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      A growing number of genes are known to be regulated at the post-
transcriptional level, generating multiple novel targets for drug
discovery.  Message Pharmaceuticals is developing small molecules
capable of modulating these post-transcriptional processes.  One tar-
get Message Pharmaceuticals has chosen to study is Her2.  Her2 pro -
tein expression has been shown to be up-regulated in a significant
percentage of breast and other types of carcinomas through both gene
amplification and translational mechanisms.  Inhibition of HER2
expression using antisense oligonucleotides or ribozymes has been
demonstrated to lead to apoptosis of Her2-overexpressing tumor cells.
In a cellular screen, Message has identified compounds that reduce
the levels of Her2 expressed by cancer cell lines.  One of these com -
pounds induces apoptosis of Her2-expressing lines but is not toxic to
primary cell cultures or human diploid cell lines.  Cancer cells treated
with this compound were blocked at the G2-M progression of the cell
cycle.  In addition, these cells were shown to differentially express
genes involved in apoptotic cascades after short incubations with this
compound.  Studies on elucidating the precise molecular mechanism
of action are now in progress.


