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Fruit flies, ‘hedgehogs’
take on skin cancer fight

simple answer” to
treating a vexing
form of skin cancer,
says Dr. Ervin

Epstein.

t all began with a fruit fly and a
hedgehog.

Now the work of Dr. Ervin Epstein,

¢ ahost of other skin disease research-
ers and South San Francisco-based bio-
tech powerhouse Genentech Inc. could
be on the verge of producing a happy
ending to the story.

Children’s Hospital Oakland Research
Institute, where Epstein studies the
molecular bases of skin diseases, next
month will be a national center for a late-
stage, 41-patient trial of a treatment for a
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JOIN US for lunch and an awards program honoring 100 of our region’s highest achievers —3

the women at the helm of the largest women-owned businesses in the Bay Area. Celebrate and
network with these outstanding entrepreneurs and leaders of some of the most successful businesses
in our region. Join us as we applaud their accomplishments and rankings on the San Francisco

Business Times annual list of the Top 100 Women-Owned Businesses in the Bay Area.

Friday, September 18, 2009
Hilton San Francisco
333 O’Farrell Street - Grand Ballroom A

11:15 - 11:55 a.m. - Registration & Networking Reception
12:00 - 1:30 p.m. - Luncheon and Awards

$85 per person
$950 sponsored table of ten (Includes table tent, program listing & premium seating)

Register online ai:
www.sanfranciscobusinesstimes.com/event/6179
For more information, please contact Jacquie Bischoff:

415-288-4972 - jbischoff@bizjournals.com

Mo Refundds, Please RSVP by September 17, 2009.

Partnering Associations:

NAWBO

San Francisco Chamber of Commerce - Women in Business Roundtable
Emeryville Chamber of Commerce

CREW-SF

Sponsored by:

kg‘s Sutter Health
L With Yeu, for Life.
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ERVIN EPSTEIN

Title: Dermatologist.

Institution: Children's Hospital Oakland
Research Institute.

Focus: Basal cell carcinoma.

rare genetic condition that leaves patients
at a higher risk of developing disfiguring
basal cell carcinoma and a rare child-
hood form of brain cancer. The goal is to
see if the Genentech drug GDC-0449 will
reduce the number of basal cell carcino-
mas on patients’ bodies.

“A drug could be a simple answer,”
Epstein says.

But it almost didn’t come to this point.

Collaborating labs
— including Epstein’s,
then at the University
of California, San
Francisco, and
another at Stanford
University — in 1996
found the gene that
causes the genetic
condition, called Gorlin syndrome. It was
a satisfying discovery for Epstein, whose
National Institutes of Health-funded lab
in the mid-1980s started looking at the
inheritance of basal cell carcinoma.

But almost no pharmaceutical compa-
nies showed interest in developing a gene
replacement therapy out of the research.

Why should they? Surgery offered a
90 percent-plus cure rate and less than 1
percent of the 1 million or so basal cell
cases reported each year in the United
States are related to Gorlin syndrome.
What’s more, the treatment would be
costly, and it would be repeated every
couple months as new tumors appeared.

Only Curis Inc. of Cambridge, Mass.,
was interested. The company jumped on
basic science research that had used fruit
flies to identify the so-called hedgehog
signaling pathway. The hedgehog, a gene
so named because of its prickly appear
ance, normally is involved in develop-
ment but, when it goes awry, helps cancer
cells proliferate.

Over the next eight years, hedgehog
research largely went unnoticed until a
couple of high-profile papers in the jour-
nal Nature said hedgehog signaling could
be involved in as many as one of every
four human cancers.

Genentech licensed Curis’ program and
eventually tried a compound, GDC-0449,
in a 35-patient Phase I trial that focused
on severely ill cancer patients. Of the nine
patients with basal cell, eight showed a
significant benefit from the drug, Epstein
says.

Basal cell is easily studied, and gather-
ing more information about hedgehog
this way could give Genentech insight
into other cancers. While cancers like
those of the breast and colon require mul-
tiple switches to flip the wrong way, basal
cell requires only abnormal signaling of
the hedgehog. Plus, the skin is a readily
accessible research canvas.

The Genentech study starts enrolling
patients this month, Epstein says, focus-
ing on Gorlin syndrome patients who face
annoying but rarely fatal basal cell remov-
al surgeries every couple of months.

“Our story started with those patients,”
Epstein says.

— Ron Leuty &




