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Cabozantinib S-malate

Chemical Properties

CAS No. :
Formula:
Molecular Weight:
Appearance:

Storage:

Biological Description

Description

Targets(I1C50)

In vitro

In vivo

Kinase Assay

1140909-48-3 L
C32H30FN3010 m
635.59 A O

no data available Aﬁ

Powder: -20°C for 3 years | In solvent: -80°C for 1 year

Cabozantinib S-malate (XL184) is the s-malate salt form of cabozantinib, an orally
bioavailable, small molecule receptor tyrosine kinase (RTK) inhibitor with potential
antineoplastic activity.

Apoptosis,c-Kit,c-Met/HGFR,TAM Receptor,VEGFR

Cabozantinib has weak inhibitory activity against RON and PDGFRp with IC50 of 124 nM
and 234 nM, respectivey, and has low activity against FGFR1 with IC50 of 5.294 yM. [1]
Cabozantinib at low concentration (0.1-0.5 pM) is sufficient to induce marked inhibition
of constitutive and inducible Met phosphorylation and its resultant downstream
signaling in MPNST cells, and inhibit HGF-induced MPNST cell migration and invasion.
Cabozantinib also induces marked inhibition of Met and VEGFR2 phosphorylation in
cytokine-stimulated human umbilical vein endothelial cells (HUVECs). Although
Cabozantinib has no significant effect on MPNST cell growth at 0.1 uM, Cabozantinib at
5-10 uM significantly inhibits the MPNST cell growth. [2]

Cabozantinib treatment at 30 mg/kg in RIP-Tag2 mice with spontaneous pancreatic islet
tumors disrupts 83% of the tumor vasculature, reduces pericytes and empty basement
membrane sleeves, causes widespread intratumoral hypoxia and extensive tumor cell
apoptosis, and slows regrowth of the tumor vasculature after drug withdrawal, more
significantly compared with XL999 that blocks VEGFR but not c-Met, leading to only 43%
reduction in vascularity, suggesting that concurrent inhibition of VEGFR and other
functionally relevant receptor tyrosine kinases (RTK) amplifies angiogenesis inhibition.
Cabozantinib also decreases invasiveness of primary tumors and reduces metastasis. [1]
Cabozantinib at 30 mg/kg/day significantly abrogates human MPNST xenografts growth
and metastasis in SCID mice. [2] Administration of Cabozantinib induces dose-
dependent inhibition of tumor growth in breast, lung, and glioma tumor models, in
association with decreased tumor and endothelial cell proliferation as well as increased
apoptosis. A single oral dose of Cabozantinib is sufficient to induce sustained tumor
growth inhibition in MDA-MB-231 tumor-bearing mice and C6 tumor-bearing rats at 100
mg/kg and 10 mg/kg, respectively. [3]

The inhibition profile of cabozantinib against a broad panel of 270 human kinases is
determined using luciferase-coupled chemiluminescence,?33P-phosphoryl transfer, or
AlphaScreen technology. Recombinant human full-length, glutathione?S-transferase
tag, or histidine tag fusion proteins are used, and half maximal inhibitory concentration
(IC50) values are determined by measuring phosphorylation of peptide substrate poly
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(Glu, Tyr) at ATP concentrations at or below the?Km?for each respective kinase. The
mechanism of kinase inhibition is evaluated using the AlphaScreen Assay by
determining the IC50?values over a range of ATP concentrations.

Cells are exposed to various concentrations of Cabozantinib for 48 hours. Cell growth is
determined by MTS assays using CellTiter96 Aqueous Non-Radioactive Cell Proliferation
Assay kit. Absorbance is measured at a wavelength of 490 nm, and the absorbance
values of treated cells are presented as a percentage of the absorbance of untreated
cells. (Only for Reference)

Solubility Information

Solubility

Preparing Stock Solutions

TmM
5mM
10 mM
50 mM

H20: <1 mg/mL (insoluble or slightly soluble),

DMSO0: 16.67 mg/mL (26.22 mM),Sonication is recommended.
Ethanol: <1 mg/mL (insoluble or slightly soluble),

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

Tmg 5mg 10mg
1.5733 mL 7.8667 mL 15.7334 mL
0.3147 mL 1.5733 mL 3.1467 mL
0.1573 mL 0.7867 mL 1.5733 mL
0.0315mL 0.1573 mL 0.3147 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.
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