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Abstract

Many human cancers are characterized by overexpression of EGF
receptor (EGFR), which contributes to angiogenesis as well as increased
resistance of tumor cells to apoptotic effect of cytotoxic agents.
Although new target therapies against EGFR signaling pathway,
including antibody and small molecules, have achieved some degree of
success, not all patients were benefited by these drug and drug
resistance always occurs in the responder eventually. This major goal of
this project is to develop an innovative biological therapeutics targeting
EGFR-expressing cancers. Liposome loaded with doxorubicin (LipoDox)
exhibited more favorable toxicity profile as opposed to doxorubicin
alone, which has been widely prescribed for cancer treatment. To further
enhance the therapeutic effect of Dox-liposome, we had labeled it with
EGF. This strategy is based on the rationale that the targeting effect of
EGF should further decrease toxicity of doxorubicin by minimizing its
distribution to normal cells where EGFR is scarcely expressed. Our data
demonstrated better Killing effect of EGF-LipoDox on EGFR-expressing
cancer than that of LipoDox. In animal toxicity studies, EGF-LipoDox
did not show discernibly increased toxicity as compared to LipoDox.

Given these encouraging data, EGF-LipoDox merits further



development for the treatment of EGFR-expressing cancers.

key words: epithelial growth factor (EGF), target therapy; liposome
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Figure 1. Targeting the Epidermal Growth Factor Receptor (EGFR) Signaling
Pathway. N ENGLJ MED 36110 NEJM.ORG SEPTEMBER 3, 2009
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Two classes of EGF-EGFR inhibitors are now in clinical use:
anti-EGFR antibodies & tyrosine kinase inhibitors
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