g

Peptides, Inhibitors, Agonists

GLPBIO

Good Laboratory Practice Bioscience

Product Data Sheet

Product Name:

Cat. No.:

GSK690693
GC13696

Chemical Properties

Cas. No. 937174-76-0
Chemical 4-[2-(4-amino-1,2,5-oxadiazol-3-yl)-1-ethyl-7-[[(3S)-piperidin-3-yllmethoxy]imidazo[4,5-c
Name Jpyridin-4-yl]-2-methylbut-3-yn-2-ol
SMILES  CCN1C2=C(C(=NC=C20CC3CCCNC3)C#CC(C)(C)O)N=C1C4=NON=C4N
Formula  Co{Ho7N703 M. Wt 425.48
Solubility  >21.25mg/mL in DMSO Storage  Store at -20°C
General For obtaining a higher solubility , please warm the tube at 37 °C and shake it in the
tips ultrasonic bath for a while.Stock solution can be stored below -20°C for several months.
Shipping  Evaluation sample solution : ship with blue ice All other available size: ship with RT , or
Condition blue ice upon request.
Structure [,t}j
NT O ©
|
L Z
c? NN
>( N=—
HO \,\{
HN— X O
2 N/
Protocol
Cell experiment [1]:
Cell lines A549 cells
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A549 cells were cultured in RPMI-1640 medium, supplemented with 10% fetal
bovine serum (FBS), and 1% penicillin/streptomycin at 37°C in an incubator
Preparation with 5% CO»o. Exponentially growing cells were plated at 2x10 4 cells/ml into

Method 96-well cell culture microplates and incubated for 24h before the addition of
GSK690693. After 24h treatment with different concentrations of GSK690693
(0,1, 5,10, 20, 100, and 500uM), cell viability was measured.

Reacti
eac.u.)n 0, 1,5, 10, 20, 100, and 500uM; 24h
Conditions
L GSK690693 treatment reduced cell viability of A549 cells in a dose-dependent
Applications

manner.

Animal experiment [2]:

Animal models Female CD1 Swiss nude mice

Female CD1 Swiss nude mice (8 weeks old) were raised in a standard
environment, with free access to food and water. 108 LNCaP cells were

Preparation injected s.c. in mice. When tumors reached a volume of 100 to 200mm3, mice
Method were randomized and divided into groups of 8 to 12 mice per group.
GSK690693 was administered once daily at 30mg/kg by i.p. administration for
21 days. Mice were euthanized by inhalation of CO»2 at the completion of the

study. Tumor volume was measured twice weekly by calipers.

Dosage form 30mg/kg/day; 21 days; i.p.

Applications GSK690693 treatment inhibited tumor growth in mice with LNCaP xenografts.
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Background

GSK690693 is a potent and selective, ATP-competitive, pan-Akt kinase inhibitor with IC 5q values of
2nM, 13nM, and 9nM for Akt1, Akt2, and Akt3, respectively[”. GSK690693 effectively downregulated
the expression of YAP protein and estrogen receptor in MCF-7 breast cancer cells by inhibiting the

activity of the Hippo pathway, resulting in cell cycle arrestl2]. GSK690693 reduces the activation of
AKT and ERK, stimulates the activity of GSK-33 and FOXO, improves the oxidative resistance,
intestinal integrity and autophagy ability of Drosophila, thereby extending the lifespan of

Drosophi/a[e‘]. GSK690693 has been widely used in cancer research to effectively prevent the

progression of leukemia and osteosarcomal?.

In vitro, GSK690693 treatment for 72 hours inhibited the proliferation of JVM-2, Maver-1, and Jeko-1
cells, with 1Cgq values of 1.6pM, 5.1puM, and 3.0pM, respectively[5]. Treatment with 11.83uM
GSK690693 for 24 hours induced apoptosis in A549 cells and arrested the cells in the GO/G1
phasel®l. Treatment with 5uM GSKB90693 for 12 hours reduced the localization of Prohibitin 1 in the
mitochondria of T24 cells and inhibited the phosphorylation of Prohibitin 1071,

In vivo, GSK690693 treatment via intraperitoneal injection at a dose of 30mg/kg/day for 21 days
markedly restrained tumor growth in the BT474 xenograft mouse model, without affecting the body

weight of the micel8l. Intraperitoneal injection of GSK690693 at a dose of 10mg/kg five times per
week for 4 weeks inhibited prostate cancer progression and prolonged survival in Pten-deficient

micel®].
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