g

G L p B I 0 Peptides, Inhibitors, Agonists

Good Laboratory Practice Bioscience

Product Data Sheet

Product Name: Imatinib (STI571)

Cat. No.:

GC10314

Chemical Properties

Cas. No.

Chemical
Name

SMILES

Formula

Solubility

General
tips

Shipping
Condition

152459-95-5

4-[(4-methylpiperazin-1-yl)methyl]-N-[4-methyl-3-[(4-pyridin-3-ylpyrimidin-2-yl)amino]ph
enyl]benzamide

CC1=C(C=C(C=C1)NC(=0)C2=CC=C(C=C2)CN3CCN(CC3)C)NC4=NC=CC(=N4)C5=
CN=CC=C5

CogH31N70 M.Wt 493.6

> 24.68mg/mL in DMSO ;< Storage  Store at -20°C
0.1mg/mL in water

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

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

Caution: Product has not been fully validated for medical applications. For research use only.
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Protocol

Kinase experiment [1]:
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Binding assays

The kinase domains of Kdr, Flt-1, c-Met, and Tek were expressed in High Five
cells using the Bac-to-Bac expression system. The proteins were then purified to
near homogeneity by standard chromatographic techniques. Kinase inhibition
was measured by detecting the decrease in phosphorylation of poly(Gilu, Tyr)
essential for the epidermal growth factor receptor. The in vitro kinase assays
were carried out under optimized assay conditions (ATP concentration; Km). To
determine whether Jak-2 was inhibited by STI1571, 32Dp210 Bcr-Abl-expressing
cells were serum starved for 8 h, and then stimulated for 10 min with 10% WEHI-
3B-conditioned medium (IL-3 source). Nonidet P-40 lysates were prepared, and
500 mg of lysate was immunoprecipitated with either anti-dak-2 antibodies (5 m [;
Upstate Biotechnology), or anti-Abl antibodies (20 ml K12), overnight at 4°C.
Immunoprecipitates were bound to protein G Sepharose for 1 h, washed three
times with PBS, and then with kinase buffer (20 mM Tris, pH 7.5, 10 mM MgCI2 ,
10 mM sodium vanadate, 1 mM dithiothreitol). Kinase assays were performed
with or without 10 mM STI571, run on a 10% acryl-amide gel, and exposed on a
phosphorimager.

Cell experiment [1]:

Cell lines

Preparation method

Swiss 3T3 cells, MO7e cells

The solubility of this compound in DMSO is >24.7mg/mL. General tips for
obtaining a higher concentration: Please warm the tube at 37 °C for 10 minutes
and/or shake it in the ultrasonic bath for a while. Stock solution can be stored
below -20°C for several months.

Reacting condition 0-10 pM, 90 min, 37°C

Caution: Product has not been fully validated for medical applications. For research use only.
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Pretreatment of Swiss 3T3 cells with STI571 caused a dose-dependent inhibition
of PDGF-AA-stimulated PDGF receptor phosphorylation with an IC50 value of ~
0.1 pM. Treatment of MO7e cells with SCF in the presence of STI571 dose-
dependently inhibited SCF-stimulated tyrosine phosphorylation with an IC50
value of ~0.1 pM. STI571 inhibited PDGF-BB-stimulated A10 cell proliferation
with an IC50 value of 0.2 pM.

Applications

Please test the solubility of all compounds indoor, and the actual solubility may
Other notes slightly differ with the theoretical value. This is caused by an experimental
system error and it is normal.

References:
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transduction mediated by c-kit and platelet-derived growth factor receptors. The journal of
pharmacology and experimental therapeutics. 2000, 295(1): 139-145.

Background

Imatinib is an inhibitor of protein-tyrosine kinase with IC50 values of 0.1, 0.1 and 0.025uM,
respectively against PDGF receptor, c-Kit and Abl [1].

The type 3 group of receptor tyrosine kinases includes PDGFR, CSF-1R, Flt-3, c-Kit and so on.
PDGFRs are found in normal tissues, cells as well as some tumors. It is associated with several
nonmalignant proliferative diseases. In vitro assays show that Imatinib can inhibit both PDGF-AA and
PDGF-BB stimulated PDGF receptor phosphorylation. Imatinib is also found to inhibit the
phosphorylation of c-Kit, another kinase which mediates the growth of a number of tumors. Imatinib
inhibits the phosphorylation of these kinases without effecting the expression of them. Some other
kinases of the type 3 group (such as Fms and FIt-3) can’t be inhibited by Imatinib, suggesting a
selectivity of Imatinib. In addition, Imatinib is shown to significantly inhibit the Bcr-Abl tyrosine kinase
both in cell-based assay and in vitro kinase assay. Moreover, as a downstream pathway of PDGF-
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mediated signals, MAP kinase activation can also be effected in rat A10 smooth muscle cells [1].

References:

[1] Elisabeth Buchdunger, Catherine L. Cioffi, Norman Law, David Stover, Sayuri Ohno-Jones, Brian
J. Druker And Nicholas B. Lydon. Abl protein-tyrosine kinase inhibitor sti571 inhibits in vitro signal
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