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Description

PF-04217903 is a selective ATP-competitive c-Met inhibitor with IC50 of 4.8 nM, susceptible to oncogenic
mutations (no activity to Y1230C mutant). IC50 value: 4.8 nM [1] Target: in vitro: Being more selective than
staurosporine or PF-02341066, PF-04217903 displays >1000-fold selectivity for c-Met over a panel of 208
kinases, although more susceptible to oncogenic mutations of c-Met that attenuate potency than
PF-02341066. In addition to WT c-Met, PF-04217903 displays similar potency to inhibit the activity of
c-Met-H1094R, c-Met-R988C, and c-Met-T1010I with IC50 of 3.1 nM, 6.4 nM, and 6.7 nM, respectively, but
has no inhibitory activity against c-Met-Y1230C with IC50 of >10 uM [1]. PF-04217903 in combination with
sunitinib significantly inhibits endothelial cells, but not the tumor cells B16F1, Tib6, EL4, and LLC [2]
PF-04217903 significantly inhibits the clonogenic growth of LXFA 526L and LXFA 1647L with IC50 values
of 16 nM, and 13 nM, respectively, yielding an additive effect when in combination with cetuximab [3]. in
vivo: Although unable to inhibit tumor growth in the sunitinib-sensitive B16F1 and Tib6 tumor models, the
combination of PF-04217903 and sunitinib significantly inhibits tumor growth in sunitinib-resistant EL4, and
LLC tumor models compared with sunitinib or PF-04217903 alone by significantly blocking vascular

expansion, indicating a functional role for HGF/c-Met axis in the sunitinib-resistant tumors [2].

Solvent&Solubility

In Vitro:
Ethanol : <1 mg/mL (insoluble)
DMSO : 20 mg/mL (53.71 mM; Need ultrasonic)

H,0 : < 0.1 mg/mL (insoluble)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.6854 mL 13.4271 mL 26.8543 mL
Stock Solutions 5mM 0.5371 mL 2.6854 mL 5.3709 mL
10 mM 0.2685 mL 1.3427 mL 2.6854 mL
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1B I IEAER:  10% DMSO—~40% PEG300 —~5% Tween-80 — 45% saline

Solubility: 2 mg/mL (5.37 mM); Suspended solution; Need ultrasonic
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[l BB AR I 50 L Tween-80, REIS); SAR4RERINMA 450 L AEFEAKERZE 1 mL.

2RI IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: 2 mg/mL (5.37 mM); Suspended solution; Need ultrasonic
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A KIF I I R]: 10% DMSO - —90% corn oil

Solubility: =2 mg/mL (5.37 mM); Clear solution
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