
Product Name : Capivasertib
Catalog Number : T1920
CAS Number : 1143532-39-1
Molecular Formula : C21H25ClN6O2
Molecular Weight : 428.92
Apprearence : Solid

Description: Capivasertib (AZD5363) is a new-type orally available inhibitor of the serine/threonine protein kinase AKT (IC50s:
3/7/7 nM for Akt1/2/3).

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

Solubility

DMSO 80 mg/mL (186.5 mM)

Ethanol <1 mg/mL

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

Receptor (IC50)

Akt1 3nM

Akt2 8nM

Akt3 8nM

ROCK2 56nM

In vitro Activity
Capivasertib inhibited all AKT isoforms with a potency of 10 nmol/L or less and inhibited phosphorylation of AKT substrates in
cells with a potency of approximately 0.3 to 0.8 μmol/L. Capivasertib monotherapy inhibited the proliferation of 41 of 182 solid
and hematologic tumor cell lines with a potency of 3 μmol/L or less. Cell lines derived from breast cancers showed the highest
frequency of sensitivity. There was a significant relationship between the presence of PIK3CA and/or PTEN mutations and
sensitivity to Capivasertib and between RAS mutations and resistance.

In vivo Activity
Oral dosing of AZD5363 to nude mice caused dose- and time-dependent reduction of PRAS40, GSK3β, and S6
phosphorylation in BT474c xenografts (PRAS40 phosphorylation EC50 ~ 0.1 μmol/L total plasma exposure), reversible
increases in blood glucose concentrations, and dose-dependent decreases in 2[18F]fluoro-2-deoxy-D-glucose ((18)F-FDG)
uptake in U87-MG xenografts. AZD5363 also significantly enhanced the antitumor activity of docetaxel, lapatinib, and
trastuzumab in breast cancer xenografts.

Kinase Assay
Caliper Off-Chip Incubation Mobility Shift assay: The ability of AZD5363 and other compounds to inhibit the activity of AKT1,
AKT2, and AKT3 is evaluated by the Caliper Off-Chip Incubation Mobility Shift assay. Active recombinant AKT1, AKT2, or AKT3
are incubated with a 5-FAM-labeled custom-synthesized peptide substrate together with increasing concentrations of inhibitor.
Final reactions contained 1 to 3 nM AKT1, AKT2, or AKT3 enzymes; 1.5 mM peptide substrate; ATP at K m for each AKT
isoform; 10 mM MgCl2, 4 mM DTT, 100 mM HEPES, and 0.015% Brij-35. The reactions are incubated at room temperature for
1 hour and stopped by the addition of buffer containing 100 mM HEPES, 0.015% Brij-35 solution, 0.1% coating reagent, 40 mM
EDTA, and 5% DMSO. Plates are then analyzed using a Caliper LC3000, allowing for separation of peptide substrate and
phosphorylated product by electrophoresis with subsequent detection and quantification of laser induced fluorescence.

Cell Assay
Cell proliferation assay is determined by 2 methods, MTS and Sytox Green. Briefly, cells are seeded in 96-well plates and
incubated overnight at 37 ℃, 5% CO2. Cells are then exposed to concentrations of AZD5363 ranging from 30 to 0.003μM for 72
hours. For the MTS endpoint, cell proliferation is measured by the CellTiter AQueous Non-Radioactive Cell Proliferation Assay
reagent in accordance with the manufacturer's protocol. For the Sytox Green endpoint, Sytox Green nucleic acid dye diluted in
TBS-EDTA buffer is added to cells (final concentration of 0.13 μM) and the number of dead cells detected using an Acumen
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Explorer. Cells are then permeabilized by the addition of saponin (0.03% final concentration, diluted in TBS-EDTA buffer),
incubated overnight and a total cell count measured. Predose measurements are made for both MTS and Sytox Green
endpoints, and concentration needed to reduce the growth of treated cells to half that of untreated cells values are determined
using absorbance readings (MTS) or live cell counts.(Only for Reference)
Cell line: 182 solid and hematologic tumor cell lines

Animal Experiment
Animal Model: Fenude mice and SCID mice with BT474c, U87MG, KPL-4, HCC-1187 xenografts.
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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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