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MetMAb and Non-Small Cell Lung Cancer

MetMADb is a novel, investigational, monovalent (one-armed), monoclonal antibody designed to
block a certain type of Met signhaling that can occur in tumor cells.

About Met

Met, a protein on the surface of cells, is a receptor for the protein Hepatocyte Growth
Factor/Scatter Factor (HGF/SF). HGF/SF binding to Met causes Met molecules to come
together, or dimerize with each other. This process “activates” Met and initiates a signaling
cascade that is believed to play an important role in cell proliferation, survival and spread to
other parts of the body.'?

Met and Cancer

Increased levels of Met or its binding partner, HGF/SF, can lead to increased Met signaling and
are associated with a worse prognosis in many types of cancer.®> For example, approximately
half of all non-small cell lung cancer (NSCLC) tumors have high levels of Met on the cell
surface, which can result in cell proliferation, spread to other parts of the body and escape from
the therapeutic effects of chemotherapy, radiotherapy and targeted medicines.*®

According to the American Cancer Society, lung cancer is the second most commonly
diagnosed cancer in both men and women in the United States and the leading cause of cancer
deaths. Each year, more people die from lung cancer than from breast, colon and prostate
cancers combined. NSCLC accounts for 85 percent of all lung cancers.’

How MetMAb Works (Proposed Mechanism of Action)
o MetMAD is designed to block the cancer-driving effects of HGF/SF binding to Met
0 MetMAD binds to Met on the cell surface
0 HGF/SF is unable to bind to Met when MetMAD is bound to Met
o0 This prevents HGF/SF from causing Met dimerization and activation
o MetMAD is being developed with a companion diagnostic test to identify NSCLC patients
whose tumors have high levels of Met



The Met Signaling Pathway*?
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MetMADb: A Novel One-Armed Design

Preclinical studies of Met revealed that conventional two-armed (bivalent) antibodies can cause
Met dimerization and activation. To address this problem, Genentech researchers created a
novel one-armed (monovalent) antibody that blocks HGF/SF from binding to Met without
causing Met to dimerize. %*°
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MetMAD Clinical Studies and Development Program
¢ A Phase Il study of MetMAD in combination with erlotinib in people with advanced NSCLC

has been completed
More information about MetMADb clinical trials can be found at http://www.clinicaltrials.gov

For additional information on MetMADb, please visit http://www.biooncology.com.
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