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Dasatinib monohydrate
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Dasatinib monohydrate (BMS-354825 Monohydrate) is an orally bioavailable synthetic
small molecule-inhibitor of SRC-family protein-tyrosine kinases. Dasatinib monohydrate
binds to and inhibits the growth-promoting activities of these kinases. Apparently,
because of its less stringent binding affinity for the BCR-ABL kinase, Dasatinib
monohydrate has been shown to overcome the resistance to imatinib of chronic myeloid
leukemia (CML) cells harboring BCR-ABL kinase domain point mutations.

Apoptosis,Bcr-Abl,Ephrin Receptor,Autophagy,c-Kit,Src

In TQE mice, Dasatinib specifically inhibits the formation of bone marrow B-cell colonies
expressing LMP2A and reduces spleen size. Compared to the control Tg6/A-MYC mice,
the Dasatinib-treated group exhibited significantly smaller spleen masses. Dasatinib
also suppresses lymph node enlargement in MYC/LMP2A double transgenic mice and
reverses splenomegaly. When tumor cells from LMP2A/MYC double transgenic mice are
transplanted into Rag1KO mice, Dasatinib can reverse the splenomegaly. Additionally,
Dasatinib inhibits Lyn phosphorylation in B lymphoma cells expressing LMP2A.

Dasatinib effectively inhibits wild-type Abl kinase and all its mutants (except T315l) by
directly targeting all mutant Abl kinase domains and inhibiting substrate and
autophosphorylation in a concentration-dependent manner. Compared to Imatinib,
Dasatinib demonstrates enhanced inhibitory efficacy on the proliferation of Ba/F3 cells
expressing Bcr-Abl (wild-type and all mutants except T315l), exhibiting 325 times the
potency against cells expressing wild-type Bcr-Abl. After treatment with Dasatinib, the
percentage of the TgE bone marrow cell colonies was reduced from 100% to 4.12%.
There's a statistically significant difference in the colony formation percentage of WT
and TgE bone marrow cells under Dasatinib treatment. It also inhibits the survival and
proliferation of B lymphocytes induced by LMP2A expression. Additionally, Dasatinib
suppresses Src signaling in certain thyroid cancer cells, inhibiting cell growth and
inducing apoptosis and cell cycle arrest. A 3-day treatment with Dasatinib (0.019 pM~1.
25 pM) inhibits approximately 50% growth in BCPAP, C643, SW1736, and TPC1 cell lines,
with higher concentrations required to inhibit K1 cell line growth. In BCPAP, SW1736,
and K1 cells, Dasatinib (at 10 nM or 50 nM) increases G1 phase cells by 9-22% while
correspondingly decreasing S phase cells by 7-18%.

Kinase autophosphorylation assays: Kinase assays using wild-type and mutant
glutathione S-transferase (GST)-Abl fusion proteins (c-Abl amino acids 220-498) are
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Kinase Assay

Cell Research

done. GST-Abl fusion proteins are released from glutathione-Sepharose beads before
use; the concentration of ATP is 5 pM. Immediately before use in kinase
autophosphorylation and in vitro peptide substrate phosphorylation assays, GST-Abl
kinase domain fusion proteins are treated with LAR tyrosine phosphatase. After 1-hour
incubation at 30 °C, LAR phosphatase is inactivated by addition of sodium vanadate (1
mM). Immunoblot analysis comparing untreated GST-Abl kinase to dephosphorylated
GST-Abl kinase is routinely done using phosphotyrosine-specific antibody 4 g10 to
confirm complete (>95%) dephosphorylation of tyrosine residues and c-Abl antibody
CST 2862 to confirm equal loading of GST-Abl kinase. The Dasatinib concentration range
is extended to 1,000 nM for mutant T315l. These same inhibitor concentrations are used
for the in vitro peptide substrate phosphorylation assays. The three inhibitors are tested
over these same concentration ranges against GST-Src kinase and GST-Lyn kinase.

Ba/F3 cell lines are seeded in triplicate and incubated with escalating concentrations of
Dasatinib for 72 hours. Proliferation is measured using a methanethiosulfonate-based
viability assay. IC50 and 1C90 values are reported as the mean of three independent
experiments done in quadruplicate. The inhibitor concentration ranges are 0 nM to 32
nM (Dasatinib). The Dasatinib concentration range is extended to 200 nM for mutant
T3151.(Only for Reference)

Solubility Information

Solubility

In vivo Formulation

Preparing Stock Solutions

TmM
5mM
10 mM
50 mM

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

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

DMSO: 123.75 mg/mL (244.55 mM),Sonication is recommended.
(< 1 mg/mlrefers to the product slightly soluble or insoluble)

10% DMS0+40% PEG300+5% Tween 80+45% Saline: 2 mg/mL (3.95 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.

1mg 5mg 10mg
1.9762 mL 9.8808 mL 19.7617 mL
0.3952 mL 1.9762 mL 3.9523 mL
0.1976 mL 0.9881 mL 1.9762 mL
0.0395 mL 0.1976 mL 0.3952 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.
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