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A word from the executive director... .

(g‘zjﬂ., The Life Raft Group

he brief history of the

Life Raft Group is the

unheralded story of or-
dinary men and women fighting
for survival with extraordinary
courage and dignity. We set out
on this journey from many differ-
ent places, praying to many gods
in many languages and sometimes
to none at all. We were mostly afraid and
mostly alone.

We had a deadly cancer that almost
always was misdiagnosed and labeled
with different names like leiomyosar-
coma. Traditional cancer treatments
made us very sick but did little to slow
the relentless progression and inevitable
death deemed to be most of our fates.
Instead, we bought precious time by sur-
rendering tissue and organs to an endless
array of surgeons. Mostly we tried to
cope and survive on our own; occasion-
ally we encountered other kindred souls
in waiting rooms and sometimes on the
internet.

It was the summer of 2000 and an un-
precedented series of events would begin
to reshape our lives. A new diagnostic
test to determine the presence of an en-
zyme called c-kit ushered in a clinical
diagnosis for a cancer called Gastrointes-
tinal Stromal Tumor (GIST). That was
the good news: we had our very own
cancer. The bad news was that it was
particularly deadly and belonged to a
family of cancers called soft tissue sarco-
mas. The next event was a new oral tar-
geted drug called STI571 that a few clini-

(Before June 2002>

SCHERZER

cians thought might help. ~ /
This drug had just achieved

an amazing breakthrough with
another rare cancer called
chronic myelogenous leukemia.
And a clinical trial to test this
drug on GIST patients was to
begin in Boston, Philadelphia
and Portland, Oregon, initially
for a total of 30 patients. That confluence
of unknown factors-a new cancer diagno-
sis, a new drug and a new clinical trial
was the catalyst for a small number of
patients to create an informal organiza-
tion called the Life Raft Group. Using an
internet community called a listserv, run
by a remarkable organization called
ACOR, we began exchanging informa-
tion about our cancer and this new drug.
Within a few months our new fledgling
newsletter reported that about 85% of the
first patients in the clinical trial were
benefiting from this drug, either through
rapid and significant tumor shrinkage or
through tumor stability. Both the new
treatment and the fact that a patient group
was tracking and publicly reporting on its
results were unprecedented.

Fast forward to June 2002 to the formal
incorporation of the Life Raft Group as a
non-profit organization. This newsletter
celebrates the five year anniversary of
this formation. It is dedicated to the men
and women and children who lost their
lives to this cancer and to those still
struggling for survival. Some of their
stories appear in these pages. All of their
stories endure in our hearts.
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# The very first mem-
bership meeting of
| ... 1| | the Rafters occurs |
| -l | in May 2002. This |
- | picture serves as |; :
our timeline

*Monthly dates refer to newsletter issues;

Who are we, what do we do?

The Life Raft Group is an international,
Internet-based, non-profit organization
offering support through education and
research to patients with a rare cancer
called GIST (gastrointestinal stromal
tumor). The Association of Cancer
Online Resources provides the group
with several listservs that permit mem-
bers to communicate via secure e-mail.
Many members are being successfully
treated with an oral cancer drug
Gleevec (Glivec outside the U.S.A.).
This molecularly targeted therapy repre-
sents a new category of drugs known
as signal transduction inhibitors and has
been described by the scientific com-
munity as the medical model for the
treatment of cancer. Several new drugs
are now in clinical trials.

How to join

GIST patients and their caregivers may
apply for membership free of charge at
the Life Raft Group’s Web site,
www.liferaftgroup.org or by
contacting our office directly.

Privacy

Privacy is of paramount concern, and
we try to err on the side of privacy. We
do not send information that might be
considered private to anyone outside
the group, including medical profession-
als. However, this newsletter serves as
an outreach and is widely distributed.
Hence, all articles are edited to maintain
the anonymity of members unless they
have granted publication of more infor-
mation.

How to help

Donations to The Life Raft Group, incor-
porated in New Jersey, U.S.A., as a
501(c)(3) nonprofit organization, are tax
deductible in the United States.
Donations, payable to The Life Raft
Group, should be mailed to:

The Life Raft Group
40 Galesi Dr., Suite 19
Wayne, NJ 07470

Disclaimer

We are patients and caregivers, not
doctors. Information shared is not a
substitute for discussion with your doc-
tor. As for the newsletter, every effort to
achieve accuracy is made but we are
human and errors occur. Please advise
the newsletter editor of any errors.

events may be earlier
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q Life Raft Office up and running in New Jersey B

“The LRG’s office opened Monday morning, Sept. 23, Jis

the day after Executive Director Norman Scherzer
returned from a London symposium on

Glivec treatment of gastrointestinal stromal tumor.”

-

The Life I~
Raft Group .|
becomesa ¥ 0
formal non-profit
organization on
June 10, 2002.

L

elected the first /
president of the LRG
Board of Directors!

b kb
Gleevec wins OK for GIST in Europe |
BASEL, Switzerland —

Novartis announced May 31

that the European Commission
(EC) has issued approval, in

Jerry Call LRG Science Coordinator,

labels GIST a “model cancer’

“In summary, research of GIST has a high level of inter-

record time, for the break- est, and tissue donation will facilitate the pace for discov-
through drug Glivec (imatinib, or ery about mechanisms of resistance to Gleevec in GIST.
Gleevec in the U.S.) for the treatment - Due in large part to the relative simplicity of GIST, it is a

of patients with Kit-positive inoperable
and/or metastatic malignant gastroin-
| testinal stromal tumours (GISTSs).

model cancer in several ways...”
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have one hundred thousand friends.
Each of you is a best friend. Every short
visit, talk, letter, meeting, and laugh is
in my memory, and | think back and
smile, and laugh, and sometimes cry.

You all know who you are. My devo-
tion to you never dwindled or faded.
My only regret is that | can’t write
down every little thing — but all of my
hundred thousand friends can pull up at
least one good time, or thought, and
remember for me. Won’t those air
waves from here to heaven twitch and
fizzle, spark and send vibrations sky-
rocketing up to God and my many
guardian angels?

I can hear the laughter increase expo-
nentially. 1t’s all good, positive strength
and | want it set loose so that others can
share some of the greatest things | have
experienced. | have had way more than
my fill.

I read something yesterday—that it is
not holding on to something that is so
hard; it is harder to let it go.

So here it goes.

I have traveled the United States and
most of the world. I have met so many
wonderful people and pets. I have rid-
den horses on Carmel Beach. I have
spent hours watching my beloved broth-
ers playing baseball, and sometimes just
the drive home — with Mom and Dad,
Mike, Dave, Steve, Dan and | in the car,
with the family dog, navy blue baseball
uniform windbreakers snapping in the
breeze from the station wagon window
— has been the best part of the fading
day.

I have the most loving, devoted part-
ner in my husband, Tom. And my three
gorgeous healthy, funny, smart, proud,
independent kids. A beautiful home in a
beautiful state. I’ve had great jobs, a
work ethic | will never let go of. My life
could be longer, but in no way could it
have been better.

I always seemed to be the one who
laughed the loudest, stayed up the latest,
ate the most, pushed for just “one
more,” wanted to win one more game.
The leader most times, but recently see-
ing that it’s OK to let others take over
and carry the torch for me, even for a
little while. I have so much trust in my
heart now, which is something | have
learned from Tom and Tom’s family,
and my own family of brothers. And it’s
great to sit and rest for just a little
while. | have been so happy in the Mid-
west, and something about the change
of seasons has touched me, and
has given me an understanding
of life that | couldn’t learn in a
book.

A year ago in October, when
Tom and | got the initial diag-
nosis of cancer, | was afraid
that | wouldn’t have time for a

lot of little things that needed co WELL

to be done — but | do remem-

ber asking God if He thought one more
year of seasons was too much to ask. |
wanted to see the snow and have Christ-
mas with Kate, Tommy, and Mary. |
wanted to see my mother-in-law’s
spring plants in her backyard, and think
of the endless orchids my own mother
has in tubs at the side of her house in
Carmel. | wanted to spend another
warm summer with my wonderful
friend Marianne, at her house, and go
swimming and teach Mary how to
swim, and to have margaritas and laugh
and laugh. | wanted to see the autumn
with my favorite colors, and have a Hal-
loween party, and feel cool fresh air on
my face, and wear hats and scarves and
sweaters, and eat the extra candy, and
think of costumes.

God not only gave me this year of
seasons, he gave it to me in a big way.
He handed me more than a full year,
and it was a beautiful, pain-free year. |
could work, I could do things around
my house. | spent many extra minutes
holding hands with my beautiful baby
Mary, and brushing her hair and getting
her ready for tea parties, and listening to
her stories. | laughed for hours with

Kate and Tommy, and went over funny
stories when they were little. | was able
to write them letters, their own little
books, of how they were as babies, and
things | want them to remember. Not
too sad, because there are so many
happy and fun things to think about. |
let them know what is important to me,
what | want them to keep in mind as
they grow up, some good books to read,
how to treat others, how to work hard
and earn what they deserve.

I’m sorry | won’t be around for a lot,
but | am also very grateful that | was
here at all. Everyone has such a
good start on the first part of
their journeys — and the seasons
help us move the journey into a
plan. Every night before I close
my eyes, | tell Tom and Kate
and Mary and Big Tom how
much I love them. But when my
eyes close, and | say good night
to God, and thank him for my
day, and all the good that came from
that day. I can really rest, and fall
asleep, and trust in anything that hap-
pens next.

Sometimes, | even look forward to my
next journey — as hard as it is to let go
of this one.

I love you all. Remember me, and at
least one story. | promise it will find me
again, and | will grab the opportunity to
recount the story to maybe one angel
that hasn’t heard it yet — and you will
hear us cracking up, maybe sneaking a
small glass of champagne behind cloud.

Listen for a little rain on the window
sill, the drop of a spring flower on a
patio board, a dry leaf rustling across a
playground in the wind, a snow flake
melting on your eyelash. It’s me, laugh-
ing, and thinking of you.
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Life Fest
2004!

Orlando, Florida hosts
~. the second membership
meeting and official
first-ever Life Fest
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* | Inthe summer of 2001, Mike Matthews is dying. He be-
| comes part of a small group of cancer patients whose GISTs
dramatically respond to an experimental drug, STI571.
L | ...What's left of Mike’s tumors remain
stable until December 2002 when a new
| tumor appears. Surgery in March 2003
| appears to wipe the slate clean. But nine
months later, new tumors are discovered,
/| this time in his liver. Itis January 2004.
Weeks go by. Mike's tumors continue to '
grow. He is getting weaker. MATTHEWS
...Itis July 23. His wife, Valerie calls. Mike's liver enzymes
are too high. He asks if | can come to his going-away party.
...We arrive at Purcell's Cove Club outside of Halifax. Valerie
| greets me and we go inside.

[Mike] has no idea that | was coming and the look on his
face is one of complete surprise. Mike gets up from the living
room chair that his friends brought from home to make him
| comfortable, and we hold one another tight, the tears rolling
| down my face.
| ...Two moments will forever remain with me. The first is
" when Mike got up from his chair and danced with Valerie.
Only music and heartbeats could be heard as we watched,
each of us with the same thoughts and feelings. The second
| was when Mike had to sit down and take off his shoes. His

| eldest daughter, Ashley, kneeled by his side and gently
massaged his feet.
| ...Tuesday, July 27: At 6:45 a.m., as the sun rises over the
Atlantic and tall ships pass by, Mike Matthews' fight ends.
The lethal time gap between clinical trials was too much.

a review of the Life Raft’s informal relapse poll that surveyed
members with metastatic GIST that have been treated with

— —— . - o m—— — - —— — e == —Ta
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Arnie Kwart shares
When the docto” {8

® pecomes 2 patient

I

I frequently consult with patients,
they on one side of the desk and me on
+lthe other, wearing a long white coat. Wel
have lengthy discussions regarding the
nature of their illness, treatment op-
Mtions and how those options apply to
i H' their specific problem. | attempt to re-
\‘H, main responsive to their individ-
_.-. ual concerns, be compassionate and
A informative, always keeping in
h, mind the patient’s quality of

life. i
I have always believed that I will have =
a lengthy life, as my parents were in
their late 80s when they passed away
from natural causes. | was quite shocked
when 1 learned I had a rare illness. 1
could become the topic of medical jour-
dlnals and perhaps grand rounds, the edu- [
W cational forums in hospitals. I will at-f&
tempt to do the best I can to relate my
experience, as | became the patient on
M the other side of the desk.

LRG study presented at CTOS meeting

Starting vs. actual dose significant
A groundbreaking study of cancer patients done by the pa-
tients and caregivers themselves was presented at the Novem-
ber 11-13 meeting of the Connective Tissue Oncology Soci-
ety’s in Montreal, Canada.
The study undertaken by the LRG was presented Friday, No-
~__vember 12, to over 300 sarcoma and GIST specialists from
o around the world. It affirmed preliminary results of a
- _—"large European study on dose levels of Gleevec
\ for GIST and also tackled the thorny issue of clinical trial
~ \patients who begin a clinical trial at a certain dose, but
~ A\ then change that dose.
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Q n the past few months
we have lost several Life
Raft Group members
who were not successful in obtain-
ing drugs that were available for
clinical trials. Two stories in particular
stand out. Both patients are Canadians.

The first patient’s GIST was resistant
to Gleevec and to Pfizer’s Sutent. He
tried to get into a phase | clinical trial in
Boston for a new drug, BMS354825, but
was told there were no available slots.
With assistance from the Life Raft
Group, he turned to a clinical trial in
Scotland. While in the process of joining
the trial — the drug was not available on
a compassionate use basis — he ran out
of time. He died the day he was sup-
posed to be in Scotland to see a doctor
about starting the trial.

The second patient’s GIST was resis-
tant to Gleevec so he participated in the
phase 11 clinical trial for Sutent. Believ-
ing that he was experiencing unaccept-
able side effects from the drug, he vol-
untarily left the trial. Later he found he
had been on the placebo. The “side ef-
fects” were symptoms of his cancer.
Because he voluntarily left the trial, he
could not rejoin it in order to get the
actual drug.

The Life Raft Group tried to get the
drug company to provide him with
Sutent on a compassionate use basis (the
drug was available on such a basis in
Boston but not Canada) but again time
ran out and the patient died. His wife
had died of cancer two years earlier, so
their 9-year-old son was left an orphan.

In the latter case, there were two hur-
dles the patient and the Life Raft Group
failed to navigate quickly enough: first,
getting the drug company to make the
drug available on a compassionate use
basis and secondly, getting the local hos-
pital’s institutional review board to ap-
prove this. The fact that this had been
done by another IRB at a major hospital
in the United States did not matter.

One could only imagine what would
have happened if these patients had a
deadly communicable disease. Picture
this scenario: Two patients are dying

of drug side effects may far outweigh

Norman writes an article

entitled, “Time on Fire”. He
dedicates it to Ara Jelderian
and Mike Matthews. “May

their heroic struggles not be in

vain.”

from anthrax. A reporter discovers that
there is a drug that might help save
them. But both patients die before they
are granted access to this drug.

The reporter also discovers that a com-
mittee of medical experts at the hospital
took three months to decide if the pa-
tients should get this drug. This IRB
met only monthly and its top priorities
were protecting patients against unsafe
treatments and of course, protecting the
institution against lawsuits. The reporter
also learns these experts refused to ac-
cept the findings of another expert com-
mittee at another prestigious institution,
but instead had to duplicate the process.

Imagine the fallout from the ensuing
story. Politicians would decry the lack of
urgency and inflexibility of the medical
bureaucracy, and the absurdity of trying
to protect a dying patient from a poten-
tially unsafe treatment.

Protecting a dying patient. Now that is
an interesting conundrum.

What could justify not getting a drug
to a dying patient in a reasonable period
of time, say a few hours or at most a few
days?

There is certainly plenty of finger-
pointing that could go on. The drug
company must produce enough drugs in
order for it to be available on a compas-
sionate use basis when the patient is not
able to get it in a clinical trial.

Second, a physician at a particular
medical facility has to decide that that
patient must have this drug and initiate
the process of requesting it.

Third, the hospital’s IRB has to ap-
prove use of the drug on a compassion-
ate- use basis. The IRB must be able to
convene on an emergency basis and to
operate under a protocol that defined
acceptable risk for terminally ill cancer
patients differently than that for other
drugs, such as those treating impotence.
In the case of a drug like Viagra, the risk

the desirability of getting an erection but |
rarely would that risk-benefit ratio apply |
to a cancer drug for dying patients.

Fourth, the patient must be able to get |
to that medical facility, overcoming ‘
whatever financial obstacles might exist. |
Here the issue of financial responsibility |
is a little clearer: it is the patient’s. If the |
patient is not a citizen of the country in
which the medical facility is located,
that may involve tens of thousands of
up-front dollars.

Fifth and most important, every one
involved needs to have a sense of ur-
gency — just as if the patient had an-
thrax. ‘

| am sure that some bright people read- |
ing this would be able to presentara- |
tionale of why the current situation has
to be —- and we invite anyone who
wishes to do so to respond through this
newsletter. But it would take an awful
lot of illumination from the candles we
light when one of our members dies to
make that acceptable to the families and |
friends of these patients. ‘

There is a feeling of helplesshess as
patients and caregivers try to navigate
this institutional landscape to stay alive. |
It is easy to believe that this system was |
just not designed to meet the urgent ‘
needs of dying cancer patients.

Perhaps we also need to shine some |
lights on the major obstacles to survival |
that could be overcome with different
priorities. ;

Maybe a time clock showing how long |
each part of this process takes. On one
side of the clock, the names of IRB
members and their photographs. On the
other side, a list of patients and their
photographs. As the clock ticks and de- |
liberations slowly advance, photos of the |
patients would wink out. ‘

Perhaps there should be other clocks
for the other parts of this process, in-
cluding expanded drug production to ‘
meet compassionate use needs, clinician |
time to draw up protocols and so on.

Tick-tock, tick-tock. Day three: John
Doe has died. Tick-tock. Day seven:

Jane Doe has died. Tick-tock. Day 17:

The IRB convenes. 1
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Sutent Works! &

Trial ends seven months early

Patients on
placebo can
switch to real
SuU11248

The Association of Cancer
Online Resources launch
the Global GIST Network

MR |\ Do/
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GIST-Networ
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Hi my GIST friends, my name is Rachel Gil-
bert, | am 18 years old and I live in St.lves,
England. I’ve had Gist for 3 1/2 years, since |
was 15; | was diagnosed on the 23" December.

They announced my diagnosis in a school
assembly to make sure that everyone had the
facts...l knew about it beforehand and thought
it was a good idea, instead of people not being sure about it
and making rumors. My friends didn’t react very well.

When | started Glivec it hit me very hard, starting on
400mg. Slowly I have been moved up and down and up again
and now 1I’m on 800mg. And stable.

I didn’t manage to get to school anymore and didn’t com-
plete all my exams. | was upset about not going to school. |
felt like | was missing out on having friends and socializing
and now years later it upsets me a lot because | feel like I’ve
missed out on my childhood and part of growing up.

I was also very surprised to find out that who | thought
were best friends, didn’t want to know me anymore. They
were upset to start with, but later they didn’t know how to
talk to me, so | lost touch with some of them. Then when |
didn’t go to school anymore, | didn’t see them either and they
never made contact themselves.

I don’t see any of my old friends and haven’t for 3 years.
This has made me lose my confidence.

So, why me? Why a very fit and healthy 15 year old girl?
Do you know what? Every time | think that, I think, why not
me? What makes me so special above everyone else that |
shouldn’t get ill? I’ve always stayed positive; I love life.

Cancer isa big part of me but I’m not going to let it hold
me back. My dream is to be a famous singer which I'll try my
best to achieve.

I think good things to do when your ill is to stay positive,
which I know can be hard and to talk about your fears and
worries and if you fancy having a cry, do it, it feels much
better when you've had a good cry. Do things that you want
to do when you’re well enough and live life to the fullest
every day. And most importantly: SMILE. I’m doing it right
now.

Medical mistakes happen, sometimes in a big way

Most LRG members have learned that there is a high correlation between managing their own health care (either by the patient or a caregiver)
and good medical care. While respecting the opinion of their doctors, particularly GIST specialists, members have learned that medical care is
quite complex and that mistakes do happen. A recent example: A few weeks ago a GIST patient at one of the world’s leading medical centers
for GIST was told that (s)he was going to be removed from a clinical trial due to disease progression. The patient’s written report stated: “The
lesions have increased in size...For example, the dominant lesion...now measures 7.4 cm. x 6.3 cm. ...This lesion is ..larger in comparison to
prior (report) where it measured 6.3 x 6.1 cm. The concluding impression paragraph stated that “THE LESIONS HAVE INCREASED IN SIZE SINCE
THE PRIOR (REPORT). (The caps have not been added; they were that way in the report.) When the report was compared against the actual
measurements taken by the radiologist and recorded into the patient’s record, quite a different picture emerges. Not only did the other lesions
actually decrease in size but the dominant lesion cited changed from 6.3 x 6.1 cm. (that measurement was correct) to 6.1 x 5.0 cm.—not

14 x 6.3 cm. In other words, the tumor was smaller, not larger. Fortunately, for this particular patient, the

mistake was caught in time to keep her/him from being removed from the clinical trial. The impact upon
the patient’s emotional wellbeing ...well, we will leave that to the reader to evaluate.
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“After you pay the $250 deductible, Medicare will pay 75 percent of Sutentis
all drug costs, up to $2,250. Then there is a gap in coverage — some((( approved
&

people call it the ‘doughnut hole.””

o 15T and Glttvc c.
s Qﬁm of m Tania Stutman, Anita Scherzer,Andrea Fuller & Chris

E{hg{ | . . . Carley are all on five or more years of Gleevec
A “...The idea that STI571 might be used to inhibit KIT

| in GISTs was substantiated in 1999 in essentially simultaneous experiments at OHSU (Dr. Michael
d Heinrich) and the Brigham & Women'’s Hospital in Boston (Dr. Jonathan Fletcher). Heinrich showed
that STI571 could block the activity of mutant forms of KIT in the test tube, while Fletcher found that
STI571 shut down the growth of GIST cells grown in a petri dish.

In March 2000, STI571 was tried in a single GIST patient and seemed to halt progression of his/her
disease. Phase I and phase II GIST trials were started in July of 2000. X
The phase II GIST/Gleevec trial proved to be so successful that it was quickly expanded to include a
total of 147 patients at three trial sites. Doctors and nurses were clearly excited about the results they
were seeing in early patients, and omitted their typical cautious statements given during clinical trials
Word quickly spread via the internet and among the sarcoma community that there was a new drug

in trials for GIST and that, contrary to previous therapies, it seemed to be working very well. Patients
with abdominal leiomyosarcoma were urged to have their pathology slides tested for c-kit, as a posi-
tive c-kit test in these patients probably meant they actually had GIST instead of leiomyosarcoma. This by
knowledge did not spread to the general oncology world until Dr. Charles Blanke presented early DE
results of the phase II trial at a plenary session of the American Society of Clinical Oncology (ASCO) H_ '
meeting in May of 2001. This marked the beginning of a period of time when many GIST patients were
often better informed about treatment options than their local oncologists.

Within a few months of starting the phase II trials for GIST, sarcoma specialists and GIST patients
‘both knew that something special was happening. In the United States and Canada, phase III trials
‘were quickly organized by Dr. George Demetri and started in the record time of five weeks! A Euro-
pean phase III trial was also quickly organized and began accruing patients by February of 2001..
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&

: \ IST clinicians and
: researchers have
¢ done a great job in

! dlssectmg the biology of GIST.
| This sarcoma can now be broken
4 down into a few different catego-
! ries: adult GIST, familial GIST,
' pediatric GIST and GISTs associ-
! ated with NF1 (neurofibromatosis).
Some of these categories can be
. broken down further or in different
! ways, such as by gene mutation,
mutation location within the gene,
- and by location of primary tumor.
Compared to six years ago, we
have an explosion of new infor-
' mation about GIST.
When science advances as fast
I as it has in GIST, we are often left
| with as many questions as an-
| swers. Even before Sutent was
* approved, Richard Palmer raised
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to-progression. Patients with exon
12 mutations in PDGFRA also tend
to respond well to Gleevec; while
patients with a specific type of exon
18 PDGFRA mutation, D842V,
tend to be resistant to Gleevec.

The response rate of Sutent as an
initial targeted therapy in GIST has
not been well studied. The only
results in this setting come from the
few patients in the Sutent trials who

were unable to tolerate Gleevec as

the possibility of doctors/patients
combining Gleevec with Sutent.
a Palmer suggested that we acknowl-
| edge this possibility in the newslet-
\ ter.
The effects of Gleevec as an ini-
tial targeted therapy for GIST have
- been extensively studied in clinical
i . trials. The results are well docu-
' mented. The most important factor
in determining whether a patient is
likely to respond to Gleevec ap-
pears to be what type of mutation
E they have.
Patients with exon 11 mutations
3 in KIT typically have the best re-
sponse rates and the longest time to
disease progression. Patients with
. exon 9 KIT mutations tend to have
i' an intermediate response rate and
time-to-progression. Paticnts with
o wild-type GIST (no mutations in
- KIT or PDGFRA) tend to have poor

SR AR LGT
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) response r rates and falrly rapld time-

initial therapy. While the response
rate in this small group appears to
be similar to initial therapy with
Gleevec, the numbers are too small
to make firm conclusions.

For patients with Gleevee-
resistant GIST, the response rate to

Sutent Aas been studied extensively.

In this group, patients with an exon
9 KIT mutation tend to have excel-
lent response rates, patients with
wild-type GIST tend to have inter-
mediate response rates, and patients
with an exon 11 KIT mutation tend
to have lower response rates.
Many of the questions about
Sutent center on the response rates
to exon 9 and wild-type GIST. The
problem in comparing Sutent ratcs
to Gleevec rates is that it is not an
apples-to-apples comparison. The
Gleevec rates are for untreatcd”

.-_'.

GISTs while the
Sutent rates are
for “resistant GIST.”

The “standard approach” would
be to start with Gleevec until dis-
ease progression, THEN crossover
to Sutent. The big unanswered
question would be whether the
mechanisms of resistance that occur |
with Gleevec would be likely to
emerge as early if you started with
Sutent. Similar types of questions
apply to neoadjuvant and ad-
juvant Gleevec as well.

Beyond the issue of initial
treatment is the theoretical
issue of combining Sutent and |
Gleevec either for initial
treatment or for Gleevec-
resistant GIST. The rational
for trying this approach is
two-fold: broader-spectrum of |
activity against secondary
mutations and additional
antiangiogenesis activity due to
inhibition of VEGF by Sutent.

While the idea of using Sutent and |
Gleevec together or with another
KIT inhibitor is interesting, the best
place to try this would be in the
context of a clinical trial. The toxic-
ity profile and possible drug inter-
actions of this combination have not |
been studied. Other questions, such |
as dosing schedule, and the optimal |
setting (initial therapy or resistant
GIST) also need answers.

For GIST patients, there are a few
options today that did not exist a
few months ago. Off-label treat-
ments have many challenges, in-
cluding unproven efficacy, un-
known toxicity (for combinations), 1
and possibly denial of coverage by
insurance, but they may represent a |
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last hope for some patlents 4
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i &
-mail saved my life.
Not “e-mail is a life-
saver,” as in really con-
venient or really great.

E-mail really, literally saved my life.

I was diagnosed with leiomyosar-
coma in June 2000. A local oncolo-
gist advised me
to seek treat-
ment at a sar-
coma center.

My bride spent

two days on the

Internet, and

then announced

we were going
to M.D. Ander-
son Cancer

Center (MDA)
2in Houston.
That was where
my surgeon
said | was in-
curable.

At MDA |
heard about an Internet support
group called ACOR, the Association
of Cancer Online Resources. After
Linda and I got home, | found the
| ACOR Web site and got on the leio-
. myosarcoma (LMS) e-mail list.

One of the people on that listserv
was Gary Golnik of Boxford, Mass.
An engineer who worked on com-

i plex optical systems like the Hubble
# space telescope, Gary’s wife, Mary,
had just learned that her leiomyosar-
coma might actually be variant of
 LMS called GIST, gastrointestinal
astromal tumor. Mary was being
treated at Dana-Farber Cancer Insti-
Jtute in Boston. Gary tells of how
they found other GIST patients.

“In July of 2000, three patients and
two caregivers sat in the waiting
room at Dana-Farber Cancer Insti-
tute,” Gary wrote. “All five were
terrified but hopeful, facing fear and

T T T TS M, TS e T M s M S G e T

pain and the start of a new drug trial.
Dr. George Demetri told each of us
that ‘patient zero’ in Finland had
GIST that was responding to a new
drug, STI571. None of us really be-
lieved that a miracle could happen,
but one was about to.”

TR e, T T S e, e
over and told us he thought he might.q
be in the same boat. We exchanged i
e-mail addresses and promised to |I
keep in touch.” The fledgling group ©
first traded e-mail July 13, 2000.

That was the start of the Life Raft
Group, even before it had a name.
Demetri said STI571

ieditor of

iy humble yet

Richard Palmer bids
farewell as the

newsletter

about its

proudibes| SParking new hope !
. ) among LMS patients
ZINNINGS| whose tumors were c- |

would be tested at three T
U.S. cancer centers. “l |

set out to try to locate |

people in the other tri- |

als,” Gary said, “‘so that |

we could trade notes

and make sure the doc- 'i
tors were telling us all ¢

the same thing.” .1
Gary found several such!
patients on ACOR’s |
LMS list, where news |
of the STI571 trials was#

nisces

A young woman gave the patients
a sheaf of consent forms. “After she
left,” Gary said, “Sandi Merriman
came up to Mary. Sandi was pale
and thin, her beauty masked by the
pain of many operations. She was
nearing the end of her battle and
desperately needed a solution. Mary
was less than a year into her battle
and outwardly healthy, but hid her
terror in.a wry humor that fascinated
all who met her.

| don’t remember Sandi’s exact
words, but this is close: ‘I don’t
want to intrude, but I couldn’t help
noticing that we seem to have filled
out the same forms. | have a GIST
and am starting a new drug trial. Are
you?’

“Mary nervously said yes, and a
deep and dear friendship formed in
an instant.

“Then Ken Garabadian walked

T T T O

Kit positive, which
meant their cancer was actually
GIST.

I was one of those patients. From |
the list, I learned of the significance §
of the MDA pathology report that
noted my tumor was c-Kit positive. }
From the list, | learned about Oregon;
Health & Science University i
(OHSU), one of the three trial cen- §
ters. From the list, | got contact in-
formation for Dr. Charles Blanke.

So e-mail really, literally saved my
life.

Gary reached out through cyber-
space and made contact with many
other c-Kit positive LMS patients in
the summer and fall of 2000. “The §
first | found were Joyce and Jeff ‘
Prichard, and Norman and Anita
Scherzer,” Gary said. Later he met
Jerry and Stephanie Call, Mia and
Michael Byrne, Marina Symcox and §
Trudy Webb. “Trudy was the first

T ——
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(Continued on next page)
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from the OHSU,” Gary recalled.
To spread the word about STI571,
Gary, Trudy and Norman began
coordinating efforts. “The three of
us worked together to try to figure
out what was going on. | started a
‘group e-mail” list to keep every-
one informed of what was happen-
ing.

As the e-mails went back and
forth, it was apparent that STI1571
worked incredibly well for some
patients. “Ken wrote one of his
usual wry notes, and said that we
were like a group in a life raft,”
Gary said. “The name resonated,
and we were the Life Raft Group.

Besides putting together the first
Life Raft newsletter in November
2000, Gary would also build the
Life Raft’s first Web site. Both
would help hundreds of patients.
But not Mary. Gary later wrote of
the “dark December of 2000 when
Mary became the first (I think)
person to be kicked off the trial,
my resulting collapse, and Nor-
man's courageous leap forward to
grasp the reins and get many of our
current volunteers to take up their
positions.”

Gary and | jointly put out the
third newsletter in January 2001,
then Gary resigned to focus on
Mary’s care. He remained aboard
the Life Raft, organizing the
groups first gathering held May 3-

. 4, 2002, in Boston. A high point of

the gathering was a speech by Dr.
Dan Vasella, president and CEO of
Novartis, the company that devel-
oped STI571, now marketed as
Gleevec. Sadly, Gary hosted the
gathering without his bride of 27
years. Mary, 50, had died two
weeks earlier.
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ZI\\J Triumph and tragedy.

That’s been the history of
the Life Raft. The

ST S M PRGNS Sk

shattering dis-
covery that you
have cancer, the
hope that sur-
gery or Gleevec
will keep it at
bay, the joy of
scans that show
dramatic tumor
shrinkage, dis-
may at cancer’s
recurrence, the
renewal of hope
with new drugs
like Sutent.

which grew to more than 500 E‘

names. She’d also print and snail-
mail dozens of newslet- 5:
ters to computer- -
challenged L.ife Rafters x
around the U.S. and in ﬁ
Canada, Australia, Iran |
and China. 3.-'_’,'
For the past several i

months, the Life Raft
staff has taken on more
and more newsletter
tasks, which I’ve gladly &
relinquished. Sara
Rubinoff has become
builder of the newslet-
ter, following Norman
Scherzer’s architecture, |

| share this bit PALMER

of history as |
write the end of my own chapter as
newsletter editor. | need to thank
the dozens of Life Rafters who’ve
willingly shared their stories in the
hope of encouraging others. |’ve
spent one weekend a month hun-
kered over the computer, assem-
bling the parts into a hopefully
cohesive whole. It’s no great sacri-
fice when Hilo’s torrential rain is
falling, but the newsletter is bur-
densome when the tropical sun is
shining and the surf is just right for
body boarding. And though she’s
very patient, | know my bride has
missed
the time
we could
have
spent
together.
Indeed,
her contributions to the newsletter
have been considerable. For the
first couple of years, Linda main-
tained the newsletter mailing list,

B i

while 1’ve merely added *
the trim and paint. #

Tomorrow my bride and | will
head to the mainland to visit fam-
ily, friends and celebrate our 30"
anniversary. On the way home o
we’ll check in with Dr. Blanke,
and see good friends we’ve never
met before at the GIST Cancer
Research Fund presentation at
OHSU. This column will be my
only contribution to this month’s =
newsletter, and my last as newslet- f,,
ter editor. ;

Thanks for your patience, your
tolerance when errors reached
print, and your encouragement. |
look forward to seeing you in cy-
berspace, and someday meeting
you face to face.

=

8

Richard Palmer, Hilo

dx LMS/GIST 6/2000, surgery
7/00, immediate recurrence,
started 400 mg. Gleevec 1/01, 80% .
shrinkage/stability as of 1/04, elec- §
tive surgery 2/17/04, all visible
disease gone

et b
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Life Raft
Group hold
its 2nd annua
Life Fest in Dallas!

Speeches were given by Dan Vasella,

David Epstein, Rafters Josalin Dunn &

Anita Scherzer. Richard Palmer re-
ceived the Volunteer of the
Year award; Jonathan
Fletcher received the Re-
searcher of the Year award
and the five-year survivors
were honored.
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e Dr. Jonathan | © | .
Goa s il Trial confirms Gleevec
] ARl reduces recurrence

Hospital, Dana

VA sk On April 12, the National Cancer Insti-
tute writes the first | tute (NCI), the American College of Sur-
geons (ACOSOG) and Novartis pharma-
) = ceuticals announced that a phase 111 trial
written by each of .- studying Gleevec use to prevent recur-
T e B rence in patients whose primary Gastro-
s i intestinal Stromal Tumor (GIST) had
been removed by surgery would be
o ended early because it had met its pri-
of the research team. L~ mary endpoint of increasing recurrence

| free survival with a statistically signifi-
| cant hazard ratio of 3.1.

article in a series

the lead coordinator ||
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CLINICAL TRIAL

From Page 11

United States Clinical Trial Table (continued

International Clinical Trial Table
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Life Raft country liaisoNsS: Learn more about the Global GIST Network: www.globalgist.org
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