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MET Tyrosine Kinase Inhibitor PF-04217903 is an orally bioavailabe, small-molecule
tyrosine kinase inhibitor with potential antineoplastic activity.

c-Met/HGFR

Although PF-04217903 and sunitinib combination therapy does not inhibit tumor growth
in sunitinib-sensitive B16F1 and Tib6 tumor models, it significantly inhibits tumor growth
and angiogenesis in sunitinib-resistant EL4 and LLC tumor models compared to the
administration of either sunitinib or PF-04217903 alone. This indicates the functional
role of the HGF/c-Met axis in sunitinib-resistant tumors.

PF-04217903 markedly inhibits the clonal growth of LXFA 526L and LXFA 1647L, with
IC50 values of 16 nM and 13 nM, respectively, and its efficacy is enhanced when used in
combination with cetuximab. It effectively inhibits c-Met-driven biological processes,
including the growth, movement, invasion, and morphological changes of various
tumor cells. At a concentration of 2 pM, PF-04217903 promotes cell death in GTL-16
cells, involving the downregulation of phosphorylated 4E-BP1, ERK/MAPK-related
proteins, and the PI3K/AKT pathway. PF-04217903 exhibits higher selectivity compared
to crizotinib or PF-02341066, with over 1000 times greater selectivity for c-Met than for a
panel of 208 other kinases, and it is more sensitive to c-Met oncogenic mutations.
Besides WT c-Met, PF-04217903 similarly inhibits the activity of c-Met-H1094R, c-Met-
R988C, and c-Met-T1010I mutants with IC50 values of 3.1 nM, 6.4 nM, and 6.7 nM,
respectively, but it does not inhibit c-Met-Y1230C with an IC50 of >10 uM. Combined with
sunitinib, PF-04217903 significantly inhibits endothelial cell proliferation without
affecting tumor cells such as B16F1, Tib6, EL4, and LLC.

Cellular c-Met phosphorylation ELISA: A549 cells with endogenous human WT c-Met are
seeded in 96-well plates in growth medium and cultured overnight. On the second day
of the assay, the growth medium is replaced with serum-free medium (with 0.04% BSA).
Serial dilutions of PF-04217903 are added to each well, and cells are incubated at 37 °C
for 1 hour. Then 40 ng/mL HGF is added to the cells for 20 minutes. The cells are washed
once with HBSS supplemented with T mM Na3V04, and protein lysates are generated
from cells using lysis buffer. Phosphorylation of c-Met is assessed by an ELISA method
utilizing capture antibodies specific for c-Met and a detection antibody specific for
phosphorylated tyrosine residues. Antibody-coated plates are incubated in the presence
of protein lysates at 4 °C overnight and washed with 1% Tween 20 in PBS seven times.
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Kinase Assay

Cell Research

HRP-PY20 (horseradish peroxidase-conjugated anti-phosphotyrosine) is diluted 1:500 in
blocking buffer and added to each plate for 30 minutes. Plates are then washed again,
and TMB peroxidase substrate is added to initiate the HRP-dependent colorimetric
reaction and the reaction stopped by addition of 0.09 N H2504. ELISA end points are the
absorbance measured at 450 nm using a spectrophotometer. IC50 value is calculated by
concentration-response curve fitting utilizing a Microsoft Excel-based four-parameter
analytical met

Cells are treated with different concentrations PF-04217903 for 4 days. Cell proliferation
is assessed by counting content of each well using a Coulter counter machine.(Only for
Reference)

Solubility Information

Solubility

In vivo Formulation

Preparing Stock Solutions

TmM
5mM
10 mM
50 mM

DMSO: 20 mg/mL (53.71 mM),Sonication is recommended.

Ethanol: <1 mg/mL (insoluble or slightly soluble),

(< 1 mg/mlrefers to the product slightly soluble or insoluble)

10% DMS0+90% Corn Qil: 2 mg/mL (5.37 mM),Sonication is recommended.

Please add the solvents sequentially, clarifying the solution as much as possible before adding the next one.
Dissolve by heating and/or sonication if necessary. Working solution is recommended to be prepared and

used immediately. The formulation provided above is for reference purposes only. In vivo formulations may
vary and should be modified based on specific experimental conditions.

1mg 5mg 10mg
2.6854 mL 13.4271 mL 26.8543 mL
0.5371 mL 2.6854 mL 5.3709 mL
0.2685 mL 1.3427 mL 2.6854 mL
0.0537 mL 0.2685 mL 0.5371 mL

Please select the appropriate solvent to prepare the stock solution, according to the solubility of the product in
different solvents. Please use it as soon as possible.

Note: The dilution table applies only to solid products. For liquid products, please calculate the stock solution based
on the stated concentration and/or density.
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