NON-TECHNICAL ABSTRACT

In the United States, the incidence of mdignant melanomais increasing more ragpidly than of any other
neoplasm The incidence rose from 1/1500 in 1935t0 1/135 in 1987, and it is projected to reach 1/75 in

the year 2000. The cost of treating melanoma patients is 25 billion dollars per year. Most successesin
melanoma thergpy have been achieved by surgery or immunotherapy, dthough there is no adequate
procedure for tresting advanced metastatic melanoma. The pilot clinical trid proposed in this document is
based on the immunotherapy procedure developed in Dr. Alan Garen's laboratory at Yde Universty,
which tested this approach successfully in amouse mode of human meanoma. The procedure for the trid
involvesinjecting into ble tumors of Stage IV meanoma patients an adenovird vector encoding an
immunoconjugate molecule that targets a meanoma tumor for killing by the immune system. The tumor
cdlsinfected by the vector synthesize and secrete the immunoconjugete into the systemic circulation. The
bl ood- borne immunoconjugate molecules bind to tumor cells and aso to the blood vessals that supply the
tumor cdlswith oxygen and nutrients, resulting in a powerful immune atack againg the tumor. The
patients will be monitored for Sgns of toxicity and dso for changesin the sze or number of their tumors.
The am isto control the growth and spread of tumors in the treated patients without unacceptable sde
effects from the treatment.



