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From the Desk of Dr. John Stehlin

Dear Friends,

As you will read in this Hope Newsletter,
Stehlin Foundation researchers are investigat-
ing new ways to improve the effectiveness of
Orathecin. This drug was discovered and
developed in our lab and is now manufactured
and marketed by SuperGen. Our researchers
are focusing their efforts on creating new
derivatives of the camptothecin compounds and
using them in combination with other therapies.
Both approaches offer the potential for creating
new, more powerful anticancer agents.

You also will read about our student
interns, the young people who represent the
next generation of researchers and doctors
who will carry our work forward.

In addition, I am pleased that this newslet-
ter offers needed insight and sound informa-
tion from our own Dr. Joachim Liehr on the
controversial subject of hormone replacement
therapy. Arming our community with factual,
useful information is a vital part of our
continuing effort to prevent and treat cancer.

It is with deep and heartfelt appreciation
that I thank Donna Conners for her work in
planning the Luci Bonneau Bowling Towrna-
ment. She has made a beautiful memory of
her friend with an event that aids in finding a
cure.

I am also looking forward to the extra-
special entertainment we will enjoy from my
dear friend Marvin Hamlisch at the annual
Friends gala scheduled for November 2. |
would like to thank Marvin and gala co-chairs,
Lin Mills and John Egan-Wyer for helping
make the upcoming gala one of our best yet.

And, I hope each of you plans to join me
on September 14th for the Terry Fox Run.
Our dear friends from the Four Seasons Hotel
and CHRISTUS St. Joseph Hospital have
made the Terry Fox Run one of our most
important outreach and fundraising activities.
The Terry Fox Run has raised more than
$300,000 for the Stehlin Foundation. These
funds are directed toward our continued devel-
opment of camptothecin. With the help of the
Four Seasons Hotel Houston, we are already
improving cancer treatment and may someday
achieve Terry Fox’s dream of curing cancer.

Sincerely,

(le. 7 tatb: o
John S. Stehlin, Jr., M.D.

Combination
Therapy Offers

Promise

S tehlin researchers fight the war
against cancer on many fronts.

The main weapon is 9-Nitrocamp-
tothecin, which is packing a powerful
punch against pancreatic cancer in
animal research and clinical trials.

The drug, originally derived from the
camptothecin tree, is in the final stages
of phase III studies for pancreatic
cancer.

One-third of patients treated with
ONC in human trials at Stehlin showed
a decrease in tumor and one-third
showed stabilization of disease. Eleven
patients lived more than two years
under treatment. SuperGen, the drug
company that manufactures and markets
the drug called Orathecin, is also
conducting clinical trials of the drug for
breast cancer.

Back in the lab, Stehlin researchers
are investigating new ways to improve
Orathecin’s effectiveness. “We know
that the potential of camptothecin-
based therapies is huge,” said Dana
Vardeman, laboratory supervisor for
the Stehlin Foundation for Cancer
Research. “By pairing camptothecins
with other types of therapies, we hope
to expand their effectiveness.”

Stehlin researchers are working hard
to get the new research to the next step:
clinical trials.

One of the most promising areas of
research is combining the standard anti-
cancer drug VP16 with camptothecins.
VP16 is a potent drug most often used
to treat certain lung cancers and
leukemia. This summer, Stehlin
researchers began investigating whether
the drug will shrink tumors that either
do not respond to camptothecins or
initially respond and then grow back.

“We think that tumors treated with
camptothecin may switch from being
dependent on the topoisomerase |
enzyme, which camptothecin knocks
out, to the topoisomerase 1l enzyme,”
Vardeman said. “Topoisomerases allow
the replication of DNA, by uncoiling it,
causing cancerous cells to reproduce and
form tumors.”

Stehlin is also investigating combining

Stehlin intern Jeff Thompson assists researchers in
finding ways to improve Orathecin's effectiveness.

heat treatment and radiation therapy
with camptothecin. Dr. John Stehlin
was the first to combine heat
(hyperthermia) and chemotherapy for
the treatment of advanced melanoma
of the arms and legs, resulting in up

to a 300 percent increase in patient
survival rates and virtually eliminating
amputation. Preliminary studies com-
bining hyperthermia with camptothecin
in animals have been positive.

“Qur theory is that if we predamage
the DNA, then the camptothecin will
be more effective,” Vardeman said.

Studies show that camptothecins
shrink every type of cancerous tumor in
mice. But the effects have not been as
dramatic in humans. Stehlin researchers
have discovered that a human blood
component called albumin is the culprit.

“One of the main problems we had
was that camptothecin was becoming
inactive in the blood stream, so when
we tested it in mice, we never knew
exactly how effective the drug would be
in humans.” Vardeman said.

To develop a better test model,
researchers are growing tissue cultures
that contain human albumin. Stehlin is
also working with the University of
Texas Medical Branch in Galveston to
create a transgenic mouse that contains
human albumin. A transgenic animal
has had DNA introduced into one or
more of its cells. It gives researchers a
better model to study new drugs or
medical therapies.

“The mouse will give us a much
better approximation of the human
bloodstream,” Vardeman said. “As a
result, it will help us bring drugs to the
clinical trial phase more quickly.” (]
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| am entering the:
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Terry Fox Run

E ach year, thousands of volunteers
organize Terry Fox Run events
around the world. The Run has been
credited as the largest, single-day
fundraising event for cancer research.
More than one million participants
gather each year at an estimated 4,800
run sites in 60 countries around the

world. To date, almost $300 million has

During his hospital stay, Fox was so
overcome by the suffering of other
cancer patients that he decided to run
across Canada to raise money for cancer
research. He would call his journey the
Marathon of Hope.

Fox started in St. Johns, Newfound-
land on April 12, 1980 with little
fanfare. He ran an average of 26 miles
a day for 143 days through Canada’s
Atlantic Provinces, Quebec and
Ontario. Enthusiasm grew and the
money collected along his route began
to mount.

been raised for cancer research.

In Houston, the annual Terry Fox
Run is held every September. Mark
Hellrung, hotel manager of the Four
Seasons Hotel Houston and Tiffany
Kendall, director of public relations of

“WE WILL NOT REST UNTIL
YOUR DREAM TO FIND A CURE
FOR CANCER IS REALIZED.”

the Four Seasons Hotel Houston and
chairman of the Terry Fox Run,
continue to help keep Fox’s dream alive.

Sponsored by the Four Seasons Hotel
Houston and CHRISTUS St. Joseph
Hospital, the Terry Fox Runs have raised
more than $300,000 for the Stehlin
Foundation for Cancer Research.

“We are proud to help raise money
for cancer research in honor of the most
heroic of men — Terry Fox. His legacy
reminds us that heroes do exist,” said
Kendall.

Terry Fox was an active teenager
involved in many sports. In 1977, Fox
was 18 years old when diagnosed with
bone cancer and forced to have his right
leg amputated.

On September Ist, after running
3,339 miles, Terry fell victim to lung
cancer and collapsed. An entire nation
was stunned and saddened as Fox was
taken by ambulance to the hospital.

Pinned to Fox’s hospital bed was a
telegram sent by Isadore Sharp, founder
and chairman of the Four Seasons
Hotels and Resorts. It read, “You started
it. We will not rest until your dream to
find a cure for cancer is realized.” Fox
passed away on June 28, 1981 at age 22,
one month short of his 23rd birthday.

Sharp felt that Fox’s marathon was
just the beginning and pledged that
the Terry Fox Run would be held at

Four Seasons’ locations every year to

ENTRY FORM

0 5K O Wheelchair 5K [0 Kids' 1K Run/Walk

continue Fox’s dream of finding a cure
for cancer.

Sharp, who has known the loss of
a son to cancer, believes one day a
brilliant young researcher, perhaps one
funded by a Terry Fox grant, will find
a cure.

“Terry did not lose his fight,” said
Sharp. “Terry is like a meteor passing in
the sky, one whose light travels beyond
our view, yet still shines in the darkest
night.”

On September 14, 2002,
Houstonians will come together in the
name of Terry Fox and raise funds for
cancer research. On race day, partici-
pants will run, walk and wheelchair in
the 19th annual Run, held in downtown
Houston. As competitors cross the finish
line, they help in achieving Fox’s dream
— finding a cure for cancer.

“The 2002 Terry Fox Run serves as a
hopeful and inspiring event,” said
Hellrung. “Houstonians will once again
rally together, wanting to do something
for the greater good, and fund cancer
research.”

The race’s stating line is located at
the Four Seasons Hotel, 1300 Lamar.
The event begins with a warm-up at
7:30 a.m. All participants are invited to
join a post-race party featuring some of
Houston’s finest downtown bars and
restaurants.

Through the continuing support of
the Four Seasons Hotels and Resorts
and the efforts of the Terry Fox Run
participants, Fox’s dream of finding a
cure for cancer will be realized. [

WAIVER STATEMENT

In consideration of acceptance of this entry,
| waive and release any and all claims for
myself and my heirs against USA Track &

Field, the City of Houston, HARRA, any
sponsor, and all officials of thisrace for
any injury or illness which may directly or
indirectly result from my participation in

First Name: Last Name:

Age on 9/14/02: Sex: 0O Mde O Femae
Street Address: City:

Zip Code: Phone (Day): (Evening):

HARRA member #

ENTRY FEES: NO REFUNDS

the Terry Fox Run. | further state that |

(must be included for $1 discount).

Shirt size (cotton)

have trained and | am in proper physical
condition to participate in this event. This
entry isinvalid unless signed by entrant.
If entrant is under 18 years of age, parent
or guardian must sign. Only one entry per
form. This form may be photocopied.

Send completed Entry Form
with your check payable to:
Terry Fox Run

5K: Kids 1K Run/Walk: 0 Smal 0O Medium O Large
$18 through 9/7 $10 through 9/7 0 ExtraLarge 0O Kids' Medium
$20 after 9/7 $12 after 9/7 You will automatically receive a large
$25 on race day $12 on race day T-shirt if you fail to mark a size.
Signature

1300 Lamar Street

(Baby joggers, strollers, roller blades, skates, bicycles, pets, etc. are not permitted on the race course).
O No, | cannot compete this year, but my donation in the amount of $

O Enclosed are additional donationsin the amount of $

O My company matches donations: company name

O

AM A CANCER SURVIVOR.

is enclosed.

contact

Houston, TX 77010
Attention: Eden Russom

phone




Women should evaluate their individual risks when considering hormone replacement therapy.

Hormone Replacement Therapy
Studies Raise Questions

W omen have been taking hormone
replacement therapy for decades
to relieve their hot flashes and reduce
their risk for heart attack.

Now, two new studies are leaving
millions of women confused and worried
about their health.

The first study, published in the
Journal of the American Medical
Association, found that taking
postmenopausal hormones for many
years did not protect the heart and
actually increased the risk of blood clots
and gallbladder problems.

Just a week later, the Women’s
Health Initiative halted a study of
women taking estrogen plus progestin.
The study found that the therapy
increased the risk of breast cancer, heart
attacks, stroke and blood clots in women
taking hormone replacement therapy.
The risk was small, just 8 women out of

Dr. Joachim Liehr, a researcher at the Stehlin
Foundation for Cancer Research.

10,000 had an increased risk for breast
cancer, but enough to make women and
their doctors take notice.

“The good news is that estrogen is a
weak carcinogen; if you look at the
absolute risk, it is not very high,” said
Dr. Joachim Liehr, a researcher at

Stehlin Foundation for Cancer Research.

“But it is enough to raise questions.”

Liehr has devoted much of his career
to researching the relationship between
estrogens and cancer risks. He answers
some important questions on hormone
replacement therapy from a scientific
perspective.

Q: How should women react to the
findings?

Liehr: Women should ask themselves
why they are taking it in the first place.
Are they taking it to relieve the
symptoms of menopause, which HRT is
effective in doing, or are they taking it
to reduce their risk for heart disease, in
which case HRT is not effective.

They should also truly evaluate their
own individual risks. Does breast cancer
run in the family? Did their mother or
other female relatives have cancer? If so
that imparts a certain level of risk. Also,
they are at greater risk if they had
children at a late age and early onset of
menstruation. Armed with this informa-
tion, they should discuss the risks and
benefits of HRT with their physician
and come to a reasonable conclusion.

Q: Were you surprised at the results?

Liehr: No. The data has not changed.
What has happened is that the public’s

perception of the data has changed.
Since the late ’80s, data has begun to
show that estrogen in terms of hormone
replacement therapy has carried a small
but increased breast cancer risk. But it
took a large study like this to confirm
suspicions.

This situation actually reminds me of
the controversy over a drug called DES
in the ’70s. In the "50s and '60s DES was
given to pregnant women because it
supposedly stabilized pregnancy. There
wasn’t strong data supporting it, but it
became standard practice. Millions of
women were treated this way. In the
"70s, incidences of genital tract tumors
increased in the daughters of these
women. As a result, DES fell out of
favor and was banned in animals.

Certain treatments become
commonplace, and people assume they
are harmless. But any chemical
substance can have both beneficial and
detrimental effects. They need to be
carefully evaluated before we take them.

Q: Why weren’t women warned
earlier?

Liehr: Don’t forget that many people,
both in the medical and scientific
community, thought these drugs would
be more useful than harmful. There was
also a demand for HRT from the general
public.

I guess the lesson we should take
away from this is that everyone should
scrutinize his or her role in the
treatment. Physicians need to read more
studies and people need to inform
themselves better and not expect any
one drug to be a panacea.

Q: Tell me about your current
research.

Liehr: Right now we are working on the
mechanism by which estrogens induce
tumors. There is increasing evidence
that estrogens may be converted to
metabolites that act as tumor initiators
in addition to the parent hormone
binding to receptors. If this concept
proves to be correct also in the human
setting, it will be possible to inhibit
detrimental actions of estrogens by
designing drugs that inhibit this
detrimental metabolic pathway.

We are also working on developing
estrogens that are not carcinogenic, so
that women will be able to relieve the
symptoms of perimenopause without the
cancer risk. []
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The 2002 Friends and gala:committee.

nder the direction of Lin Mills and
John Egan-Wyer, the amazing
group of Friends of the Stehlin Foundation
have begun working toward November
2, 2002 — the Friends annual gala.
Mark your calendars to attend
To John with Love, a tribute to Dr.
John Stehlin’s life and career, held at
the Galleria Ballroom at the Westin
Galleria. Marvin Hamlisch, a dear
personal friend of Dr. Stehlin, and
winner of four Grammys, three Oscars,
three Golden Globes, one Tony and a
Pulitzer Prize, will act as master of
ceremonies.
After 45 years in medicine, this gala
tribute will be the first time Dr. Stehlin
has served as honoree. The gala will

v

honor Dr. Stehlin as a man who has
“...dedicated his entire life to the
greater good,” said Lin Mills, co-chair
of the 2002 Friends Gala.

Vicki Benson, an integral part of the
planning, has designed the elegant and
exotic theme of this year’s gala around
materials that will be borrowed for the
evening. “This has always been a prime
focus for the Friends,” said Mills. “We
put lots of muscle into the planning of
these galas so that we can provide a first-
class event while keeping the costs
extremely low.”

Nancy White, member of the
Friends, has acquired a fabulous list of
items including diamonds, fine sculp-
tures and vacations for the silent/live

Other Upcoming Events:

Monte Carlo Casino Party
Friday, September 13th, 2002

The Terry Fox Run
Saturday, September 14th, 2002

Third Annual Houston
Hot Sauce Festival
Saturday & Sunday,
September 21 & 22, 2002

www.houstonhotsauce.com

The Friends’ Gala
Saturday, November 2, 2002

Golfers Against Cancer
Monday, November 25, 2002

www.golfersagainstcancer.org

auction. Through the generous
assistance of Anna Williams, the
Friends are getting the benefit of
professional direction. Williams’ auction
displays are true to her company name,
Legendary.

Gala proceeds support the Founda-
tion’s ongoing research and develop-
ment of a promising family of anti-
cancer drugs, the Camptothecins. A
portion of the proceeds also provides an
educational scholarship program spon-
sored by the Stehlin Foundation for
Cancer Research.

For more information on purchasing
a table or individual gala tickets,
contact the Stehlin Foundation at

713-659-1336. O

A Medicinal Summer

Students Spend their Summer Researching Careers in Medicine

M ost would be hard pressed to find
students thinking about their
education during the summer. At the
Stehlin Foundation for Cancer
Research, 11 students are focused on
little else. They are spending
approximately eight to 10 hours a day
furthering their skills while searching for
the cure for cancer and ways to improve
the treatment of patients suffering from
cancer.

Seven women and four men ranging
in ages from 17 to 21 are participating
in the Stehlin Foundation’s award-

winning Educational Scholarship
Program. They are learning a variety of
laboratory techniques, observing human
surgery and attending patient rounds
with physicians and staff.

“My favorite aspect of my internship
is going on rounds with the doctors,”
said Katie Hoffman, a University of
Texas freshman. “It allows me to see
what my work in the lab is
accomplishing—helping cancer patients.”

The Educational Scholarship
Program provides practical experience as
well as financial support to students who

desire to pursue careers in medicine.
The students are paid by the Stehlin
Foundation for their work, with the
understanding that the funds are
earmarked to defray educational
expenses.

“Being an intern is an opportunity
for me to get a better perspective of
what a career in medicine would be
like,” said Cyrus Aghili, a senior at
Kinkaid High School. “The Stehlin

Foundation is allowing me a peek at

Continued on page 6
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From left to right: Stehlin interns Nick Lymberopoulos, Jeff Thompson, Cyrus Aghili, Peter Chou, Katie Hoffman,

Ashley Anderson, Amanda Carson, Cheryl Howard, Anne Tann and Lisa Dennison.

Medicinal Summer continued from page 5

my future.”

Since its inception in 1980, more
than 200 high school and college
students have participated in the
program. To win a place in the
internship program can prove to be a
tough task. For the 2002 program, the
Stehlin Foundation received 78
applicants to fill 11 openings. The
accepted students are determined to
make the most of their experience. Most
will enter medical or graduate school to

“These students are the future of
cancer research and medicine,” said
Dana Vardeman, laboratory supervisor
at the Stehlin Foundation for Cancer
Research. “They are enthusiastic about
exploring every aspect of science and
medicine.”

The Stehlin Foundation for Cancer
Research has been providing the
Educational Scholarship Program for
more than 20 years. Students will
continue their work throughout the
summer and will return to high school or
college with a jumpstart on their careers
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Visit The Stehlin Foundation on

the internet at www.stehlin.org.

become physicians or researchers. in cancer research or medicine. [
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