
Product Name : PHA767491 HCl
Catalog Number : T6940
CAS Number : 942425-68-5
Molecular Formula : C12H11N3O
Molecular Weight : 213.24

Description: PHA-767491 is an effective ATP-competitive dual Cdc7/CDK9 inhibitor (IC50: 10/34 nM). It has ~20-fold
selectivity against GSK3-β and CDK1/2, 50-fold selectivity against CDK5 and MK2, 100-fold selectivity against CHK2 and
PLK1.

Storage: 2 years -80°C in solvent; 3 years -20°C powder;

Solubility

DMSO 25 mg/mL (100 mM)

water 25 mg/mL (100 mM)

( < 1 mg/ml refers to the product slightly soluble or insoluble )

Receptor (IC50)

Cdc7 10nM

Cdk1 250nM

Cdk2 240nM

Cdk9 34nM

GSK-3β

In vitro Activity
PHA-767491 inhibits proliferation of HCC1954 cells (IC50: 0.64 µM) and Colo-205 cells (IC50: 1.3 µM). PHA-767491 is
effective DDK inhibitors in vitro (IC50: 18.6 nM). PHA-767491 (2 µM) completely abolishes Mcm2 phosphorylation by 24 hours
in HCC1954 cells [1]. PHA-767491 in combination with 5-FU exhibits much stronger cytotoxicity and induces significant
apoptosis manifested by remarkably increased caspase 3 activation and poly(ADP-Ribose) polymerase fragmentation in HCC
cells. PHA-767491 directly counteracts the 5-FU-induced phosphorylation of Chk1 and decreases the expression of the anti-
apoptotic protein myeloid leukemia cell line [2]. PHA-767491 (0-10 µM) time- and dose-dependently decreases glioblastoma
cell viability (IC50: about 2.5 µM) for U87-MG and U251-MG cells.

In vivo Activity
PHA-767491 reduces Chk1 phosphorylation and increases in situ cell apoptosis in tumor tissues sectioned from nude mice
HCC xenografts.

Cell Assay
For assays in 96 well plates 2500 cells are plated per well. After 24 hours, cells are treated with small molecule inhibitors and
incubated for 72 hours at 37°C. Subsequently the cells are lysed and the ATP content is measured as an indicator of
metabolically active cells using the CellTiter-Glo assay. IC50 values are calculated using the GraphPad software. For assays in
six-well plates, 100,000 cells are plated per well. After 24 hours, cells are treated with small molecule inhibitors and incubated for
varying time points. Cells are trypsinized and a suspension is made in 5 mL of phosphate buffered saline. 30 µL of this
suspension is mixed with 30 µL of CellTiter-Glo reagent followed by a 10-minute incubation at room temperature. Luminescence
is measured using EnVision 2104 Multilabel Reader and BioTek Synergy Neo Microplate Reader.
Cell line:

Kinase Assay
20 ng of purified human DDK is pre-incubated with increasing concentrations of each DDK inhibitor for 5 min. Then 10 µCi (γ)-
32P ATP and 1.5 µM cold ATP are added in a buffer containing 50 mM Tris-HCl (pH 7.5), 10 mM MgCl2, and 1 mM DTT and
incubated for 30 min at 30°C. The proteins are denatured in 1X Laemmli buffer at 100°C followed by SDS-PAGE and
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autoradiography on HyBlot CL film. Auto-phosphorylation of DDK is used as an indicator of its kinase activity. 32P-labeled
bands are quantified using ImageJ and the IC50 values are calculated using GraphPad.
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FOR RESEARCH PURPOSES ONLY. NOT FOR DIAGNOSTIC OR THERAPEUTIC USE.
Information for product storage and handling is indicated on the product datasheet. Targetmol products are stable for long term
under the recommended storage conditions. Our products may be shipped under different conditions as many of them are
stable in the short-term at higher or even room temperatures. We ensure that the product is shipped under conditions that will
maintain the quality of the reagents. Upon receipt of the product, please follow the storage recommendations on the product data
sheet.
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