Data Sheet (cat.no.T6074) TarQEthI
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Chemical Properties

CAS No. :
Formula:

Molecular Weight:

Storage:

Biological Description

Description

Targets(1C50)

In vitro

In vivo

Kinase Assay

Solubility Information
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Actual storage temperature shall be subject to the COA. N .

KPT276 (KPT 276) is an orally bioavailable selective inhibitor of nuclear export (SINE)
that irreversibly bind to CRM1 and block the function of CRM1.

CRM1

KPT-276 results in significant growth inhibition and apoptosis induction in MCL cells. [2]
KPT-276 specifically and irreversibly inhibits the nuclear export function of XPO1, and
reduces the viability of 12 HMCLs. KPT-276 also actively induces apoptosis in primary MM
patient samples. [3]

KPT-276 significantly prolongs survival of leukemic mice and reduces leukemic burden
in a xenograft AML mouse model. [1] KPT-276 significantly suppresses tumor growth in
an MCL-bearing severe combined immunodeficient mouse model without severe
toxicity. [2] KPT-276 reduces monoclonal spikes in the Vk*MYC transgenic MM mouse
model, and inhibits tumor growth in a xenograft MM mouse model. [3]

Kinase inhibition assay: A glutathione S-transferase-tagged kinase domain construct of
the intracellular portion of the PDGFR-B (amino acids 693-1401, accession no. J03278) is
expressed in Sf-9 cells (baculovirus expression system). Enzyme kinetics are determined
by incubating the enzyme with increasing concentrations of ATP in phosphorylation
buffer [50 mmol/L HEPES (pH 7.3), 125 mmol/L NaCl, 24 mmol/L MgCl2 in Nunc Immuno
MaxiSorp 96-well plates previously coated with 100 pL of 100 pg/mL poly-Glu-Tyr (4:1
ratio) diluted in PBS. After 10 minutes, the plates are washed (PBS, 0.1% Tween 20),
incubated with anti-phosphotyrosine-horseradish peroxidase antibody, and diluted in
PBS, 0.05% Tween 20, 3% BSA for 30 minutes at room temperature. The plates are
washed as above and incubated with 3,3',5,5'-tetramethylbenzidine. The reaction is
stopped by adding an equal volume of 0.09 NaH2504. The phosphotyrosine-dependent
signal is then quantitated on a plate reader at 450 nm. For routine enzyme assays, the
enzyme is incubated with 10 uM ( final) ATP in the presence of compound diluted in
DMSO (1.6% v/v DMSQO assay final) for 30 minutes at room temperature in plates, as
above, previously coated with 100 pL of 6.25 pg/mL poly-Glu-Tyr. The remainder of the
assay is carried out as above, and IC50 values are calculated as percent inhibition of
control.
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A DRUG SCREENING EXPERT

Solubility H20: <1 mg/mL (insoluble or slightly soluble),
DMSO: 11 mg/mL (25.81 mM),Sonication is recommended.
Ethanol: <1 mg/mL (insoluble or slightly soluble),
(<1 mg/mlrefers to the product slightly soluble or insoluble)

In vivo Formulation 10% DMS0+40% PEG300+5% Tween 80+45% Saline: 2 mg/mL (4.69 mM),Sonication is

recommended.

Please add the solvents sequentially, clarifying the solution as much as possible before adding the next one.
Dissolve by heating and/or sonication if necessary. Working solution is recommended to be prepared and
used immediately. The formulation provided above is for reference purposes only. In vivo formulations may
vary and should be modified based on specific experimental conditions.

Preparing Stock Solutions

1mg 5mg 10mg
T mM 2.346 mL 11.7299 mL 23.4599 mL
5mM 0.4692 mL 2.346 mL 4.692 mL
10 mM 0.2346 mL 1.173 mL 2.346 mL
50 mM 0.0469 mL 0.2346 mL 0.4692 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

Ranganathan P, et al. Blood. 2012, 120(9), 1765-1773.
Azmi AS, et al. Exp Hematol. 2013, 41(1), 67-78.
Schmidt ], et al. Leukemia. 2013, 27(12), 2357-2365.

Inhibitor - Natural Compounds - Compound Libraries - Recombinant Proteins
This product is for Research Use Only- Not for Human or Veterinary or Therapeutic Use

Tel:781-999-4286 E_mail:info@targetmol.com  Address:34 Washington Street,Wellesley Hills,MA 02481

Page 2 of 2 www.targetmol.com



