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th3Z#R/Chinese Name: | Ipatasertib(pan-Akt %)
BIFR/Synonyms: GDC-0068, RG7440, irift o \l\g
CAS =/CAS NO.: 1001264-89-6 o
%= /Formula: C,,H3,CIN;0, Cl N
DFE/MWt: 458 [N]
4/ Appearance: EE%N <\:€\JN
1R1F R /Storage: Iljnc;vc\)/:/z:t | _2—(8)00(3’C ’3 f'; HO "
& BRER
DMSO: 85 mg/mL (185.6 mM),
JARRE/Solubility: Ethanol: 85 mg/mL (185.6 mM)
H20: <1 mg/mL (<1mg/ml RI§F=mAAEARE)
ARECHIZS % /Preparing Stock Solutions:
1mg 5 mg 10 mg
1mM 2.1834 mL 10.917 mL 21.8341 mL
5 mM 0.4367 mL 2.1834 mL 4.3668 mL
10 mM 0.2183 mL 1.0917 mL 2.1834 mL
50 mM 0.0437 mL 0.2183 mL 0.4367 mL
& HEYEtE

= iR /Description

Ipatasertib(pan-Akt #IFIF]) 2iEFME, ATP ZH MY pan-Akt HNFIFI,
g€ 9% #0 &l Akt1 (IC50:5 nM), Akt2 (IC50:18 nM), Akt3 (IC50:8 nM),
Ipatasertib(pan-Akt #IHIFI) T LUES HIH Akt 28 p53 JEKEE PUMA BUE,
MNiEE#E FoxO3a #l NF-kB, Hi#ES5 PUMA BaiF4&S, Lifl PUMA &
R Bax NMEHNAELRIERET,

#E5E M /Targets (1Cs)

Akt1:5 nM (ICs();Akt3:8 nM (ICy);Akt2:18 nM (ICs); PKA: 3100 nM (ICy)

{RINEME/ I vitro

1. lpatasertib (10 uM; 12, 24 h) FERESLIRD, B IE p53 (KHEIMHERY
PUMA EGEDHI 4 ir R AR 7E
2. lpatasertib (1,5,10,20 uM; 24 h/10 uM; 3, 6, 12, 24 h) 7E
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HCT116 4EREth, DABHERREMKEIEISR LA PUMA ks,

3. lpatasertib EEFEE! p53-/- B LK DLD1 (p53 =%) B!
HCT116 BTN PUMA B9 mRNA KE",

4. Ipatasertib (10 uM; 24 h) &id PUMA/Bax &&ER1ES HCT116 40k

A,
1. lIpatasertib (30 mg/kg; p.o.; single daily for 15 consecutive days)
KAREME/ In vivo FEFFEEM PUMA-/- B HCT116 S E/NEREPE/RE PUMA K

PR,

1 . The fluorescence polarization assay for ATP competitive inhibition is
done as follows: mPI3Ka dilution solution (90 nM) is prepared in fresh assay
buffer (50 mM Hepes pH 7.4, 150 mM NaCl, 5 mM DTT, 0.05% CHAPS) and
kept on ice. The enzyme reaction contains 0.5 nM mouse PI3Ka (p110a/p85a
complex purified from insect cells), 30 uM PIP2, PF-04691502 (0, 1, 4, and 8

M), 5 mM MgCI2, and 2-fold serial dilutions of ATP (0-800 uM). Final
dimethyl sulfoxide is 2.5%. The reaction is initiated by the addition of ATP and
terminated after 30 minutes with 10 mM EDTA. In a detection plate, 15 uL of
detector/probe mixture containing 480 nM GST-Grp1PH domain and 12 nM
TAMRA tagged fluorescent PIP3 in assay buffer is mixed with 15 uL of kinase
reaction mixture. The plate is shaken for 3 minutes, and incubated for 35 to 40
minutes before reading on an LJL Analyst HT.

HESSLIO/Kinase Assay

1. GDC-0068 is prepared in DMSO and stored, and then diluted with
appropriate medium before usel?l. The 384-well plates are seeded with 2,000
cells per well in a volume of 54 uL per well followed by incubation at 37°C
under 5% CO2 overnight (~16 hours). Compounds (e.g., GDC-0068) are
diluted in DMSO to generate the desired stock concentrations then added in a
volume of 6 uL per well. All treatments are tested in quadruplicates. After 4
days incubation, relative numbers of viable cells are estimated using
CellTiter-Glo and total luminescence is measured on a Wallac Multilabel
Reader. The concentration of drug resulting in ICso is calculated from a
4-parameter curve analysis (XLfit) and is determined from a minimum of 3
experiments. For cell lines that failed to achieve an IC50, the highest
concentration tested (10 uM) is listed!?l.
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1. FEREATREZARRIZPARBPHEENRMGRFRT, EANHETEL, ENRROREEER.

2. IBRIELIN B ORATmINARENE, EFRENBTRHNSRERREER, RETHFEREBSERX
NEtBEE SLEERMA, NRBHPOEERETAFXR, XHSE,

3. A mXEREHMER, AR TIZEEETr .
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