On board!

Meet Silvia Steinhilber,
Canada resident, native
of Germany, newlywed!

Editor’s note: This is the first in a
series introducing the leadership of
the Life Raft Group.

ilvia Williams Steinhilber has
been a member of the Life
Raft Group Board of Direc-
tors since 2002.

She was born in Germany and
moved to Canada when she was 8 to
begin a new life in Winnipeg, Mani-
toba.

Silvia was educated
in biochemistry and
for a time worked at
Winnipeg’s main
hospital in the radio-
pharmacy depart-
ment, concocting the
mix that’s injected
for CT scans. She
eventually decided to
partner with her father to establish an
injection-molding firm. She has been
doing that for 30 years and loved
working closely with her father, until
he passed away.

Her leisure activities include camp-
ing, getting together with good friends,
music, rock gardening, reading and
enjoying a glass of good wine. When
the first day of spring arrived March
21 of this year, she married her long-
time (14 years!) beau, Garry, and be-
came Mrs. Steinhilber.

Silvia became involved with the Life
Raft Group after her mother was diag-
nosed with cancer in 2001. Doctors
informed them that nothing could be
done.

Silvia didn’t accept that. She
searched the Internet, found the Life
Raft Web site and some information
on Gleevec, and e-mailed Norman
Scherzer. He referred her to a doctor at

STEINHILBER
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Life Raft launches
annual fund-raiser

Money needed to fund
education, advocacy,

research, initiatives

he Life Raft Group is hold-

ing its second annual

Thanksgiving fund-raiser to

ask members and supporters
to reach out to their family and friends
for donations to support the group’s
vital programs.

Pictured at right is the Life Raft
Group’s new brochure that tells the
story of the LRG’s worldwide efforts
to help patients survive gastrointesti-
nal stromal tumor through education,
advocacy, research and special initia-
tives, including the creation of a strat-
egy to manage pediatric GIST.

Life Raft Group members are cur-
rently in a valley between mountains
— the one where patients and caregiv-
ers celebrated the initial success of
Gleevec in targeting and treating
GIST, and the one where new drugs
will help members overcome the resis-
tance that is robbing so many of their
miracle response to this first molecu-
larly targeted drug.

“We have lost too many friends and
lit too many candles not to finish the

The Life Raft Group

Pictured above is the cover of the
LRG’s new, 18-page brochure that
tells of amazing progress made by a
group that was formally incorporated
just a little over 2 years ago.

battle that we have begun,” said Life
Raft Group Executive Director Nor-
man Scherzer. “We are heading to the
day when GIST will become a chronic
disease treated by a cocktail of drugs.”

“The urgency is to make that day
come in time for today’s GIST pa-
tients,” he said.
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Novartis to help patients on Medicare

Novartis will work with
new drug coverage to
ensure Gleevec supply

ovartis has announced

that it will help GIST

patients in its financial

assistance program in
the United States if there is diffi-
culty with the out-of pocket costs
associated with the new Medicare
Replacement Drug Demonstra-
tion. Patients in the Patient Assis-
tance Program (PAP) accepted into
the Demonstration project will re-
main eligible for PAP support if the
co-pay obligation exceeds $60 per
year and no alternative source is
available to support their co-pay
obligation.

One Life Raft Group member re-
cently voiced concern that the new
Medicare program could cost them
the financial help from Novartis.
The issue was that the Novartis as-
sistance program had no out-of-
pocket costs whereas the Medicare

ON BOARD!
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the University of Minnesota in Min-
neapolis who was familiar with GIST
and Gleevec.

Her mother’s first appointment with
Dr. Keith Skubitz was scheduled the
day after Christmas. That holiday was
spent in a motel room just outside Min-
neapolis. Christmas dinner was pizza
and a brandy while sitting around a 1-
foot tree.

The trip turned out to be a lifesaver.
Her mother’s cancer was determined to
be GIST and she was given Gleevec.
She experienced initial tumor shrink-
age and has remained stable since

2002. Silvia and Garry

Steinhilber

KENNEDY

program did.

"We have had a
number of conversa-
tions with Novartis
about this," said
Norman Scherzer,
executive director of
the Life Raft. "We
have been made
aware that there is a new founda-
tion to help eligible patients with
these out of pocket costs. Novartis'
Patient Assistance Hotline has in-
formation on how to contact this
new foundation.”

Scherzer also shared a letter from
Barbara Kennedy, executive director
of Oncology Scientific Operations
for Novartis. Novartis, Kennedy
wrote, recognizes the concerns of
Life Raft Group members “and
wants to assure them that all Medi-
care-eligible patients currently
enrolled in the Novartis Patient
Assistance Program (PAP) will
remain eligible for PAP support if
they are denied coverage under the
Demonstration or their co-pay obli-

gation exceeds $60 per year and no
alternative source is available to
support their co-pay obligation.”

The Novartis program is designed
to get Gleevec to patients who lack
insurance coverage or the means to
pay for the medicine after all other
potential avenues are explored. All
patients in PAP are re-evaluated
every six months to determine con-
tinued eligibility. “The Medicare
Replacement Drug Demonstration is
a potential avenue for coverage of
Gleevec,” Kennedy said, “and there-
fore must be considered before the
Novartis PAP.”

Given the complexity of Medicare
and Novartis programs, “Novartis is
assisting patients, physicians and
caregivers with the application for
the Demonstration and with infor-
mation about alternative sources of
support for any co-pay obligations,”
Kennedy wrote.

Patients who have questions can
contact the Gleevec Patient Assis-
tance Program at (866) 884-5906,
weekdays from 9 a.m. to 5 p.m.
Eastern Standard Time.
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Participants in the first national gathering of the Dutch Life Raft Group pose for a group photo in Scherpenzeel, The Neth-
erlands. The day-long event was held Saturday, Sept. 25.

Dozens attend first national
gathering of Dutch Life Raft

Novartis, Pfizer join to
co-sponsor the meeting;
European trial reviewed

By Marlies Bruinsma

embers of the Dutch
Life Raft Group had
their first national gath-
ering Saturday, Sept. 25
in Scherpenzeel, The Netherlands. The
meeting began with registration and
socializing at 10.30 a.m., followed by

a very interesting presentation by Dr.
W. Van der Graaf, internist/oncologist
at the AZG Groningen, who spoke of
new trials in The Netherlands and fu-
ture possible treatments.

Reactions were positive and new
members heard a lot of new informa-
tion. Van der Graaf was also able to
present the group with the outcome of
an European trial about Glivec dosage
levels which was published a day ear-
lier in The Lancet medical journal.

After the presentation, patients and
caregivers had the opportunity to ask

questions to a panel with Van der
Graaf and M. Van Hattum, Novartis
product manager for Glivec.

Novartis and Pfizer kindly sponsored
the meeting.

During a lovely lunch, patients, care-
givers and participants were able to
socialize and get to know each other
better.

At 2:30 p.m., members were divided
in small groups to talk about diagno-
ses, hospital treatments, communica-
tions with and between oncologists,
social changes and more.
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GIST mutation top cause Gleevec failure

Secondary mutation
appears the most likely
reason for resistance

Editor’s note: This review was writ-
ten by Jerry Call, Life Raft Group sci-
ence coordinator, with input by Nor-
man J. Scherzer, Life Raft Group ex-
ecutive director and David Josephy,

Ph.D., Life Raft Group science advisor.

hile Gleevec initially

works very well for

most GIST patients,

cancer can eventually
become resistant to the drug. Dr. Jona-
than Fletcher of Dana-Farber Cancer
Institute in Boston, and others pre-
sented some preliminary data about
this problem at the 2003 convention of
the American Society of Clinical On-
cology. They noted four types of resis-
tance in GIST:

1. Resistance due to acquisition of a
secondary mutation (evolution of sec-
ondary KIT or PDGFRA mutants).

2. Resistance through overexpression
(the tumor cells produce greater
amounts of c-kit, the target kinase).

3. Activation of alternate mecha-
nisms (kinase switching [e.g. KIT] to
unknown kinase).

4. Functional resistance: Little is
known about this type of resistance. It
includes intrinsic (initial) resistance
and may include undetermined factors.

Further research has found that ac-
quisition of a secondary mutation ap-
pears to be the most common reason
for resistance. As reported extensively
in other articles, the primary genetic
defects that drive GIST tumors are
mutations in the c-Kit gene (in about
80 to 90 percent of cases) and the
PDGFRA gene (about 5 percent of
cases). Mutations can occur in differ-
ent parts of the gene called “exons.”
The c-Kit and PDGFRA genes contain
information (a code or blueprint) that

Ligand binding damain

Initial and secondary KIT mutations

—— Exon S-Exiracellular domain

Prior to treatment with Gleevec,
rong of 112 GIST samples had
more than one activating
mutation in KIT or PDGFRA
(Heinrich MC, et al. J Clin Oncaol
2003. 21:4342-49)

Cell Membrane j

In addition to the initial
mutation, secondary
muiations that promote
resistance to Gleevec can
CICCLF.

— Exon 11-Juxtamembrane domain

| — Exon 13-Tyrosine kinase domain 1

b— Exon 17-Tyrosine kinase domain 2

| Comman initlal mutations

Kinase insert

determines how the KIT receptor and
the PDGFR receptor are assembled.
These receptors are a type of protein.

Proteins have complex three-
dimensional shapes that allow them to
carry out their normal function (such
as signaling) in the cell. A mutation in
the gene changes the shape of the pro-
tein, which changes its ability to func-
tion correctly. The mutations that oc-
cur in the ¢c-Kit and PDGFRA genes
typically result in the respective recep-
tor being converted into a “constant-
on” state.

For the KIT or PDGFRA receptors to
perform normal signal transduction
functions, a chemical called ATP
(adenosine triphosphate) must bind to
a site in a section of the receptor called
the kinase domain. The kinase domain
has a three-dimensional shape and, like

a key fitting into a lock, Gleevec fits
into the ATP binding site in the kinase
domain and blocks ATP. This prevents
KIT- or PDGFRA-mediated signaling.
Some mutations in the kinase domain
apparently alter the shape of the bind-
ing site and prevent Gleevec from
binding. The key (Gleevec) no longer
fits into the lock (the ATP binding site
in the kinase domain), and resistance
to Gleevec develops.

Dr. Michael Heinrich at Oregon
Health & Sciences University and oth-
ers reported that of 112 GIST tumors
studied, none had more than one acti-
vating mutation in KIT or PDGFRA
prior to starting Gleevec. Several dif-
ferent groups of researchers are now
reporting that many resistant tumors
have a secondary mutation as well as

See RESISTANCE, Page 6
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Pamela Bowden was a dancer figure skater

amela Bowden, figure skater,

dancer, and lifetime Citibank

employee, died Aug. 30,

2004, nearly five years after
being diagnosed with GIST. Daughter
of the late Alfred F. and Emily C.
Bowden, Pamela was 54 and lived in
Garden City, New York.

A graduate of Molloy College in
Rockville Centre, New York, Pamela
served as a Senior Systems Analyst at
Citibank. She had been involved with
Citibank’s home banking system since
its inception during the mid-1980s.

Pamela thoroughly enjoyed her
work, and was determined to put in a
full day at the office (driving 25 miles
each way) no matter how much she

both winter and summer vacations. It
was in the Adirondacks that she ac-
quired several pairs of antique ice
skates to add to her significant collec-
tion of such artifacts. It was also in this
part of the world that Pamela be-
friended “Smitty,” a young black bear
who had been converted into a “piano
bear” for the Hotel Saranac restaurant,
following an unfortunate confrontation
with an automobile. A few years ago
she brought Smitty home to Garden
City, where he became an important
part of the Bowden household, seated
happily at the player piano in the liv-
ing room. Subsequently, Smitty be-
came known to many as the subject of
several delightful narratives written by

was struggling with fatigue or other Pamela Bowden fought GIST 5 years.  Pamela.

side effects. She worked up until the

Pamela participated in the phase Il

day before her hospitalization in late to develop a unique and graceful com-  clinical trials of both Gleevec (Dana-
August. bination of tap and ballroom dancing.  Farber Cancer Institute, December

An accomplished figure skater, Pam-  Along the way, Pamela also found
ela had devoted a great deal of time to  time for tennis, swimming, diving,
skating lessons and practice sessions, cross-country skiing and kayaking,

2000), and SU11248 (Memorial Sloan-
Kettering, January 2003).
She is survived by her three older

passing several levels of tests as a participating in these sports with much  sisters, Barbara, Juliana Schmitt and

young woman. Later in life she turned  vigor and joy.

Emily. A Mass of Resurrection was

her boundless energy to tap dancing, Pamela had a great affection for Lake celebrated Sept. 3 at St. Joseph’s

working with an outstanding instructor  Placid, New York, where she spent

John Mabee is survived by his
wife of 18 years, four children

ohn Edward Mabee of Lynda, as well as his brothers-
Toronto, Ontario, Can- and sisters-in-law, cousins,

ada, died Saturday nephews, nieces, friends and
morning, Oct. 9, 2004, family.
surrounded by his loved ones. He was a man of love, integ-

He is survived by his beloved rity and loyalty who always
wife of 18 years, Beatrice (nee  strived to do the best he could,

Borenstein); grown children and was an inspiration loved
Bryan, 34, and Kim 32; and by many.

Stephanie, 16, and James,14; Services were held Oct. 12 in

two brothers, George and Bill;  Toronto; interment was at

three sisters, Pat, Gail and York Cemetery.

Church in Garden City.

Mark the date:

e Oct. 22-23: Das Lesbenhaus GIST
forum at Novotel, Frankfurt, Germany.

e Oct. 24: Life Raft Group Board of Di-
rectors meeting.

e Oct. 29: Kickoff of Life Raft Group An-
nual Thanksgiving Fund-raising Campaign.
o Nov. 7: Team Life Raft runs New York
City marathon to raise money for the Life
Raft Group; members gather afterwards at

place to be announced.

o Nov. 12: Life Raft Group relapse study
presented to the Connective Tissue Oncol-
ogy Society in Montreal, Canada.

o Nov. 18: Poker tournament fund-raiser
for the Life Raft Group; New York City
site to be announced.
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Michigan area Life Rafters hear ‘GIST 101’

he Michigan area Life Raft
Group met Saturday, Sept.
18, at Gilda’s Club in Royal
Oak, Mich. The group was
privileged to have David Josephy,
Ph.D., a professor of microbiology at
the University of Guelph near Toronto,
attend our meeting. “David volun-
teered to drive five hours to share his
wonderful ‘GIST 101’ presentation,”
said area coordinator Allan Tobes
Josephy kept the group “captivated”
for close to a hour with his wealth of
knowledge about the human body, To-
bes said. “We learned that all cancers
start in a single cell. He explained that
proteins control cells and that enzymes
control proteins,” Tobes added.
“When we realized the complexity
and large numbers of cells, proteins
and enzymes, we began to appreciate
the intricacy of understanding the in-
teraction of these pieces of the puzzle.
Josephy discussed cancer cells, carci-

RESISTANCE

From Page 4

the original primary mutation.

Dr. Lei Chen and others at M.D.
Anderson Cancer Center in Houston
have identified a secondary mutation
that occurs in KIT kinase domain 1
(exon 13). This secondary mutation
correlates with resistance to Gleevec.

Among the 130 patients in the M.D.
Anderson study, 12 who had an excel-
lent initial response were chosen for
further study. Seven of these patients
originally had exon 11 mutations and
five had exon 9 mutations. Five of
these patients developed resistance in a
total of six tumors. In each case, in
addition to the original exon 11 or
exon 9 mutation, a new secondary
exon 13 mutation, Val654Ala, was
identified. In each of these cases, the
secondary mutation was identical and
the resistant tumors now contained

nomas, sarcomas, exons and onco-
genes. His presentation explained that
cancer is not a single disease, but in-
stead is a large number of diseases,
which share uncontrolled cell division.
Many forms of cancer metastasize,
which means that they spread to other
parts of the body. Yet a cancer that
starts as one type (i.e. GIST), contin-
ues to be that type of cancer, even
when it metastasizes.

Much of his discussion focused upon
gastrointestinal stromal tumor (GIST).
Until recently, this type of sarcoma
was often misdiagnosed. GIST usually
occurs along the gastrointestinal (Gl)
tract, with the largest number attaching
to the stomach (40 to 70 percent).
Other areas where GIST is found are
the small intestines (20 to 40 percent),
colon (5 to 15 percent) and esophagus
(5 percent).

GIST has an activated oncogene
called c-Kit, and c-Kit is the gene for

both the primary mutation (exon 11 or
exon 9) and the new exon 13 mutation.
In the seven patients who did not de-
velop resistance no secondary muta-
tions were found.

Dr. T. Wakai and others of Niigata
University Graduate School in Niigata
City, Japan, recently published a short
article identifying a patient who devel-
oped a second KIT mutation in exon
17 (the tyrosine kinase domain 2). This
secondary mutation was not present in
the primary tumor and resulted in
Gleevec resistance in the tumor with
the secondary mutation.

Dr. George Demetri of Dana-Farber
and others reported early results of the
SU11248 trials at the 2004 ASCO
meeting. In 57 patients with Gleevec-
resistant GIST:

e 22 (39 percent) had a mutation in

the receptor protein Kit. Mutant Kit
drives GIST. Josephy discussed that
Gleevec and similar drugs target mu-
tant kit. “Although much of this pres-
entation was over our heads, we all
learned an incredible amount about
this disease,” said Tobes.

Prior to Josephy’s presentation, the
group welcomed newcomers Debbie
and Dave. “We are always at our best
when we can help a newly diagnosed
GIST patient,” said Tobes. “Like all of
us, they had many fears and little un-
derstanding of what they were facing.
Hopefully we were able to assist and
share our knowledge.”

The next Michigan-area meeting is
planned Saturday, Nov. 20. “We are
hoping to organize a more social gath-
ering, possibly in January,” Tobes
added. “We welcome all GIST patients
and their families. Our group consists
of members from Ontario, Ohio and
Michigan.”

KIT only

¢ 1 (2 percent) had a mutation in
PDGRFA only

¢ 9 (16 percent) had no detectable
mutations (wild type)

¢ 25 (44 percent) had two or more
mutations in KIT

Despite being resistant to Gleevec,
many of the tumors with two or more
KIT mutations did respond to
SU11248 with either shrinkage defined
by RECIST criteria or stable disease
lasting more than six months thus far.
Of those tumors with a secondary KIT
mutation in exon 13 or exon 14, nine
patients (56 percent) received benefit
(response + stable > 6 months) and
two patients (13 percent) achieved
shrinkage. Secondary mutations in

See RESISTANCE II, Page 7
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Deep in the heart of Texas

The Southwest Life Raft Group met Sept. 18 in Dallas, Texas. Seated from left are Glenda Zick, Dee Hawkins,
Betty Arnett, Betty Avant, Melinda Poss and Jim Arnett; standing from left, Sue Waggoner, Tim Cline, John
Stinson, Barbara Stinson, Norman Scherzer, Jeryl Golden, Donna Golden, Kerry Hammett, Kurt Molitor, David
Epstein and Gayne Ek. The next meeting of the Southwest Life Raft Group will be Jan. 22, 2005 at Gilda's Club
of North Texas. For more information or to suggest program ideas, contact Kerry Hammett at yaloo@gvtc.com.

RESISTANCE II
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exon 17 were less sensitive to
SU11248, but three patients (38 per-
cent) still achieved stable disease for
more than six months. No RECIST
response occurred in the seven patients
with secondary exon 17 mutations.

In his ASCO presentation, Dr. De-
metri speculated on why SU11248
might work when Gleevec fails:

e SU11248 could interact differently
with structural variants of new kinase
mutants in GIST clones resistant to
Gleevec.

e The simultaneous inhibition of
multiple signaling pathways by
SU11248 may be important for con-

trolling GIST (such as VEGF, in addi-
tion to KIT and PDGFRA).

Dr. Jayesh Desai of Dana-Farber
reported on a novel pattern of clonal
evolution in certain GIST tumors at
the 2003 Connective Tissue Oncology
Society (CTOS) meeting in Barcelona,
Spain. This pattern was termed a
“nodule within a mass,” and was
noted in approximately half of patients
(22 of 42) with progressive GIST in a
study by the Dana-Farber team.

These “nodules” often appeared be-
fore the development of progressive
disease. Conventional tumor measure-
ments will not detect this type of pro-

gression unless expansion of the nod-
ule causes a very significant increase
in the size of the surrounding mass.
The nodule within a mass is a subtle
but important early marker of GIST
progression, according to Desia.

Multiple small nodules developed in
some patients over a period of months.
In most patients, the nodule arose
from the edge of the mass, whereas
both the mural surface and the tumor
matrix were involved in a subset of
patients.

In an interview at the 2003 CTOS
meeting, Desai indicated that the keys

See RESISTANCE Ill, Page 8
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A survival paradigm for GIST

Rethinking the standard
of keeping inoperable
patients on 400 mg.

By Norman Scherzer
Executive Director, Life Raft Group

Imost every day the Life

Raft Group office gets

calls from GIST patients

and doctors asking for in-
formation. Most are seeking ways to
stay alive, or keep patients alive.

As the research on GIST grows, in-
cluding the critical research that the
Life Raft Group conducts itself, a
paradigm for survival is evolving for
patients on Gleevec with inoperable
tumors.

A few weeks ago European research-
ers * released their latest report about
dosage and resistance. They reported
that larger doses are related to longer
times to disease progression.

In November the Life Raft Group

RESISTANCE IlI
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to finding these nodules early were
education and awareness of this pat-
tern. He indicated that a high index of
suspicion was needed for subtle
changes like these that may develop
on imaging studies. Desai went on to
explain “... patients’ imatinib dose
was adjusted if they had conventional
indications of GIST progression, such
as a new site of disease.

However, dose escalation did not
seem to affect these specific nodules,
which clinically, at least, appear to
represent new clones of resistant dis-
ease.

If local treatments can be utilized,
such as radiofrequency ablation or
surgical resection of the limited resis-
tant clone, |1 would give consideration

will present a research paper to the
Connective Tissue Oncology Society
on relapse rates amongst metastatic
GIST patients who initially responded
to Gleevec. This data will show that
higher doses are related to lower re-
lapse rates.

Some researchers may take the posi-
tion that patients should continue on
lower doses (400 mg.) until all re-
search has determined that this is un-
wise. (U.S. studies are ongoing and
have not found any relationship be-
tween dosage and resistance.) We un-
derstand this but prefer to operate on
the side of caution and see patients on
a greater dosage until research proves
it is safe to do otherwise.

Accordingly we offer our survival
paradigm for GIST patients with inop-
erable tumors who are on Gleevec:

e Start patients at 400 mg. per day.

o There is no difference in initial
response to Gleevec related to dos-
age levels. Instead, initial response

to that approach. Continuation of the
imatinib to maintain control of the
remainder of the sensitive disease is
also critical. These nodules appear to
be indicative of a very limited and
focal progression of disease; therefore,
I would manage such individual cases
following the same principles as |
would a limited clonal mass that arose
de novo elsewhere.”

The novel, and sometimes subtle,
pattern of GIST progression present
challenges. This is an important rea-
son to have GIST experts involved in
the management of GIST patients.
GIST experts are not only going to be
better at detecting progression, they
are also generally more knowledge-
able about the various treatment op-

seems to be related to the type of
mutation.

o Side effects are often minimized
by starting on a lower doses and
phasing in higher doses.

e Gradually increase the dosage to
at least to 600 mg. per day, perhaps
higher.**

o Higher doses are related to lower

resistance rates.

o Higher doses can prevent resistance
from subsequently occurring in
metastatic GIST patients who had
initial shrinkage.

o This finding is consistent with the
recent European report on progres-
sion and with earlier data from
Europe suggesting that clearance of
Gleevec — the rate at which the
drug leaves the body — increases
over time. This may explain why
side effects get better over time.

o Current research has shown that

See SURVIVAL, Page 9

tions after progression. Some of these
options might include surgery or ra-
diofrequency ablation for limited pro-
gression (resistant clones, etc), con-
tinuation of Gleevec to maintain con-
trol of sensitive disease, a dose in-
crease in some cases, or referral for a
clinical trial. Newer drugs might be
effective in Gleevec-resistant GIST by
several different methods including:

o A different shape might “fit” better
into the ATP binding site in the kinase
domain of tumors containing secon-
dary mutations, or kinase domain re-
sistant tumors.

¢ Inhibiting multiple targets, such as
KIT and VEGF, or Src.

e Inhibiting critical downstream tar-
gets.
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increasing dosage after resistance is
generally not successful in revers-
ing resistance, though it does help
some patients by halting disease
progression.

o Therefore, it is easier to prevent the
development of resistance with
higher doses than to try to reverse
resistance with higher doses after
the fact.

¢ Exercise caution before reducing
dosage in response to side effects.
o Side effects are related to dosage
levels.
o They usually get better over time.

eThe development of resistance
does not seem to slow over time —
at least not so far — so patients at
lower doses should not find false
comfort in the fact that they have
not yet developed resistance.

This is not a perfect blueprint and
others may disagree. This paradigm is
based on what we have learned from
the research community, our own re-
search and from more than 500 Life
Raft Group case records. Be warned,
however, that we are not physicians
and we urge patients to use this infor-
mation only as the basis for an in-
formed discussion with their own doc-
tors.

Also, these remarks pertain only to
GIST patients on Gleevec with tumors
that are not amenable to surgery. Pa-
tients with operable tumors should talk
to their physicians about surgery.

A

R

Thank you from China

Ruijia Mu, left, and wife, Meiying, visited the Life Raft Group office in
Totowa, New Jersey, on Sept. 28 to thank the LRG staff for helping
get Gleevec to Ruijia’s father, Xiangjie Mu, who lives in China. With
the Mus are, from left, Anita Scherzer, Norman Scherzer, Tricia
McAleer, Pamela Barckett and James Roy.

T s ™

We do not have enough data yet re-
garding the efficacy of Gleevec — at
any dose — in patients who have had
surgery and are taking Gleevec on a
preventive (adjuvant) basis.

* European Organization for Research
and the Treatment of Cancer (EORTC),
the Italian Sarcoma Group (IRG) and Aus-

tralasian Gastrointestinal Trials Group
(AGITG).

** The European study compared 400
mg. to 800 mg. and concluded that the
higher dose had a longer rate to progres-
sion. They did not look at 600 mg. The Life
Raft Group has compared 400 mg. to 600
mg. and more; we did not have enough
data to distinguish between 600mg and
800 mg.

Several GIST patients who are tak-
ing the tablet form of Gleevec rather
than the orange capsules have re-
ported varying degrees of nausea,
including severe vomiting.

Now comes a possible solution:

Putting the Gleevec tablets inside
empty glycerin capsules. The ration-
ale is that this allows the tablets to
travel further down the gut before
dissolving, bypassing sensitive re-
gions where nausea arises.

Life Rafter members find solution to Gleevec tablet nausea

At least two Life Raft patients have
reported good results after stuffing
the tablets in size 00 (large) glycerin
capsules. Check at your local phar-
macy; they should have some on
hand.
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THE LIFE RAFT GROUP

E-mail: liferaft@liferaftgroup.org
Internet: www.liferaftgroup.org °

° 40 Galesi Drive °

Wayne, NJ 07470 °

Telephone: 973-837-9092

Fax: 973-837-9095

Who are we, what do we do?

The Life Raft Group is an interna-
tional, Internet-based, non-profit organi-
zation providing support through educa-
tion and research to patients with a rare
cancer called GIST (gastrointestinal
stromal tumor). The Association of Can-
cer Online Resources provides the
group with several listservs that permit
members to communicate via secure e-
mail. Many members are being suc-
cessfully treated with an oral cancer
drug Gleevec (Glivec outside the
U.S.A)). This molecularly targeted ther-
apy inhibits the growth of cancer cells in
a majority of patients. It represents a
new category of drugs known as signal
transduction inhibitors and has been
described by the scientific community 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,
incorporated 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:

Executive Director
Administrative Assistant
Chief Financial Officer
IT Director/Web Master
Special Assistant
Senior Advisor

General Counsel
Accountant

List Manager
Newsletter Editor
Research Assistant
Science Coordinator
Web Designer

Fund-raising co-chairmen

Norman Scherzer
Tricia McAleer
Allan Tobes
James Roy
Matthew Mattioli
Christopher Carley
Thomas Overley
Roberta Gibson
Mia Byrne
Richard Palmer
Pamela Barckett
Jerry Call
Tami Margolis
John Poss

and Gerald Knapp

Life Raft country representatives

Australia
China
France
Iran

Greg Ladbrooke
Ruijia Mu

Bertrand de La Comble
Negar Amirfarhad

nscherzer@liferaftgroup.org
tmcaleer@liferaftgroup.org
atobes@comcast.net
jroy@liferaftgroup.org
mmattioli@liferaftgroup.org
CTCarley@aol.com
guitarman335@msn.com
dnrgibson@yahoo.com
mebmcb@wowway.com
richardpalmer@hawaii.rr.com
pbarckett@liferaftgroup.org
Jerry.Call@attbi.com
tami@comcast.net
john.poss@t-netix.com
gsknapp@winfirst.com

lad57b@bigpond.com
mu_ruijia@yahoo.com
bdelacomble@oreka.com
negaraf@sympatico.ca

Italy David Massaria

Mexico Rodrigo Salas
Netherlands Ton de Keijser
Poland Bartosz Szczesny
Switzerland Ulrich Schnorf

United Kingdom David Cook

Life Raft area groups

Arizona, U.S.A. Lillian ‘Billie’ Baldwin
Chicago, U.S.A. Richard Kinzig
Detroit, U.S.A. Allan Tobes

Los Angeles, U.S.A
New York, U.S.A
Texas, U.S.A

Floyd Pothoven

Kerry Hammett
and John Poss

Board of Directors

President Stan Bunn
Acting Secretary-Treasurer  John Poss
Director Mia Byrne
Director Robert Book
Director Rodrigo Salas
Director Silvia Steinhilber

Dan Cunningham

davidmax@libero.it
rsalas@maprex.com.mx
akeijserl@chello.nl
bsz1974@yahoo.com
ulrich.schnorf@bluewin.ch
D.Cook@sheffield.ac.uk

billiebaldwin@cox.net
rikinz@aol.com
atobes@comcast.nett
floyd@lasersealer.com
CunninghamDA@coned.com
yaloo@gvtc.com
john.poss@t-netix.com

SBunn@BSTGIlobal.com
john.poss@t-netix.com
mebmcb@wowway.com
RMBook2@aol.com
rsalas@webtelmex.net.mx
nswplas@mb.sympatico.ca

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

Disclaimer
We are patients and caregivers, not

doctors. Information shared is not a sub-
stitute for discussion with your doctor. As
for the newsletter, every effort to achieve
accuracy is made but we are human and
errors occur. Please advise the newslet-
ter editor of any errors.




