LifeFest 2010:
Celebrating a
decade of life

By Marisa Bolognese
LRG Director Planning &
Development

t has been a remarkable decade for
the GIST community as scientific
discovery, medical treatment and
drug development have put GIST
at the cutting edge of cancer treatment
and care. Between 2000 and 2010, GIST
has gone from being a misdiagnosed rare
cancer, with only a five percent response
to treatment, to one of the best under-
stood cancers, where patients can now
expect an 85 percent initial response to

The Hyatt Regency Hotel on the Hud-
son River in New Jersey will be the
location for Life Fest 2010.

See LIFEFEST, Page 9
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Defining molecular mechanisms of
imatinib in the treatment of GIST

By Dr. Anette Duensing
University of Pittsburgh Cancer
Institute & LRG Research Team

astrointestinal stromal tu-
mors (GISTs) are caused by
mutations in the KIT or
PDGFRA (platelet-derive
growth factor receptor alpha) receptor
tyrosine kinase genes and can success-
fully be treated with imatinib mesylate
(Gleevec®). However, despite dramatic
response rates and more than 85 percent
of the patients initially benefitting from
therapy, imatinib treatment is not a cure.
A major problem of imatinib therapy is
that a considerable proportion of patients
develop resistance to the drug over the

course of treatment.
A second, interre-
lated problem of
imatinib therapy is
the fact that al-
though many pa-
tients do achieve
tumor stability,
complete remissions
are rare. In other
words, oftentimes
even bulky tumor
remains under ther-
apy and tumors relapse once imatinib
therapy is terminated. These observa-
tions are corroborated by scan results
during therapy that can show detectable

DUENSING

See DUENSING, Page 7

Jerry Call: the man behind the scene

By Erin Kristoff
LRG Newsletter Editor

ou sit alone in a dreary

doctor’s office; evidence

of his medical expertise

and importance adorn the
walls. Maybe you sit there with a
loved one, equally as scared and un-
prepared as you. The doctor hands you
a verdict that says your time is up.
Well now what do you do?

At times like this, people feel a range |

of emotions: defeat, clarity, redemp-
tion, remorse, to name but a few. In

Jerry & Stephanie in

the GIST community we have also

¥, heard and experienced stories of tri-

umph and miracles, rising from rock
bottom and greeting the world anew. A

<88 world where David can and does beat

Nederland, Colorado,
just 3 weeks prior to Stephanie’s diagnosis.

Goliath.

Ten years ago, Jerry Call was intro-
duced to this world as he sat next to his
wife of 15 years, Stephanie, and learned
of her leimomyosarcoma (LMS) diag-
nosis. Amidst the shock and disbelief,
her oncologist’s voice rang out, “This is
probably going to take you away from

After two rounds of a harsh chemo-

See JERRY, Page 4
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GIST Research: LRG Articles
on the Science of GIST

It’s time to consider mutational status for
resistant GIST patients: PDGFRA Mutations

By Jerry Call
LRG Science Coordinator

This is the second article in a series dis-
cussing mutational status and resistant
GIST. In the last article we began with a
brief overview and wild-type GIST. In
this article we focus on PDGFRA muta-
tions with an emphasis on the imatinib-
resistant D842V mutation.

utations in the KIT and
PDGFRA gene are the
most frequent genetic
event that drives the biol-
ogy of GIST tumors. Targeting these
defects remains the primary drug ther-
apy for GIST. While KIT mutations are
much more common, PDGFRA muta-
tions still represent a significant percent-
age of GISTs. Approximately two-thirds
of PDGFRA mutations are insensitive to

Editor's Note:

There are several differences between
GISTs with PDGFRA mutations and those
with KIT mutations. The cells of PDGFRA-
mutant GIST tumors are often an
epithelioid type (round shape) and more
often stain weakly or negative for KIT
(Corless et al.). In addition, PDGFRA
mutations occur predominantly in the
stomach, but can also occur in the
mesentery and omentum. It has been
noted (Lasota et al) that PDGFRA-
mutant GISTs tend to have a lower risk of
recurrence than KIT-mutant GIST.

Gleevec. This makes the management of
patients with PDGFRA mutations more
complex than those with KIT mutations.

In 2005, Drs. Christopher Corless, Mi-
chael Heinrich and colleagues reported
on the PDGFRA mutational status of
1,105 GIST tumors. In this group, 80
tumors (7.2%) were found to have a
PDGFRA mutation. The most common
PDGFRA mutation was one that occurs
in exon 18, a D842V mutation. D842V
mutations are insensitive to Gleevec and
Sutent, the two currently approved drugs
for GIST.

Patients that are resistant to both
Gleevec and Sutent may elect to partici-
pate in clinical trials. Many patients (at
least in the United States) will try off-
label treatment with drugs that are ap-
proved for other cancers but not for
GIST. The two approved KIT inhibitors
(other than Gleevec and Sutent) that are
the most advanced in trials for GIST are
nilotinib (Tasigna) and sorafenib
(Nexavar) and patients will often try one
of these two drugs after failing Gleevec
and Sutent. Both nilotinib and sorafenib,
however, have shown limited effective-
ness against the D842V mutation in the
laboratory.

In 2008, Dr. Maria Debiec-Rychter of
the Catholic University of Leuven, Bel-
gium and her colleagues identified two
drugs that inhibit the PDGFRA D842V
mutation and represent possible treat-
ments for patients with this mutation.
Barbara Dewaele was the first author of
the paper which was published in Clini-
cal Cancer Research.

The Leuven team found that dasatinib
and IP1-504 were both effective inhibi-
tors of PDGFRAP®*2Y mutations in labo-
ratory experiments. These experiments
included tests against Ba/F3 cells (cells

The Life Raft Group

Who are we, what do we do?

The Life Raft Group (LRG) directs
research to find a cure for a rare can-
cer and help those affected through
support and advocacy until we do.
The LRG provides support, information
and assistance to patients and families
with a rare cancer called Gastrointesti-
nal Stromal Tumor (GIST). The LRG
achieves this by providing an online
community for patients and caregivers,
supporting local in-person meetings,
patient education through monthly
newsletters and webcasts, one-on-one
patient consultations, and most impor-
tantly, managing a major research pro-
ject to find the cure for GIST.

How to help

Donations to The Life Raft Group, a
501(c)(3) nonprofit organization, are tax
deductible in the United States.

You can donate by credit card at
www.liferaftgroup.org/donate.htm or by
sending a check 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
doctor.

Please advise Erin Kristoff, the Newslet-
ter Editor, at ekristoff@liferaftgroup.org
of any errors.

engineered to test specific mutations)
and actual tumor cells taken from a pa-
tient with the PDGFRAP®*?Y mutation.

Dasatinib has been extremely effective
for Gleevec-resistant chronic myeloge-
nous leukemia (CML) and it is approved
for that purpose in the United States and
some other countries. Dasatinib is manu-
factured by Bristol-Myers Squibb and
the trade name in America is Sprycel;
while in trials, it is/was called BMS-
354825.

After a slow start in phase | trials that
included 18 GIST patients, there is some
renewed interest in dasatinib for GIST,
at least in some unexplored populations,
such as the open phase Il trial in Swit-
zerland for GIST patients that have

See PDGFRA, Page 8
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GIST Research: LRG Articles on the Science of GIST

REGISTER Study Open in Australia,
New Zealand and South Korea

By Jim Hughes
Clinical Trials Coordinator

n interesting Phase 2 REGIS-

TER study is ongoing and

actively recruiting at 15 sites

in Australia. Two sites in
New Zealand and two sites in South Ko-
rea are also planned.

Upon entry advanced GIST patients
are classified as high or low risk based
on mutation type. Exon 9 and wildtype
mutations are classified as high risk;
exon 11 patients are classified as low
risk.

All patients receive imatinib at 400 mg
for up to six weeks as initial therapy.
High risk patients are then escalated to
imatinib 800 mg. Low risk patients can
be escalated to 800 mg imatinib under
two scenarios:

1. Incomplete response on PET scans
at six weeks.

2. Complete response on PET scans at
six weeks but experiencing progressive
disease (RECIST) on a regular three
month follow-up CT scan

After es-
Editor's Note: While calation
risk is categorized in | 0800 mg
this study by mutation, | Imatinib,
in metastatic GIST, patlgnts
isk is characterized receive
ris '|s (3 : early PET
not just by mutation scans to
type, but also tumor check for
size and mitotic rate. progres-
sion. Pro-
gressing

or partially responding patients are then
treated with Nilotinib 800 mg. Sunitinib
is not offered as a drug treatment in this
trial.

There are multiple notable features in
this trial design:
o Patients for the first time are classified

and treated by risk (genotype)

e Higher risk genotypes are automati-
cally escalated to higher imatinib doses
e Progression is monitored early by PET
scans.

e Escalation of imatinib dose is based on
PET scan results for exon 11 patients.

e Escalation of imatinib dose occurs in
steps from 400 to 600 to 800 mg

e Imatinib blood levels are tested at mul-
tiple points in the protocol

e Sunitinib is not offered even though it
is the standard of treatment for second
line.

¢ A second line tyrosine-kinase inhibi-
tor, nilotinib, is offered in tandem with
first line imatinib.

The trial’s primary end point is pro-
gression-free survival and its targeted
accrual is 100 adult patients.

The AGITG website has more protocol
detail at: http://www.gicancer.org.au/
trials/open/REGISTER.html

October 2009 clinical trials update

By Jim Hughes
Clinical Trials Coordinator

wo important new trials are
highlighted in separate articles
in this month’s newsletter:

e The REGISTER trial in Australia,
New Zealand and South Korea for newly
diagnosed advanced GIST.
e The new five year adjuvant imatinib
study recently opened in the United
States for newly resected patients.
(NCT00867113)

Other GIST clinical trial news in-

cludes:

e The Phase 3 imatinib with or without
Bevacizumab trial has closed to accrual
in the US and Canada. No reason was
given. Accrual had not been as high as
expected. (NCT00324987)

¢ A Nilotinib Pharmacokinetic (PK)
study has been started in Japan. Re-
searchers will look at the effect of sur-
gery on Nilotinib PK. They are investi-
gating how prior surgery might affect
nilotinib absorption. (NCT00976612)

¢ Radboud University Hospital in the
Netherlands has an ongoing palliative
study (newly listed) that is investigating
the link between angiogenesis inhibitors

sunitinib and sorafenib and fatigue and
depression in several cancers including
GIST. (NCT00979329)

o Pfizer has added detailed study results
to two major sunitinib trials including
the phase 3 registration trial.

e The Pfizer treatment-use protocol for
Sutent access for GIST patients remains
open in India in Mumbai and New
Delhi. (NCT00094029)

Please visit the Clinical Trials database
at www.liferaftgroup.org/treat_
trials.html for a complete listing of clini-
cal trials. There you can view a table,
search recruiting trials and much more.
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JERRY

From Page 1

therapy called MAID, her doctor an-
nounced that it was not working and
there were no further options for Stepha-
nie. Having never done anything half-
way in his life, Jerry refused to accept
this as the end. Because one doctor said
there was nothing left to be done, should
they just quit? He immediately went
home and came up with a plan to save
Stephanie’s life.

“l was always a very independent per-
son. When | was diagnosed, | just lost
it,” recalls Stephanie, “We knew the
only way to get control of the situation
was to get online and do research. So
Jerry self taught himself. He actually
had to tell numerous oncologists what
was out there for treatment and they
were not ready for that.”

At home, Jerry outlined a plan of at-
tack. First they would arrange a consul-
tation with Dr. George Demetri of Dana
Farber Cancer Institute in Boston. He
also set up an appointment with a liver
surgeon at the University of Colorado
and began investigations into an experi-
mental treatment available only in Ire-
land.

“All of a sudden we went from no op-
tions—no hope—to having three differ-
ent paths that we were going to pursue,”
recalls Jerry. A former marine, Jerry
started issuing orders; his mother would
arrange travel and his brother researched
passport requirements, in case he would
need to travel to Ireland.

In Dr. George Demetri, the Calls found
a compassionate expert who was the
most knowledgeable person they had
ever met. He suspected Stephanie actu-
ally had GIST and had been misdiag-
nosed (this was later confirmed by a c-
kit test), but there were still no effective
treatments for GIST. As Demetri read
off options, Jerry could tell that he had
little faith in them.

After another strikeout with the liver
surgeon, Jerry found himself on a plane
to Ireland with 2,700 dollars for a three
month supply of an experimental drug.

The Call’s first year with GIST was a
rough one. After the MAID chemo,

Stephanie began a rollercoaster of treat-
ment beginning with the Irish drug; she
then had a painful biopsy test, followed
by seven rounds of an additional chemo
called Taxotere, and then began taking
Interferon which caused an allergic reac-
tion.

“I lost hope a few times, but Jerry kept
going,” says Stephanie.

Finally, after reading thousands of
emails he came across one very impor-
tant piece of information: a new trial for
a drug called STI-571 (Gleevec).

The Gleevec trial proved to be a turn-
ing point for
Stephanie
and truth-
fully, for
Jerry as
well. While
Stephanie
experienced
benefit from
Gleevec for
more than
four years,
Jerry was
introduced
to more and
more GIST
patients,
dozens of “Stephanies”, who needed
guidance.

When the LRG first formed, Jerry be-
gan work-
ing for the
organiza-
tionona
part-time
basis. He
retained his
position as
a home
inspector in
his home-
town of Boulder, Colorado and was also
able to stay home most of the time with
Stephanie.

Using what he had learned during his
wife’s rocky first year; Jerry targeted his
efforts on the GIST patient community
as a whole, researching all he could on
molecularly targeted therapies, signal
pathways and GIST biology. He had
truly found his calling.

When Executive Director, Norman

Judi Lifton & Lee Emerson.

Jerry discusses GIST care with LRG members at Life Fest 2006.

Scherzer introduced him at meetings, it
would be as the third smartest man in the
world.

“| say that because | assume there are
two people in the world who are smarter
than him... but | haven’t met them.”

Eventually, in 2004, Jerry became the
full-time Science Coordinator of the Life
Raft Group.

Says Stephanie, “We get calls from
patients 24 hours a day, seven days a
week on every phone we have. He is
always giving pep talks and positive
thinking to people and different ideas.”

One such person is Judi Lifton, whose
partner, Lee, experienced great difficul-
ties in his GIST journey. Over the course
of years, Jerry offered whatever help he
could: analytical and supportive.

“Jerry Call is a cross between Johnny

) Appleseed and Albert Einstein,” laughs
4l Judi, “Appleseed was creative and Ein-

stein was calculating. Jerry really was a
wonderful sounding board; he was an

innovator.”

Lee passed away in January 2007, but
Judi and Jerry still speak regularly, “He
became a friend and | can’t say enough
about him. He is really a special guy.”

This kind of story is not uncommon in
the GIST community; to many, Jerry is
the man in the machine, climbing out of
the ether and empowering patients to
manage their own care. He works every
day to level the playing field between
patients and medical professionals.

This has not gone unappreciated in the
GIST medical community. At a 2006

See JERRY, Page 6
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Donor appreciation never gets old

hen compiling the list of
donors for the year 2008,
the LRG inadvertently
left out a number of do-

nors who should have been included.
At the LRG, we are grateful for each

and every donation and are sincerely

moved by the continued generosity of

our supporters.

We would like to apologize for this
mistake and have included that list of
donors below with our deep apprecia-

tion:

Jerome & Susan Akman
Jamshid Amouzegar
Richard Azevedo
Amy Bachelder
Laurence Baden
Jospeh & Donna Ball

John P. Bankson
Jennifer & Simon Sia Bao
Harold & Gloria Baston
Stanley & Allene Baum
David Bayles
Harvey A. Belitsky
Reginald Berry
Mary Beyda
Thomas & Mary Billitteri
Frederick Bissinger
James & Margaret Blaszak
Deanna Boezi
Joseph & Joanne Borini
Emily Bowden
Bruce J. Bowen
William Brackett
SM Brown
Brook & Shawn Byers
Jerry & Stephanie Call

Sara & Guillermo Calvo
Hao-Chia Chen MD
Phyllis & Leonard Chorazy
Stephen Conger
John & Karen Cooksey
Damon Cordom

Daniel & Barbara
John & Ruth
Joseph

Robert K.

Judith K.

Sheryl & Gilbert R.
Manoucher
Harold & Louise
Bess

Burton & Diane
Larry

William

Mary Elizabeth
Bruce & Sharon
Jospeh & Roselyn
Gary

James & Barbara
Paulette

Joanne

Jay & Sue
Christina

Geroge & Lucia
Joe & Nina
Richard & Melinda
James

Janice

Joseph D.

Myron

Sol & Nina

John

Kenneth & Sharon
Robert L.

Larry & Ellen
Mark

Thomas C.
Anthony

Bonnie & Croc
John

Wallace B.

Karl

Margaret E.

A.L.

Cox
Craig
Dias
Dobbs
Eisen

Ek
Emani
Engle
Engle
Epstein
Esterling
Ewen
Ewing
Feldman
Fenton
Fialk
Finkelstein

Fishman Walker

Fleeter
Fleming
Fleps
Foster
Frasier Johns
Fuller
Gant
Gaulten
Gelb
Gerber
Glasner
Glover
Goldberg
Goldenberg
Goldstein
Goldstein
Green
Gullo
Halvorsen
Harman
Harris

Warren

Harald

Lawrence & Judith
Jeffrey & Linda
Francis & Sandra
Arnold & Lori
Arthur & Laraine
Josefina

Kevin & Mary
Irving & Naomi
Jeffrey M.

Bruce

Joyce B.

Kristi E.

Joy & Douglas
Matthew
Lawrence J.
Robert T.

Devon

Pat

James & Rhoda
Albert B.

Elliot

Susan & Robert
Dennis

Edward S.

Herbert and Patricia
Harvey and Susan
William & Cindy
Farnham
Lawrence

Patricia & Brenden
Seishin

Franklin & Esther
Jerome C.

Jeffrey

James & Julie
Walter & Susan
Peter

Heinz Schroader Barbara

Hennessy
Henricksen

Dr. & Mrs. Jan

Hillman
Hioland
Hirsch
Holden
Holland
Horwitz
House
Jeker
Kadow
Kaminsky
Kaplan
Kasson
Kelley
King
Knopp
Krasner
Latto
Laycock
Lee Miller
Lemeshka
Mackenzie
Manola
McEntee
Meehan
Menos
Miller
Miller
Mininberg
Miranda
Mosley
Movshin
Mullen
Murahashi
Murphy
Muys
Nadel
Nelson
Offen
Ogloblin
Opper
Orenstein

See DONORS, Page 8
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JERRY

From Page 4

Life Fest meeting in Dallas, Texas, Dr.
Jonathan Fletcher, LRG Research Team
leader, stood before a crowd of over one
hundred to accept an LRG award of
“Researcher of the Year”; during his
speech he took a few moments to thank
Jerry for his contribution to GIST re-
search.

and support through the years. The n
have done a wonderful job of taki

last 10 years. And last, but
'Stephanie's oncologist, fo

for all that time.

“| speak for all of my research col-
leagues in GIST in assuring you that if
there is some angle out there which is
relevant, a new drug that is being used
for some other tumor, that smacks of a
promise in GIST, then Jerry is going to
in his genteel, quiet way let us know
about it, and he doesn’t do so in a knee-

jerk way. He thinks

about it, he con-

siders the possi-
ble payoff and
when we get an
email from
Jerry or a call
from Jerry, we
always know
it’s something
good,” an-
nounced
Fletcher, “We
really value his
oversight and

judgment when
it comes to sci-
entific mat-
to Dr. Jenny Fox, ters.”
of Stephanie for the last 7 The LRG Re-

search Team has
grown in size and

scale since that speech, but the team
continues to rely extensively upon Jerry
for his suggestions about important areas
of research focus in GIST, insists
Fletcher.

Indeed, Jerry has grown to become
something of an icon in the GIST com-
munity. Some see him as that mysterious
benefactor in the computer, some as the
friend they’ve been searching for, even
more as the man who gave them the
strength to get back in the driver’s seat
of their own medical care. But to one
woman—Stephanie Call—he’s still just
her soul mate, the man who saved her
life.

“He’s been through so much with me,”
says Stephanie, “I’ve been close to death
like three times. He is a very strong per-
son, a very dedicated person, and loyal.”

Despite numerous oncologists and spe-
cialists proclamations to the contrary,
Jerry never accepted that it was Stepha-
nie’s time to go. In August, Jerry and
Stephanie celebrated their 25 wedding
anniversary; this month, they will cele-
brate her 10-year “cancer”versary.

“He truly does love me, he doesn’t
want to lose me and he doesn’t want a
life without me.”

Chicago-area GISTers

meet!

H

A -

gy EiF
| i

Last month’s Chicago-area meeting, was a reunion of sorts for many attendees. Dr. Margaret Shoup, surgical
oncologist at Loyola University Health System, was the group’s very first speaker in 2003 and returned for this meeting
to talk about surgery in GIST. There were many questions and answers and, as always, a good time was had by all.
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DUENSING

From Page 1

tumor mass in the CT scan al-
though the tumor is responding to
imatinib according to a “cold”
PET scan. These findings can be

been known as mere structural scaffold
proteins that help to package the cell’s

we can now look for alternative ways to
target H2AX upregulation as a possible
means to circumvent imatinib

resistance. (For more detailed
information on histones, his-
tone H2AX and its role in
imatinib-induced apoptosis
please see the December 2007

interpreted in a way that not all cells
have undergone apoptosis in response to
imatinib therapy, but instead have sig-
nificantly reduced their metabolism
(which is measured by the PET scan).
These remaining cells pose a significant
risk to the patient as it is conceivable
that they may already contain imatinib
resistance mutations that can ultimately
contribute to disease progression.

It is therefore imperative to define the
exact molecular mechanisms of action of
imatinib with the two major questions
being (a) how does imatinib lead to

DNA into its nucleus. They form the so-
called nucleosomes, around which the
DNA is wrapped. More recently, a pleth-
ora of novel functions of histones have
been discovered. One major finding was
the identification of histone H2AX as a
key player in the signaling cascades that
are activated after the cellular DNA is
damaged (for example, by gamma-
irradiation such as X-rays). We have
now discovered yet another function of
histone H2AX, which is separate from
its role in DNA damage response. His-
tone H2AX is causatively involved in

Figure 1

APC inactive

SKP2 high

p27 low

CDK active

proliferating cells

GIST cell death (apoptosis) and (b) how
can we explain or potentially circumvent
incomplete remissions? Answering these
questions will not only identify the mo-
lecular players that are involved, but
also lead to the definition of novel thera-
peutic targets. Ultimately, our goal is to
overcome resistance with an aim to-
wards cure.

Addressing the question of imatinib-
induced apoptosis, we have recently
identified one of the molecular players:
histone H2AX (1). Histones have long

APC active

e .
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the induction of GIST cell death after
imatinib treatment and can also lead to
apoptosis in other cell types that are not
treated with imatinib (2). We found that
levels of H2AX are massively upregu-
lated in GIST after imatinib, and that
most of the H2AX molecules in this
context are not part of the nucleosomes,
but are free in the cytoplasm or nucleus
of the cell. We have shown that the
mechanism by which H2AX leads to
GIST cell apoptosis involves the inhibi-
tion of gene transcription. Importantly,

CDK inactive

issue of the LRG newsletter.)

Addressing the second question, the
problem of incomplete remissions dur-
ing imatinib treatment, leads us to a fun-
damental topic in tumor biology and
therapy: tumor cell quiescence (3). Qui-
escent cells are not only unlikely to un-
dergo apoptosis, but they also do not
respond to conventional anticancer treat-
ments that target dividing cells. There-
fore, tumor cell quiescence is an impor-
tant problem for cancer therapy in gen-
eral.

The definition of cellular quiescence
is quite simple. Quiescent cells are
cells that lack growth/proliferation
and that have exited the cell divi-
sion cycle. Quiescence is a reversi-
ble mechanism, which is in contrast
to another cellular state called se-
nescence that is irreversible. One of
the main molecular regulators of
quiescence is the cyclin dependent
kinase (CDK) inhibitor p27"'*,
whose levels are high in cells that
have entered quiescence (4). P27
levels on the other hand are regu-
lated by a protein called SKP2.
Since the function of SKP2 is to
prepare p27<"* for degradation,
SKP2 levels need to be kept low in
quiescent cells. In contrast, dividing
cells have high levels of SKP2,
which results in low levels of p27
KiPl (5. The complex molecular

events of cell cycle regulation in prolif-
erating and quiescent cells are also de-
picted in Figure 1.

In an attempt to explain the fact of in-
complete remissions, we asked whether
imatinib is not only capable of inducing
GIST cell apoptosis, but could poten-
tially also lead to tumor cell quiescence
in GIST cells. To address this question,
we treated a GIST cell line model
(GIST882) with imatinib and looked for
changes in the levels of several known

See DUENSING, Page 10
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never had Gleevec (first-line treatment
or “Gleevec-naive™). Gleevec-resistant
GIST patients are also eligible for a
phase Il trial of dasatinib in advanced
sarcomas in the United States.

IP1-504 also effectively inhibited the
PDGFRAP#? mutation in the lab by a
different mechanism than dasatinib.
While dasatinib blocks the PDGFRA
signal without damaging the PDGFRA
protein, IP1-504 treatment results in the
destruction of the PDGFRA protein. IPI-
504 is an HSP90 inhibitor that was in
phase Il trials for GIST. This trial was
terminated in April of 2009 because of a
higher than anticipated mortality rate for
patients receiving IP1-504. It remains to
be seen whether other HSP90 inhibitors
in trials will be effective in GIST in gen-
eral or the D842V mutation in particular.

Several other drugs have also shown
some activity in the lab against the
D842V mutation or the closely related
D816V mutation in KIT. Given the simi-
larity between these two mutations one
could speculate that a drug that inhibits
one mutation would have a good chance
of inhibiting the other. In fact, this has
been demonstrated with dasatinib which
was shown to inhibit the KIT D816V

DONORS

From Page 5
Richard & Linda Palmer
Stuart Patz
Mary Paylor
Theresa & Richard Pedemonte
Robert Pedrick
Richard & Ethel Peelz
Sol Pelavin
John Perry
Catherine & David  Pickar
James H. Pope
Johann Prader
Donald R. Quartel
Martin Raffner
Margaret & Robert  Rafner
Otto Raggambi

mutation in 2006
(Shah et al) and
PDGFRA D842V
in 2008 (Dewaele
et al).

Some other drugs
that have shown in
-vitro activity
against the D842V
or the KIT D816V
mutation and are
still in clinical tri-
als are:

e MP470 (in phase
| trials) — active
against D842V

e PKC412 (in

D&42v
63%

Summary of published
PDGFRA mutations in GIST
(Corless et al- 2005)

Exonlz
9%

Exon 14
1%
Exon 18
(ron
D842V)
27%

The D842V mutation that occurs in 63% of PDGFRA
mutations is resistant to Gleevec and Sutent.

phase Il trials) —

active against D842V

e MLN518 (in phase Il trials) — has

shown activity against D816V mutation.
Drugs that have shown in-vitro activity

against the D816V or D842V mutation

but appear to have been withdrawn from

development include:

e AP23464

o AP23848

e XL820 (Trials terminated in GIST)
The last few paragraphs illustrate both

the promise and the perils of in-vitro

John & Elizabeth  Reed
Egbert Richardson
Frank Ridge
Marietta Robinson
Marvin & June Rogul

Christopher & Carol Rooney

Joshua Rozen
David & Arpi Sahr

Joel M. Savits
Susan Schechter
Marvin J. Schneider
Rexford Schroyer
Irwin Schuman
M. Patricia Shapiro
Ann Showell Mariner
Stanley Silverman
Thomas & Deborah Simpkins
Glenn E. Skaggs

testing. It is important to note that only
twenty percent of drugs that enter into
clinical trials will be approved. They
may have unacceptable toxicity, limited
effectiveness, or they may be directed
against a target that turns out to be less
important than it was thought to be.
However, for patients with a D842V
mutation entering a clinical trial, in-vitro
testing may prove to be the best avail-
able determining factor in choosing a
drug treatment.

Robert Sneed

Shaler Stidham Jr.
Mary & William Stiles

Sue Stinson Mathios
Harvey Stork

Ronna & Arthur  Strauss

Alice Sulkowski

Leo T. Surla Jr.
Sheryl Swanson
Thelma Swindell
George & Karren Teren
Nicholas Thorner
Richard Tompkins
Neofytos Tsangaris
John Vanwert Jr.
Clarence W.R. Wade

William E. Wainrwright Jr.

_ See DONORS, Page 9
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DONORS Patricia Woobert GE Foundation
From Page 5 Elizabeth & Raymond Yonke Lloyd Dyer
Judith & Leo Zickler M. Cohen Corporation

Heathcote W.  Wales Peter & Judi Zimmerman  Matrixgroup
Carol Webb Seth D. Zinman MBITM Holdings Inc
James D. Weill Sidney Berger & Co Inc. National Steel Rule Die
Eugene Wesley Executive Health of Coral Gables LCc Pfizer Foundation Matching Gifts
Ray & Beltz Whitehead Albert & Lillian Small Foundation Porter Consultants
Sam & Dina Wiley Alliant Energy Foundation Zeitler J. & Engelmann P.
Aieen Wishnow  Bryan & Bryan General Partners fo¢ s desionsr s o
Kim Woodward Fanman of Rockuville. Inc. group.org or call us (973) 837-9092.

LIFEFEST

From Page 1

treatment. The year 2010 marks the
tenth anniversary of a breakthrough in
GIST treatment as the first group of pa-
tients to receive a drug to treat metas-
tatic GIST will reach their ten-year sur-
vival benchmark.

The Life Raft Group will be celebrat-
ing this amazing decade of achievement
over the course of the next year through
a number of events and initiatives, all
culminating with Life Fest 2010 on June
25-27, 2010 at the Hyatt Regency in
Jersey City, NJ.

On Friday night, June 25, Life Fest
2010 will open with a gala event: GIST
2010—A Decade of Difference. The
evening will feature a look back at the
key scientific and medical milestones
over the last ten years and a look for-
ward to the most promising treatments

The view from the Hyatt Regency Hotel of New York City, just a short trip across the river.

and discoveries on the horizon. Special
recognition will be given to the 10 Who
Made A Difference, honorees from the
GIST patient, medical and scientific
communities who have not only made
significant contributions to the under-
standing and treatment of GIST, but
whose accomplishments have made a
difference to the survival of GIST pa-
tients. The celebration will continue
throughout the course of the weekend
with other key awards including Hu-
manitarian of the Year, Clinician of the
Year and Volunteer of the Year. With
Life Fest 2010’s emphasis on achieve-
ment and survival, a new annually-
awarded honor will be unveiled; The
Beacon of Hope Award for the most
promising scientific or pharmaceutical
breakthrough.

A retrospective of GIST scientific dis-
coveries and medical advances as well
as profiles of the Life Fest 2010 honor-
ees will be featured in the LRG Newslet-

ters and communications in the months
leading up to Life Fest 2010. The com-
plete GIST historical retrospective and
honoree profiles will then be compiled
for a special commemorative program

that every Life Fest 2010 attendee will

receive.

Finally, in the next ten months, the
Life Raft Group will be gathering stories
from all those who’ve been involved on
the front lines of GIST—patients, family
members as well as the scientists, doc-
tors and nurses who fight alongside
them. These stories of courage, perse-
verance and determination will be fea-
tured throughout Life Fest 2010, and in a
multi-media production to be premiered
at Friday night’s gala.

Most important of all, Life Fest 2010
is a celebration of survival and hope and
a time to recognize the enormous cour-
age of every patient and family member
who has battled and continues to battle
GIST. Life Fest 2010 will offer the en-
tire GIST community—GIST
patients, their friends and family
members, GIST medical profes-
sionals, researchers and scien-
tists—an opportunity to come
together to honor and celebrate
the past and to forge a path for-
ward to find a cure.

For more information or to vol-
unteer to help plan Life Fest
2010, please contact the Life
Raft Group office at 973-837-
9092. If you’d like to share your
story or that of a loved one,
please send us an email at
liferaft@liferaftgroup.org.
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DUENSING

From Page 7

regulators of quiescence, including
SKP2 and p27""*, We indeed found that
levels of SKP2 decreased in a time-
dependent manner after imatinib treat-
ment as would be expected for cells exit-
ing the cell division cycle. Conse-
quently, because low levels of SKP2 are
not sufficient to earmark p27""* for de-
struction, levels of p27*""* increased
over this period of time indicating that
the cells were entering quiescence as a
direct result of imatinib treatment (6).

We next asked which pathways down-
stream of KIT are important for entering
quiescence after imatinib treatment. It
has been shown previously that the so-
called PI3BK/AKT/mTOR pathway is
crucial for GIST cell survival and that a
parallel pathway, the MAPK pathway, is
less important in this context. Interest-
ingly, we now found that the same is
true for the induction of quiescence after
imatinib treatment (7).

The next question that we addressed
was whether undergoing apoptosis or
exiting the cell cycle after imatinib ther-
apy are events that are mutually exclu-
sive. In fact, our experiments showed
that nearly all cells that did not die in
response to imatinib treatment indeed
entered quiescence as indicated by posi-
tivity for p27<**. These results indicate
that imatinib treatment provokes an ei-
ther-or decision with respect to apop-
tosis or quiescence. However, it is not
clear at this point how this decision is
triggered within a cell. We then went
one step further and engineered GIST
cells to express high amounts of the
SKP2 protein. When these cells were
treated with imatinib, they were pro-
tected from cell cycle exit and kept pro-
liferating. This indicates that the SKP2/
p27"""* axis is actively involved in regu-
lating the entry into quiescence during
imatinib.

Finally, we wondered whether it would
be possible to make use of our findings
and translate them into a clinical appli-
cation. We decided to look at levels of
the SKP2 protein in a number of GIST
resection specimens and to correlate the

results with clinical parameters. We de-
signed a small tissue microarray contain-
ing samples from about thirty primary
GISTs. When we stained the array for
expression of the SKP2 protein, we
found that the level of SKP2 positively
correlated with the mitotic index, indi-
cating that
these two pa-
rameters are
related to each
other. More
importantly,
we found that
the level of
SKP2 expres-
sion also cor-
related with an
increased risk

Figure 2

soluble HZAX
chromadtin aggregation
transcriptional block

for recurrence I

making high apoptosis

SKP2 expres- [ X

sion a potential e,

prognostic

parameter. GOAL:CURE!
In closing, |

would like to

introduce you to our current model of
the molecular mechanism of imatinib in
GIST (Figure 2). Our findings provide
evidence that imatinib has several modes
of action in GIST. It is not only able to
induce apoptosis, but also to directly
induce tumor cell quiescence. Therefore,
imatinib itself seems to set the stage for
future resistance by leading to a pool of
cells that are not actively dividing, but
that are not dead and may already con-
tain resistance mutations. These cells
could ultimately give rise to an imatinib-
resistant clone. Our findings could also
be the explanation for the fact that even
patients that do respond to therapy still
have bulky disease, which bears the risk
of relapse when taken off imatinib. We
do not know which of these two path-
ways prevails in an individual setting.
This could be different from patient to
patient and from tumor to tumor and
could possibly depend on many factors,
such as the mutation type as well as oth-
ers that still need to be defined. Never-

»
'*.
Ll Tt L L

theless, our results indicate that in pursu-
ing our goal to find a cure for GIST we
may need to look for pathways that can
manipulate quiescent tumor cells to un-
dergo apoptosis.
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Rowan passes with family by his side

r. Kenneth Ray Rowan, of

Muse, Oklahoma. passed

away peacefully at his

residence September 30,
2009 while in the presence of family and
close friends. He is now in his new
home, serving the Lord as he did here on
earth, with love and joy.

Kenneth was born in Muse, Oklahoma
on September 23, 1941, the son of the
late Earl and Katheryn (Carmack)
Rowan.

He was a member of Muse Assembly
of God Church and Walnut Ridge Ma-
sonic Lodge #390 of Hot Springs, Ar-
kansas . He was also Past Master of
Sumpter Masonic Lodge in Hot Springs,
Arkansas.

He was the husband of Jane
(Bellinghausen) Rowan. They were mar-
ried December 12, 1996 in Reno, Ne-
vada.

Kenneth is survived by his wife,
Jane of the home, two daughters,
Billie Ray Combs and Danny

Robichaux of Midwest City,
Oklahoma, Tammie Mae

Bisineeru-McDaniel and husband Randy
of Moore, Oklahoma, a son, Thomas
Edward Rowan and wife Cheryl of
McCloud, Oklahoma, a step son, Sean
Travis Hillyer of Redding, CA.

He is also survived by 19 Grandchil-
dren & seven Great Grandchildren, nu-
merous nieces & nephews as well as
many wonderful heartfelt friends

Kenneth is preceded in death by his
parents, a son, Gary Rowan, a brother,

Richard Earl Rowan, and a sister, Bar-
bara Jean Barrett-Hart.

Mark your calendars!

GIST Support International is sponsor-
ing an event for GISTers at MD Ander-
son Cancer Center in Houston on Octo-
ber 10. Go to www.gistsupport.org/
gsi-community/gists.php for more.

e GISTers in the New England area will
be meeting on October 17 for a lunch-
eon at the home of Susan Farmer. Con-
tact Susan at sfarmer10@cox.net for
details.

o GCREF still has 2 more walks to go this
year: October 17 in Washington and
October 25 in San Jose. Please visit
www.gistinfo.org for information on how
to participate.

e St Louis GISTers will be meeting on
October 24. Please email
giststlouis@hotmail.com for more
information.

e The LRG will be holding its 4th
Annual NYC Poker Tournament on No-
vember 19, so email us at
liferaft@liferaftgroup.org if you want the
details.

Nurit Mantz, wonderful wife and mother, passes away at 46

urit Mantz, 46, of Reagan
Street, passed away on
Wednesday, Sept. 2, 2009, at
Geisinger Medical Center,
Danville.
She was born Oct. 28, 1962, in Israel, a
daughter of Uri and Jemina Finkelstein,
of Israel. On July 9, 1988, she married
Richard Mantz, who survives.
She was a 1981 graduate of North Hol-
Ilywood High School in Florida and at-
tended Broward Area Community Col-
lege, Florida.
Nurit was employed by
County Hearthside Inn,
Selinsgrove, and formerly
was employed at Weis Food
Service, Northumberland.
She enjoyed gardening, beach
vacations and trips to New

York City. She was dedicated to her
family, especially to her two sons and
their basketball and baseball interests.

She attended all their games and kept
large scrapbooks of their achievements.
In addition to her husband, she is sur-
vived by her sons, Andrew, 19, and Tay-
lor, 15; two sisters, Vered Reese and
Daganit Finkelstein; her father and
mother-in-law, Richard and Drena
Mantz, of Sunbury; sister-in-law,
Melissa Whitmer; and one niece,
Jennifer Whitmer.

- In lieu of flowers, dona-
tions may be made in
Nurit's memory to
the Shikellamy
basketball team's
fund for its trip to Ire-

eland, in care of Tim

Foor, 12 Calvin Drive, Selinsgrove, PA
17870.
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Contact the Life Raft Group

40 Galesi Drive
Wayne, NJ 07470
Phone: 973-837-9092

Fax: 973-837-9095
Internet: www.liferaftgroup.org
E-mail: liferaft@liferaftgroup.org

Larry Selkovits
Silvia Steinhilber

Life Raft regional chapters

Alabama Pat George patgeorge@bham.rr.com Minnesota Sharon Boudreau redsmb@comcast.net
Alaska Frank Domurat patient@oncologyalaska.com Missouri Katie Campbell campbellksoup@hotmail.com
Arizona Janeen Ryan tabascocook@yahoo.com Montana Donna Capps BBR950@aol.com
Colorado Jerry Call jcall@liferaftgroup.org Nebraska Sally Norton nordeane@cox.net
California Floyd Pothoven floyd@fastsemi.com Nevada Erik Krauch erik.krauch@cox.net

Martha Zielinski john.martha@sbcglobal.net New Jersey Anita Getler acgetler@gmail.com
Connecticut Helen Steinnagel ahjs@sbcglobal.net New York Pat Bonda Swenson pbondaswenson@yahoo.com
Florida Skip Ryan skipryan@tampabay.rr.com North Carolina Chuck Korte pckorte@att.net
Georgia Pat Lemeshka riyank@bellsouth.net Ohio Kaye Thompson tnt.1@sbcglobal.net
Hawaii Richard Palmer richardpalmer@hawaii.rr.com Oklahoma Jane Rowan jrowan30@aol.com
Idaho Janet Conley jkconley73@cableone.net Oregon Gail Mansfield timothy.mansfield1@verizon.net
lllinois Paula Vettel paulav2@sbcglobal.net Pennsylvania Kimberly Trout musikwithkim@yahoo.com
Indiana Robert Book RMBook2@aol.com Rhode Island Susan Farmer sfarmerl0@cox.net
lowa Barbara Kepple kepbjk@aol.com South Carolina Al Boyle captboo@windstream.net
Louisiana Jackie Welsh jackie.welsh@mms.gov Tennessee Alice Sulkowski sulkowskiab@msha.com
Maine Jodi Merry merryhillacres@hotmail.com Texas Kerry Hammett hammett@uthscsa.edu
Maryland Bonnie Emerson bteensey2@hotmail.com Virginia Sally Jackson spjackson@cox.net
Massachusetts Maura Cesarini mauracesarini@hotmail.com Washington Deanne Snodgrass g-d-snodgrass@comcast.net
Michigan Ellen Rosenthal ebrosenthal@comcast.net Wisconsin Rick Ware rkwelmwood@yahoo.com

Life Raft Country liaisoNsS: Learn more about the Global GIST Network: www.globalgist.org

Australia Katharine Kimball katharine_kimball@hotmail.com Malaysia Yong Choo Sian ycspj2005@yahoo.com
Belgium Kris Heyman kh@contactgroepgist.be Mexico Rodrigo Salas rsalas@maprex.com.mx
Bolivia Virginia Ossio vossiop@gmail.com Netherlands Contactgroep GIST bestuur@contactgroepgist.nl
Brazil Alexandre Sakano  alexandre@sakano.com.br Norway Odd Andreas Tofteng oddandreas@yahoo.com
Canada David Josephy djosephy@uoguelph.ca Pakistan Muhammad Shahid Rafique rsr_srs@yahoo.com
Chile Piga Fernandez piga.fernandez@gmail.com Poland Stan Kulisz listy@gist.pl
China Ruijia Mu mu_ruijia@yahoo.com Romania Simona Ene si_mi_ene@yahoo.com
Colombia Rafael Vega ravega63@yahoo.es Russia Tanya Soldak soldak@rpxi.org
Costa Rica Michael Josephy mjosephy@gmail.com Samoa John Galuvao leasii@gmail.com
Cyprus George Constantinou george@gnora.com Saudi Arabia Mohamed-Elbagir Ahmed mohamedelbagir@live.com
Dominican Republic  Alejandro Miranda  ma.689.1215@gmail.com Scotland Helena Koumbouzis hkoumbouzis@yahoo.com
France Estelle LeCointe info@ensemblecontrelegist.org Singapore Robert Richardson jambo@pacific.net.sg
Germany Markus Wartenberg wartenberg@lebenshauspost.org South Korea Changhoon Lee chlee@mobismiami.com
Greece George Constantinou george@gnora.com Spain Maria Teresa Jimenez Salado
Hungary Tunde Kazda cmlgist@cmigist.hu mariateresa.jimenezsalado@telefonica.es
Iran Negar Amirfarhad negaraf@sympatico.ca Sudan Mohamed-Elbagir Ahmed mohamedelbagir@live.com
Ireland Carol Jones roycal-re-gist@hotmail.com Switzerland Helga Schnorf ulrich.schnorf@bluewin.ch
Israel Avi Zigdon zigdona@gmail.com Thailand Kittikhun Pornpakakul kittikun_p@yahoo.com
Italy Anna Costato anna.costato@virgilio.it Turkey Haver Tanbay tanbay@tanbay.net
Japan Sumito Nishidate eujc@mbj.nifty.com U.K. Judith Robinson Judith@ndrobinson.plus.com
Jordan Mohammed Milhem mohammed-milhem@uiowa.edu Uruguay Fabrizio Martilotta  fabrizio.martilotta@gmail.com
Kenya Francis Kariuki bridgestone@coopkenya.com Venezuela Maria Isabel Gé6mez asaphe_venezuela@yahoo.com
Lithuania Virginija Zukauskiene virginija.starkute@gmail.com



