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Description

GDC-0879 is a potent and selective B-Raf inhibitor with an ICsy of 0.13 nM.

IC5¢ & Target

B-Raf

0.13 nM (ICso)

GDC-0879 also inhibits pERK with an IC5, of 63 nM[1]. GDC-0879 represents a novel potent and selective

In Vitro B-Raf inhibitor that is being evaluated as a potential antitumor agent. GDC-0879 exhibits potent inhibition
of Raf/MEK/ERK signaling pathway in V600E B-Raf mutant cell lines with low cellular pMEK?1 inhibition
1C5 estimates of 59 and 29 nM in A375 melanoma and Colo205 colorectal carcinoma cells, respectively[2].
The pharmacokinetic parameters of GDC-0879 after oral administration of 15, 25, 50, 100, and 200 mg/kg

In Vivo in MCT in mice are estimated as follows: k,=8.20 h'!, k,=0.59 h-!, and apparent volume of distribution=6.19
L/kgl2].

In Vitro:
DMSO : 50 mg/mL (149.53 mM; Need ultrasonic)
H,0 : < 0.1 mg/mL (insoluble)
1mg 5mg 10 mg
Concentration
Preparing 1 mM 2.9907 mL 14.9535 mL 29.9070 mL
Stock Solutions 5mM 0.5981 mL 2.9907 mL 5.9814 mL
10 mM 0.2991 mL 1.4953 mL 2.9907 mL
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VAP I 7). 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: 2 2.5 mg/mL (7.48 mM); Clear solution
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Cell Assay

GDC-0879 in vitro IC5, estimates for pMEK inhibition are determined using A375 and Colo205 cells.
In brief, A375 or Colo205 cells are incubated with a range of GDC-0879 concentrations (from 0.5 nM
to 6.75 uM) for 25 min. Cells are lysed, and the lysates are subjected to centrifugation at 16,1009 for
30 min, and the level of total protein is determined. Enzyme-linked immunosorbent assay kits are
used to determine pMEK1 and total MEK1 protein levels in a 96-well format. Samples are analyzed
in duplicate at 20 pg of protein per well. The optical densities obtained at 450 nm are converted to
units per milliliter (for pMEK1) or nanograms per milliliter (for total MEK1) using a standard curve
determined with recombinant pMEK1 or MEK1. The pMEK1/total MEK1 ratios are then calculated as
units per nanogram. The ICs, estimates for pMEK1 inhibition are estimated by nonlinear regression

using GraphPad Prism version 4.02[2].

Animal Administration

Micel[2].

Female athymic nu/nu mice (weighing 25-28 g) are administered oral doses of 15, 25, 50, 100, and
200 mg/kgGDC-0879. Blood samples (~1 mL) are collected at 0.5, 1, 2, 4, 8, and 24 h after dose via
cardiac puncture (terminal collection) into tubes containing K,EDTA anticoagulant. Immediately
upon collection, the blood is mixed with K2ZEDTA and stored on ice. Within 30 min, blood samples
are centrifuged at approximately 1000 to 1500g for 5 min at 4°C, and plasma is harvested. The

plasma samples are stored at -80°C until analysis[2].
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