(4,5-dimethylthiazol-2-yl)-2,5-diphenyltetrazolium
bromide (MTT) assay. The absorbance is measured at 570 nm using the Wallac
VICTOR2TM 1420 Multilabel Counter.(Only for Reference)

Solubility Information

Solubility DMSO0: 9.1 mg/mL (18.31 mM),Sonication is recommended.
(< 1 mg/ml refers to the product slightly soluble or insoluble)

Preparing Stock Solutions

1mg 5mg 10mg
1 mM 2.012 mL 10.060 mL 20.1199 mL
5mM 0.4024 mL 2.012 mL 4.024 mL
10 mM 0.2012 mL 1.006 mL 2.012mL
50 mM 0.0402 mL 0.20712 mL 0.4024 mL

Please select the appropriate solvent to prepare the stock solution, according to the solubility of the product in
different solvents. Please use it as soon as possible.

Note: The dilution table applies only to solid products. For liquid products, please calculate the stock solution based
on the stated concentration and/or density.

Reference
Chan F, et al. Mol Cancer Ther. 2007, 6(12), 3147-3157.
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