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Gedatolisib (PKI-587) J& —Fh 20X E PI3K a , PI3Ky A1 mTOR 45, IC50 43510y 0.4
Description
nM, 54nM Fll 1.6 nM. Gedatolisib /£ mTOR % &%) mTORCL 1 mTORC2 = [IFEH &L,
PI3Ka PI3Ka-H1047R PI3Ka-E545K PI3Ky PI3KB
0.4 nM (1C50) 0.6 nM (IC50) 0.6 nM (IC50) 5.4 nM (IC50) 6 nM (IC50)
IC50 & Target[1][3]
PI3Kd mTOR mTORCI1 mTORC2
6 nM (ICso) 1.6 nM (ICso)
Cell Line Type Value Description
Antiproliferative activity against human A431 cells
harboring wild type EGFR mutant assessed as reduction
A-431 1Cso 0.06 uM
in cell viability incubated for 72 hrs by celltiter-glo
assay
Antiproliferative activity against mouse BaF3 cells
harboring EGFR  L858R/T790M/C797S  mutant
BaF3 1Cso 0.1 pM
assessed as reduction in cell viability incubated for 72
hrs by celltiter-glo assay
Antiproliferative activity against human CNE-2 cells
CNE-2 ICso 0.2 uM assessed as reduction in cell viability incubated for 48
hrs by MTT assay
Antiproliferative activity against human HCT-116 cells
HCT-116 1Cso 0.51 uM assessed as reduction in cell viability incubated for 48
hrs by MTT assay
Antiproliferative activity against human HeLa cells
Cellular Effect
HeLa 1Cso 551 M assessed as reduction in cell viability incubated for 48
hrs by MTT assay
Antiproliferative activity against human HepG2 cells
HepG2 1Cso 14.76 uM assessed as reduction in cell viability incubated for 48
hrs by MTT assay
Antiproliferative activity against human LO02 cells
L02 ICso 27.33 uM assessed as reduction in cell viability incubated for 48
hrs by MTT assay
Antiproliferative activity against human MCF7 cells
MCF7 ICso 0.37 uM assessed as reduction in cell viability incubated for 48
hrs by MTT assay
Antiproliferative activity against human MDA-MB-231
MDA-MB-231 ICso 1.08 uM cells assessed as reduction in cell viability incubated for
48 hrs by MTT assay
Inhibition of Akt S473 phosphorylation in human
MDA-MB-361 ICso <10 nM
MDA-MB-361 cells by Western blotting
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Growth inhibition of human MDA-MB-361 cells after
MDA-MB-361 1Cso 3nM
72 hrs
Inhibition of Akt T308 phosphorylation in human
MDA-MB-361 1Cso 8 nM
MDA-MB-361 cells by Western blotting
Antiproliferative activity against human NCI-H1975
cells harboring EGFR L858R/T790M double mutant
NCI-H1975 ICso 0.115 uM
assessed as reduction in cell viability incubated for 72
hrs by celltiter-glo assay
PC-3 1Cso 11 nM Growth inhibition of human PC3 cells after 72 hrs
Inhibition of human PI3Kalpha expressed in SF9 insect
Sf9 IC50 0.4 nM
cells after 2 hrs by fluorescence polarization assay
Inhibition of human PI3Kgamma expressed in SF9
S9 1Cso 11 nM insect cells after 2 hrs by fluorescence polarization

assay

Gedatolisib (PKI-587) 7£f#i ]l MDA-361 Hil PC3-MM2 41l 5 (40 i A KA H ik ie P R B B
IR, 1C50 430500y 4.0 A 13.1 nM[1].

Gedatolisib 77 2l MDA-361 R4t PI3K/mTOR {55 Wik & (A 21k . Gedatolisib
(0.03-3 uM; 4 /M) FHIE Akt #£ Thr 308 AMIBEERILIAE 30 nM 755 24f# 1) PARP[1].

Western Blot Analysis[1]

In Vitro
Cell Line: MDA-361 tumor cells
Concentration: 0.03,0.1,0.3, 1, and 3 uM
Incubation Time: 4 hours
Result: Prevented the phosphorylation of Akt (pAkt) at threonine 308 (T308;
IC50=8 nM).
Gedatolisib (PKI-587; 7E%5 1. 5. 9 KL 20 mg/kg #FBkIES) X/ MDA-361 iR R 30 H
BRI DU TR1]
o1 T s MR R (7 mL/min/kg) AR IKIE S5 R 20 A RFR (2390104 7.2 L/kg), Gedatolisib %
P AR R ZE W) (T1/2 144 h). 4525 (25 mg/kg) MEPERRR[1].
Animal Model: Female nude mice bearing MDA-361 xenograft model[1].
In Vivo Dosage: 20 mg/kg
Administration: Administered i.v. at 20 mg/kg on an intermittent regimen (days 1, 5, 9).
Result: Caused regression of large staged (~900 mm?) tumors.
The minimum efficacious dose (MED) was determined to be 3 mg/kg
against MDA-361 tumors and maximum tolerated single dose (MTD)
was determined to be 30 mg/kg.
A ST
Solvent&Solubility DMSO HHIEME - 4 mg/mL (6.50 mM; ANFABIVE; R DMSO /™ fb RTE MR LA B & o, %

R FEH) DMSO)
H20 F¥EMEE < 0.1 mg/mL (insoluble)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 1.6241 mL 8.1204 mL 16.2409 mL
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Stock Solutions

5mM

0.3248 mL

1.6241 mL

3.2482 mL

10 mM
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ALIEVEF RE 1mg 5mg 10 mg 25 mg
BEFERR
WE
1 mM 1.6241 mL 8.1204 mL 16.2409 mL 40.6022 mL
DMSO
5SmM 0.3248 mL 1.6241 mL 3.2482 mL 8.1204 mL
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