OLD DRUGS, NEW TRICKS

Could taking a second look at existing drugs hold the
key to fighting emerging diseases?

THE BUZZ HAD barely died down by
the time Curtis Chong set foot in
Zambia last summer. He and two senior
colleagues here had published findings
that an old and neglected drug could
knock out a particular form of malaria.
It was an exciting development, of
course, but needed a larger human study.
Broad wuse in the world’s malaria
hotspots might still be years away.

But amid his summer visit to a phar-
macy in rural Zambia, Chong stumbled
onto a delightful surprise: His team’s cel-
cbrated antimalarial agent, astemizole,
lay packaged on the shelves in generic
form, priced at 10 cents per pill. The
pharmacist reported the drug was a pop-
ular antihistamine, widely available
throughout the African continent. Since
its conversion to a generic form in 1999,
an Indian manufacturer now produced
the pills in vast quantities and at low cost.

Distributing astemizole in remote
locations was not going to be an obsta-
cle, Chong recalls. “We can’t wait to get
this into clinical trials,” he says.

Yet the Zambia find only amplifies a
potentially much bigger story. Chong
and his colleagues—David Sullivan of
the Bloomberg School’'s Malaria
Research Institute and Jun Liu with
Medicine’s pharmacology program—
found the old drug’s new promise while
screening a database of existing drugs.
The team has launched an ambitious
effort to build a library of nearly all of
the existing 9,000 R
known drugs, with an
eye toward testing
them for new uses.

The move stems
from a long-standing
frustration: New drugs
take too long to
approve and cost too
much for wide distri-
bution to poor popula-
tions. In fact, accord-
ing to a study conduct-
ed by the team, it now
takes about 15 years
and $1 billion to bring
a single drug to mar-

ket—not the most attractive system for
fighting rapidly emerging diseases.

Taking a second look at the older
drugs poses an enormous savings of
time, money, and human lives. Some of
the most costly stages in the develop-
ment of new compounds include animal
and human safety trials. Since the older
drugs have already passed muster,
researchers can cut to the chase when
trying them for new conditions. Phase
two trials alone typically take two years
and cost $17 million, Chong notes.

Already, scientists here are investi-
gating potential new uses for existing
drugs through experiments involving
HIV. cancer cells, tuberculosis, and new
blood vessel formation.

Armed with a growing conviction that
the vast stores of existing medicines are
an underplayed resource, Chong and
Sullivan published a clarion call in an
August 2007 issue of the journal Nature.
“We challenge the scientific community,”
they wrote, “to create a comprehensive
clinical drug library to screen every neg-
lected disease by 2011." Theyve even
offered their database here as a starting
point, The Johns Hopkins Clinical
Compound Library, says Chong, has
1500 available compounds, the world’s
largest publicly accessible collection of
existing drugs.

Labs have begun responding, says

| Chong, Larger collaborations will soon
| be in the pipeline, RF
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