
Supplementary Information Figure Legends (Marion Zillhardt et al.) 
 
Fig. S1.  Foretinib inhibits c-Met signaling and branching morphogenesis.  
A, Western blot of expression of c-Met in 9 ovarian cancer cell lines and 3 breast cancer cell lines. 
The band at ~170kDa represents the single chain precursor form of glycosylated c-Met. The band 
at ~145kDa represents the β-chain of the biologically active mature c-Met heterodimer. Blots are 
representative of three experiments. B, effect of foretinib on c-Met phosphorylation and 
downstream signaling. SKOV3ip1 or OVCAR-5 cells were treated with 10μM foretinib (F) and 
stimulated with HGF/SF (40ng/mL) for 10 minutes. Cell lysates were collected and an equal 
amount of cell lysates resolved by SDS-PAGE and immunoblotted with the indicated antibodies. 
Blots are representative of three experiments. C, effect of foretinib on branching morphogenesis of 
ovarian cancer cell lines. SKOV3ip1 and OVCAR-5 cells were plated in matrigel. After solidification 
of the gel, media containing 40ng/ml HGF/SF with or without 1μM foretinib was placed on top. 
Branching morphogenesis was analyzed after 4 days using an inverted microscope at 100x 
magnification. D, effect of c-Met siRNA on c-Met phosphorylation and downstream signaling. 
SKOV3ip1 cells were transfected with 4 pooled siRNA’s targeting c-Met or a scrambled control. 
After 48hrs, cells were stimulated with HGF/SF (40ng/ml) for 10 minutes. E, effect of c-Met siRNA 
on branching morphogenesis in SKOV3ip1 cells. F, VEGFR-2 is not detected in ovarian cancer cell 
lines. Western blot of VEGFR-2 on lysates from three ovarian cancer cell lines compared to 
recombinant GST-VEGFR2. *, unspecific band.  

 
Fig. S2. Treatment with foretinib inhibits proliferation, branching morphogenesis, and 
induces apoptosis in a cell line established from a K-ras/Pten mouse ovarian cancer. 
A, Proliferation in soft agar. B, branching morphogenesis assay after stimulation with hepatocyte 
growth factor/scatter factor (HGF/SF). C, PI staining of detached and attached cells analyzed for 
DNA fragmentation by FACS. K-ras/Pten mouse ovarian cancer cells were treated with a DMSO 
control or with foretinib for 72hr. The percentage of apoptotic cells are indicated. 
 
Fig. S3. Foretinib inhibits c-Met phosphorylation in vivo and decreases in vitro adhesion, 
migration and invasion. 
A, Western blot on lysates of SKOV3ip1 tumors extracted from 3 control mice and 3 mice treated 
with foretinib at 30mg/kg/day. B, Adhesion of fluorescently labeled SKOV3ip1 cells treated with 
foretinib (F) to wells precoated with fibronectin, vitronectin, collagen type 1, or a monolayer of 
primary human peritoneal mesothelial cells (HPMC). After incubation for 1 h, non-adherent cells 
were removed and the number of adherent cells quantified by measuring fluorescence intensity. 
Columns represent the mean of three independent experiments (“∗∗∗”, P<0.001). C, migration and 
invasion assays were performed using a modified Boyden chamber system. Equal numbers 
(5×104) of SKOV3ip1 cells were placed on the top chamber with foretinib or Pazopanib and allowed 
to migrate for 6h and invade through collagen for 24 h. The results were from four independent 
experiments (“∗∗∗”, P<0.001). 
 
Fig. S4. Foretinib inhibits proliferation.  
A, Proliferation assay. Cells were treated with the indicated concentrations of foretinib for 6 days. ○, 
solvent DMSO; ▲, 1μM foretinib (F); ■, 10μM foretinib (F). (“∗∗∗” for P<0.001, “∗” for P<0.05). B, 
p53 reporter assay. SKOV3ip1 cells were transfected with a luciferase reporter plasmid containing 
3 consecutive p53 transcription factor binding sites driving expression of luciferase and then 
treated with foretinib for the indicated time points. Treatment with nocodazole was used as a 
positive control. 
 
 



Supplementary Table Legend (Marion Zillhardt et al.) 
 
Table S1.  Summary of cell cycle analysis. 
SKOV3ip1 and CaOV3 cells stained with PI and analyzed by FACS after treatment with foretinib or 
vehicle for 48hrs. Percentage of cells in each phase of the cell cycle is shown. 
 


