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From Genes to Functions: The Case of
CD44

The postgenomic era offers enormous new opportunities
for uncovering the genes involved in complex human
diseases. However, such genes have been discovered
and their functions elucidated even in pregenomic times.
Recent history offers numerous examples of break-
through discoveries creating elevated expectations
about immediate benefits in the clinic which have gone
through a painful reality check only to reemerge at a
more realistic level. One such example that has gone
through the full cycle is CD44, a cell surface receptor for
the glycosaminoglycan hyaluronan. Discovered 10 years
ago by Herrlich and colleagues as the molecule capable
of conferring metastatic behavior to rat pancreatic carci-
noma cells, it was expected to have enormous potential
in early detection of metastatic cancers. However, the
numerous studies in the mid-nineties gave contradictory
results resulting in considerable confusion and disap-
pointment about this molecule. However, our results to
be presented show that CD44 has a dual role in cancer
progression: it is important for metastatic spread, but is
inhibitory for angiogenesis, a process absolutely neces-
sary for local growth of both primary and metastatic
tumors. These results present an explanation for the
conflicting data in the literature, establish CD44 as a
novel type of metastasis molecule and offer a new strat-
egy for simultaneously interfering with angiogenesis and
metastasis, both critical processes in malignant tumor
progression.
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