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Peptidoliposomal drug derivatives were constructed for targeted drug delivery
and tested in tumor bearing animals. The targetor was a CTT peptide known to
target matrix metalloproteinases-2/-9, essentiad components of tumor cell
migration, neovascularization and tumor stromal destruction. The drug delivery
system was tested in several tumor models, most often in nude mice bearing
human ovarian cancer xenografts.

The affinity of radiolabelled (*!In) peptides was determined in a competitive
assay binding bhuman breast ca cells and was approximately 20 nM. The
biodistribution was detected by tissue sampling in mouse models, and higher
uptakes than 15% ID/g tumor were observed with the naked peptide, 20% ID/g
tumor with the peptidomicellar construction (17 nm particle), and 35% ID/g
tumor with the peptidoliposome (100 nm particle). The bioactivity of these
peptide/nanoparticle was aways tested using peptideELISA. The drug
concentrations in the nanoparticles were measured by HPLC, inclusive their
metabolites.

In experimenta therapy trials targeted drug delivery systems were compared
with non-targeted drug and free drug in bioequivalent concentrations. The
targeted liposomal doxorubicin increased survival these animals as compared to
non-targeted system and free drug. The targetor principaly increased survival of
animals approximately 35% as compared to treatment with pegylated liposomes
without targetor. The concentrations in tumor at 0-96 hours demonstrated
approximately 40% increment in AUC (targeted drug vs. non-targeted drug).
Similar results were obtained with other drugs.

We can conclude that targeted drug delivery improves surviva at least in an
experimental animal therapy, and that our CTT peptide acts as promising
targetor.



