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Description

Afuresertib  hydrochloride (GSK 2110183 hydrochloride) is an orally bioavailable, selective,
ATP-competitive and potent pan-Akt kinase inhibitor with Kis of 0.08/2/2.6 nM for Akt1/Akt2/Akt3

respectively[1][2].

IC50 & Target

Akt Akt1 Akt2 Akt3 Akt1 E17K mutant

0.08 nM (Ki) 2 nM (Ki) 2.6 nM (Ki) 0.2 NM (ICs0)

PKCO
PKCn PKC-BI ROCK

510 nM (ICs0)

210 nM (ICso) 430 nM (ICso) 100 nM (ICso)

In Vitro

Afuresertib (GSK 2110183) exhibits favorable tumor-suppressive effects on malignant pleural
mesothelioma (MPM) cells. Afuresertib significantly increases caspase-3 and caspase-7 activities and
apoptotic cell number among ACC-MESO-4 and MSTO-211H cells. Afuresertib strongly arrests the cell
cycle in the G phase.

Western blotting analysis shows that Afuresertib increases the expression of p21WAFI/CIPT and decreases
the phosphorylation of Akt substrates, including GSK-33 and FOXO family proteins. Afuresertib-induced
p21 expression promotes G, phase arrest by inducing FOXO activity. Afuresertib significantly enhances
cisplatin-induced cytotoxicity. Afuresertib modulates the expression E2F1 and MYC, which are associated

with fibroblast core serum responsel'l.

In Vivo

Mice bearing BT474 breast tumor xenografts are dosed orally with either vehicle or GSK2110183 at 10, 30
or 100 mg/kg daily for 21 days which result in 8, 37 and 61% TGI, respectively. Mice tolerated
GSK2110183 well, with 1-3% body weight loss reported after 5 days of dosing which recover over the
course of the study. Other tumor xenograft models which possess an activation of the Akt pathway are
explored to further demonstrate compound efficacy. Mice treated with GSK2110183 at 10, 30 and 100

mg/kg result in 23, 37 and 97% TGlI, respectively, of SKOV3 xenografts(?!

In Vitro:

DMSO : 100 mg/mL (215.62 mM; Need ultrasonic)

Solvent Mass
1 mg 5mg 10 mg
Concentration

Preparing 1 mM 2.1562 mL 10.7810 mL 21.5619 mL
Stock Solutions 5mM 0.4312 mL 2.1562 mL 4.3124 mL
10 mM 0.2156 mL 1.0781 mL 2.1562 mL
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Solvent&Solubility
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VIR I IR : 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (5.39 mM); Clear solution

SRR 34 2 2.5 mg/mL (5.39 mM, RIS (O .

P mL AR, B 100 uL 25.0 mg/mL {754 DMSO fif4&-0in%] 400 uL PEG300 ', &5

FR kR & 50 L Tween-80, R&IIE]: SAG4REINA 450 pL B /KEA S 1 mL.

25K F I IR Fl: 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 2.5 mg/mL (5.39 mM); Clear solution

M7 R FRAS 2 2.5 mg/mL (5.39 mM, YERTEEARAT) ISR .

PL 1 mL TAEBCAH], B 100 gL 25.0 mg/mL %5 DMSO i & #m#) 900 uL 20% ¥ SBE-B-CD ‘£
WA, IREIA .

A KIFIR IR R]: 10% DMSO  —90% corn oil

Solubility: = 2.5 mg/mL (5.39 mM); Clear solution

EJ7 S AERAS 2 2.5 mg/mL (5.39 mM, HEAIEEARSN) MOEEE, M7 SRANE T SRR A HTE A A LR
s

BL1 mL TAER 6], B 100 pL 25.0 mgimL [ DMSO f§&inE] 900 L Fkiheh, REe#4.
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Cell Assay

MPM cells are seeded in 96-well plates (cell density, 2.5x10° cells/well) and are incubated for 24 h at 37°C.
Next, the cells are incubated in a medium containing indicated concentrations of Akt inhibitors
(e.g., Afuresertib ; 50, 20, 10, 5, 2, 1, 0.5, 0.2, 0.1, and 0.01 uM) for 72 h. Next, MTT solution is added to
each well, and the cells are incubated for 4 h. Finally, the cells are incubated overnight with lysis buffer
(10% SDS in 0.01 mol/L hydrogen chloride). Absorbance is measured at 550 nm using SpectraMAX M5

spectrophotometert'l.
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