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MK-2206 dihydrochloride

Chemical Properties

CAS No. :
Formula:

Molecular Weight:

Storage:

Biological Description

Description

Targets(1C50)

In vitro

In vivo

Cell Research

1032350-13-2 Hel wel
C25H23CI2N50

480.39

Store at low temperature

Powder: -20°C for 3 years | In solvent: -80°C for 1 year
Actual storage temperature shall be subject to the COA.

MK-2206 dihydrochloride (MK-2206 2HCI) is a variant Akt inhibitor that inhibits Akt1,
Akt2, and Akt3 (IC50=8/12/65 nM) with orally active, highly potent and selective
potency. MK-2206 dihydrochloride exhibits antitumor activity.

Apoptosis,Akt,Autophagy

METHODS: Fourteen tumor cells were treated with MK-2206 dihydrochloride for 72 h.
Cell viability was measured by CellTiter-Glo assay.

RESULTS: MK-2206 dihydrochloride inhibited the growth of tumor cells with IC50 ranging
from 0.1 to 28.6 pmol/L. [1]

METHODS: Human nasopharyngeal carcinoma cell lines CNE-2 and HONE-1 were
treated with MK-2206 dihydrochloride (0.625-10 uM) for 24-48 h, and the cell cycle was
detected by Flow Cytometry.

RESULTS: MK-2206 dihydrochloride caused a dose-dependent increase in the
percentage of cells in GO/G1 phase and a decrease in the number of cells in S phase.
MK-2206 dihydrochloride induced cell cycle arrest in G1 phase. MK-2206 dihydrochloride
induces cell cycle arrest in the G1 phase. [2]

METHODS: To detect anti-tumor activity in vivo, MK-2206 dihydrochloride (120 mg/kg
three times per week or 360 mg/kg once per week, 30% Captisol) and erlotinib (50
mg/kg five times per week, 0.5% methylcellulose + 0.1% Tween 80) were orally
administered to CD1 mice bearing human lung cancer tumor NCI-H292 for two weeks.
RESULTS: Three-times-weekly MK-2206 monotherapy was ineffective, and the once-
weekly regimen mediated only moderate antitumor efficacy. Although erlotinib alone
mediated significant tumor growth inhibition, combination therapy with MK-2206
significantly enhanced its antitumor efficacy, including tumor regression. [1]
METHODS: To assay antitumor activity in vivo, MK-2206 dihydrochloride (120 mg/kg in
30% captisol) was administered by gavage to NSG mice bearing human endometrial
cancer tumors twice a week for three weeks.

RESULTS: MK-2206 dihydrochloride treatment resulted in significant inhibition of the
growth of three different types and grades of PDX tumors. [3]

Cells were seeded at a density of 2 to 3 x 103 per well in 96-well plates. Twenty-four
hours after plating, varying concentrations of the drug, either as a single agent orin
combination, were added to the wells. Cell proliferation was determined by using the
CellTiter-Glo assay at 72 or 96 hours after dosing. The nature of the drug interaction was
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Cell Research

Animal Research

evaluated by using the combination index (Cl) according to the method of Chou and
Talalay. A commercial software package was obtained from Calcusyn. In combination
with docetaxel, we tested three treatment sequences: (a) MK-2206 followed by
docetaxel—cells were exposed to MK-2206 for 24 hours, and then after washout of MK-
2206, cells were treated with docetaxel for an additional 72 hours; (b) docetaxel
followed by MK-2206—cells were exposed to docetaxel for 24 hours, and then after
washout of docetaxel, cells were treated with MK-2206 for an additional 72 hours; and
(c) concurrent treatment—cells were exposed to both MK-2206 and docetaxel for 72
hours [2].

When the mean tumor size reached 0.13 cm3 for the SK-0V-3 or 0.2 cm3 for the NCI-
H292, HCC70, PC-3, and NCI-H460 models, the mice were randomized into control and
treatment groups with approximately equivalent ranges of tumor volume between
groups (n =5 animals per group). The following vehicles were used to dose the
compounds: 30% Captisol (Cydex) for MK-2206; 0.5% methylcellulose + 0.1% Tween 80
for erlotinib; distilled water for lapatinib; 0.73% ethanol in saline for docetaxel; and
saline for carboplatin and gemcitabine. The control group received vehicle only. Tumor
volume was measured with calipers twice a week. Animal body weight and physical
signs were monitored during the experiments. Tumor volume was calculated, taking
length to be the longest diameter across the tumor and width to be the perpendicular
diameter, by using the following formula: (length x width)2 x 0.5. Relative tumor volume
was assessed by dividing the tumor volume on different observation days with the
starting tumor volume. Statistical significance was evaluated by using the two-way
repeated ANOVA test followed by Dunnett's test or an unpaired t-test [2].

Solubility Information

Solubility

In vivo Formulation

Preparing Stock Solutions

TmM
5mM
10 mM
50 mM

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

DMSO0: 15.8 mg/mL (32.89 mM),Sonication and heating are recommended.

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

10% DMS0+90% Saline: 0.75 mg/mL (1.56 mM),Solution.

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
2.0816 mL 10.4082 mL 20.8164 mL
0.4163 mL 2.0816 mL 4.1633 mL
0.2082 mL 1.0408 mL 2.0816 mL
0.0416 mL 0.2082 mL 0.4163 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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