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Improved Efficacy of IA-DCL
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Summary of Key Findings

Introduction

Anti-angiogenesis therapy is a promising anticancer
treatment in part because it targets tumor vasculature
and is less susceptible to multi-drug resistance, a
problem associated with many chemotherapeutics.
Integrin - avp3 is involved in tumor-induced
angiogenesis; it is differentially expressed at high
levels on a variety of tumor cells and on neovascular
endothelial cells. In this study we investigated the
efficacy, pharmacokinetics and toxicity of an avf3
integrin antagonist (IA) that was covalently attached
to the surface of a dextran-coated liposome (DCL).
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Anti-Angiogenic Mechanism
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PK and Safety
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«Attachment of a small molecule avf3 IA to a
DCL converted a therapeutically inactive drug
to one with significant anti-tumor activity.

*IA-DCL demonstrated a significant therapeutic
effect in the M21 melanoma model. Treatment
was superior to cyclo(RGDfV), a peptide IA
similar to Cilengitide, currently in Phase Il trials.

*IA-DCL treatment led to extensive tumor
apoptosis and reduced vessel density by ~40%
supporting an anti-angiogenic mechanism.

*IA-DCL demonstrated a prolonged plasma
half-life (23 hr) implying infrequent dosing in
humans.

*IA-DCL  demonstrated restricted tissue
distribution  and  vascular  compartment
confinement. In addition, no gross or histo-
pathological toxicity was seen in examined
tissues.

*These encouraging data demonstrate the
advantages and potential therapeutic
application of active drug targeting using the
DCL approach.



