Abstract

Hepatocyte growth factor (HGF) is the soluble ligand for the c-Met receptor tyrosine kinase. The study

of human and animal tumor models has provided compeliing evidence that signaling through the
HGFc-Met pathway mediates a plethora of cellular activiies that are involved in cancer cell

dysregulation, tumorigenesis, and metastasis including proliferation, survival,
and invasion. Tumor cell HGF/c-Met autocrine and paracrine loops have been reported in a number of

ngiogenesis, migration,

human cancers including breast, lung, bladder, gastric, head and neck, glioma, multiple myeloma,

tumor regression and delaying ultimate tumor escape when administered twice weekly compared to
weekly or bi-weekly treatment. Several combination studies were also performed with other target

therapeutics, and

genic agents in

and orthotopic models.
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SCH 900105 resulted in tumor regression as low as 0.1 mg/kg in U87
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SCH 900105 resulted in complete regressions in U7
Glioblastoma model for 180 days following a 90-day treatment
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Optimal Dosing Schedule in U87 Model

Whether the dose is equivalent per injection or per cycle (2 wks), every three days was the most efficacious
dosing schedule even with a 9 days half life in mice
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Paracrine Models in Mice Engineered with Human HGF

Human HGF offers a growth advantage in HGF-dependent tumors when grown in HGF engineered models
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SCH 900105 results in significant tumor growth inhibition in two different HGF models with
H596 NSCLC tumors

Efficacy of SCH 900105 in tg-huHGF mice Efficacy of SCH 900105 in huHGF Knock-in mice.
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Asingle dose of SCH 900105 in H596 bearing mice resulted Inhibition of p-met by 8 hrs that was

In the 10 mg/kg group this corresponded to decreases in Ki67 staining and increases in
c

Caspase-3 Positive Cels after 10 mg/kg SCH 900105

aspase-3 staining within the 72 hr time period
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Combination Studies in
Autocrine and Paracrine Models

Efficacy of SCH 900105 in combination with Tarceva® in H596
NSCLC in tg-huHGF mice
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Efficacy of SCH 900105 in combination with Ebitux® in H596
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C in HGF knock-in mice
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'SCH 900105 demonstrates additive activity in col

mbination with chemotherapeutics in multiple models
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Efficacy of SCH 900105 in combination with Gemzar® in AsPc-
Pancreatic model in HGF knock-in mice
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1. SCH 900105 exhibited significant efficacy in the autocrine U87 GBM model
resulting in complete regressions even after withdrawal of treatment .
2. Inthe U87 model SCH 900105 had a half life of 9 days, however the most

efficacious schedule for dosing was the shortest interval of every 3 days in mice .
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3.

6.

were engineered to supply human HGF. (Poster #6276)
4. SCH 900105 demonstrated efficacy in several paracrine models in the HGF mice.

5. SCH 900105 treatment resulted in dose dependent decreases in p-Met, p-Akt,
and Ki67 as well as increases in caspase-3.

Combinations of SCHH900105 with EGFR inhibitors and chemotherapeutics

d additive efficacy in vivo.

paracrine models demonstrated enhanced growth when host animals
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