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Omipalisib

Chemical Properties

CAS No. :
Formula:

Molecular Weight:

Storage:

Biological Description

Description

Targets(I1C50)

In vitro

In vivo

Kinase Assay

1086062-66-9
C25H17F2N503S

505.5

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.

Omipalisib (GSK2126458) is a small-molecule pyridylsulfonamide inhibitor of
phosphatidylinositol 3-kinase (PI3K) with potential antineoplastic activity.

Autophagy,mTOR,PI3K

GSK2126458 reduces the levels of pAKT-5473 in T47D cells (1C50=0.41 nM) and BT474
cells (IC50=0.18 nM), leading to cell cycle arrest at the G1 phase and inhibiting cell
proliferation.

In the BT474 human xenograft model, GSK2126458 (300 ug/kg) effectively inhibits tumor
cell growth in a dose-dependent manner. Clinical trials have demonstrated that
GSK2126458 possesses oral bioactivity in mice, rats, dogs, and monkeys, along with
favorable blood clearance properties.

HTRF In vitro Profiling Assays for PI3K Inhibition : Compounds are serially diluted (3-fold
in 100% DMSO) across a 384-well polypropylene mother plate from column 1 to column
12 and column 13 to column 24, to yield 11 concentrations for GSK2126458. Columns 6
and 18 contain only DMSO. Once titrations are made, 0.05pL is transferred to a 384-well
low-volume assay plate. This assay plate contains three pharmacological controls
(known PI3K inhibitors) and 3 assay controls: (1) Enzyme without inhibitor; (2) Buffer
minus enzyme, and (3) Buffer minus enzyme plus native PIP3. DMSO is stamped into all
wells of columns 6 and 18. PIP3 is added at 40 uM in 1X Reaction buffer (1uL of 200 uyM
PIP3) to alternating rows of column 18 (wells 18 B, D, F, H, J, L, N, P). The no-enzyme
control reactions are runin wells 18 A, C, E, G, I, K, M, O (0.1pL of 100% DMSO0). The PI3-
Kinase profiling assay is optimized using the HTRF kit. The assay kit contains seven
reagents: 1) 4X Reaction Buffer; 2) native PIP2 (substrate); 3) Stop A (EDTA); 4) Stop B
(Biotin-PIP3); 5) Detection Mix A (Streptavidin-APC); 6) Detection Mix B (Eu-labeled Anti-
GST plus GST-tagged PHdomain); 7) Detection Mix C (KF). PI3Kinase Reaction Buffer is
prepared by diluting the stock 1:4 with de-ionized water. Freshly prepared DTT is added
at a final concentration of 5 mM on the day of use. Enzyme addition and compound pre-
incubation are initiated by the addition of 2.5uL of PI3K (at twice its final concentration)
in 1X reaction buffer to all wells using a Multidrop Combi. Plates are incubated at room
temperature for 15 minutes. Reactions are initiated by addition of 2.5uL of 2X substrate
solution (PIP2 and ATP in 1X reaction buffer) using a Multidrop Combi. Plates are
incubated at room temperature for one hour. Reactions are quenched by the addition of
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Kinase Assay

Cell Research

2.5puL of stop solution (Stop A and Stop B pre-mixed at a ratio of 5:1, respectively) to all
wells using the Multidrop Combi.The quenched reactions are then processed to detect
product formation by adding 2.5uL of Detection Solution to all wells using the Mulitdrop
Combi (Detection mix C, Detection mix A, and Detection mix B combined together in an
18:1:1 ratio, i.e.: for a 6000 pL total volume, mix 5400 pL Detection mix C, 300uL
Detection mix A, and 300 pL Detection mix B. Note: this solution should be prepared 2
hours prior to use). Following a one hour incubation in the dark, the HTRF signal is
measured on the Envision plate reader set for 330 nM excitation and dual emission
detection at 620 nM (Eu) and 665 nM (APC).

BT474, HCC1954 and T-47D (human breast) are cultured in RPMI-1640 containing 10%
fetal bovine serum at 37 °Cin 5% CO2 incubator. Cells are split into T75 flask two to three
days prior to assay set up at density which yields approximately 70-80% confluence at
time of harvest for assay. Cells are harvested using 0.25% trypsin-EDTA. Cell counts are
performed on cell suspension using Trypan Blue exclusion staining. Cells are then plated
in 384 well black flat bottom polystyrene in 48 uL of culture media per well at 1,000
cells/well. All plates are placed at 5% C0O2, 37 °C overnight and GSK2126458 is added
the following day. One plate is treated with CellTiter-Glo for a day 0 (t=0) measurement
and read as described below. GSK2126458 is prepared in clear bottom polypropylene
384 well plates with consecutive two fold dilutions. 4 pL of these dilutions are added to
105 pL culture media, after mixing the solution, 2 pL of these dilutions are added into
each well of the cell plates. The final concentration of DMSO in all wells is 0.15%. Cells
are incubated at 37 °C, 5% CO2 for 72 hours. Following 72 hours of incubation with
GSK2126458 each plate is developed and read. CellTiter-Glo reagent is added to assay
plates using a volume equivalent to the cell culture volume in the wells. Plates are
shaken for approximately two minutes and incubated at room temperature for
approximately 30 minutes and chemiluminescent signal is read on the Analyst GT
reader. Results are expressed as a percent of the t=0 and plotted against the
GSK2126458 concentration. Cell growth inhibition is determined for GSK2126458 by
fitting the dose response with a 4 or 6 parameter curve fit using XLfit software and
determining the concentration that inhibits 50% of the cell growth (gIC50) with the Y min
as the t=0 and Y max as the DMSO control. Value from wells with no cells is subtracted
from all samples for background correction.(Only for Reference)

Solubility Information

Solubility

In vivo Formulation

DMSO: 50 mg/mL (98.91 mM),Sonication is recommended.
Ethanol: < 1 mg/mL (insoluble or slightly soluble),

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

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

10% DMS0+90% Corn oil: < 10 mg/mL (19.78 mM),Lower concentrations may be soluble,
but exact solubility limit is unknown.

10% DMS0+90% (20% SBE-B-CD in Saline): < 10 mg/mL (19.78 mM),Lower
concentrations may be soluble, but exact solubility limit is unknown.

10% DMS0+90% Saline: <10 mg/mL (19.78 mM),Lower concentrations may be soluble,
but exact solubility limit is unknown.

10% DMS0+40% PEG300+5% Tween 80+45% Saline: 10 mg/mL (19.78 mM),Suspension.

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.
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Preparing Stock Solutions

TmM
5mM
10 mM
50 mM

1mg
1.9782 mL
0.3956 mL
0.1978 mL
0.0396 mL

5mg
9.8912 mL
1.9782 mL
0.9891 mL
0.1978 mL

10mg
19.7824 mL
3.9565 mL
1.9782 mL
0.3956 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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