Dancing with Ned

By Patrick Maguire
LRG Member

| was persuaded into taking West Coast
Swing dance lessons a few years ago. De-
spite my two left feet, | eventually
‘““graduated”” beyond the beginner level,
but I admit I enjoyed the experience no
matter how goofy | probably looked
attempting it. However, I’ve been fortu-
nate to be taking another type of dance
lessons for almost seven years now. To tell
you this story properly | have to start at
the beginning -so | thank you in advance
for your patience.

n 1997 | began to experience ex-
treme fatigue, headaches and ane-
mia. These symptoms had come so
gradually, and coupled with my

strong ability to deny things | don’t want

to deal with, by the time I couldn't ig-
nore or dismiss them any further | was
quite ill. In my defense
my denial was well-
founded; | was only 34
years old, | never got
sick— I didn’t even have
a doctor. | ate correctly,
exercised four to five times
a week, and on weekends
climbed “14ers” (Colorado
has 55 peaks above 14,000
feet) or did other physical
activities to make the most out of
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Bench to bedside and back again

By Drs. Margaret von Mehren
& Andrew K. Godwin
Fox Chase Cancer Center

IST is a great example of
how science can impact out-
comes in cancer patients. As
a malignancy, GIST has
fewer changes in its genes than many
other cancers. Thus, the discovery by
Hirota and colleagues in 1998 that GIST
contained mutations in the KIT gene was
a breakthrough for the treatment of
GIST. Tyrosine kinase inhibitors such as
imatinib and sunitinib that target KIT, as
well as PDGFRA, have significantly
Amproved the outcomes for patients
#with GIST. Clinicians at the bedside

“of their patients have seen the impact of

these drugs and have also had to face the

See MAGU|RE,_,pe 7 challenges of what to do when therapy

doesn’t work. How
might we do better?
One approach is fig-
uring out before ther-
apy what the optimal
treatment for an indi-
vidual patient should
be. This is a form of
care that uses informa-
tion about a person’s
genes, proteins, and environment to pre-
vent, diagnose, and treat disease, i.e.,
personalized medicine. Much work has
been done looking at the different sites
of changes in the KIT and PDGFRA
genes and correlating the benefit of
imatinib and sunitinib with different
mutations. Studies have also demon-
strated that the imatinib dose can affect
benefit in some cases, particularly the

B sce BENCH, Page 11
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2009 Executive Director’s report

By Norman J. Scherzer
LRG Executive Director

here are a number of reasons

to put the year 2009 behind us.

The global financial crisis put

retirement plans on hold, and
lost jobs and homes added to the stress
of families struggling to survive cancers
like GIST. Fundraising for critical re-
search was set back, and the hopes of
patients for easier access to quality
medical care were far from realized.

Americans contin-
ued to argue over
the universality of
health care, British
GIST patients con-
tinued to fight for
access to second-
line treatments,
Canadian GIST
patients waged
their battle for ad-
juvant treatment, and too many GIST
patients in too many countries struggled
for access to any treatment at all. GIST

SCHERZER

patients continued to die either because
they could not access treatment or be-
cause known treatments had failed them.

Despite these setbacks, the Life Raft
Group continued its work on many
fronts. We maintained our funding to the
ten investigators on our world-class re-
search team which continued to make
progress in a number of areas including
preclinical validation of KIT switch
pocket inhibitors and improved under-
standing of cell mechanisms that nor-
mally destroy activated KIT and

See REPORT, Page 12
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More Life Fest 2010 updates!

By Erin Kristoff
Newsletter Editor

lans are moving right along for
Life Fest 2010, and our gala
event: GIST 2010: A Decade of
Difference.

Registration is now open for the June
25-27 event and we have updated our
Life Fest page so that you have a “one-
stop shop” for all of your Life Fest news
at www.liferaft group.org/members_
lifefest.html.

Here, you can register for Life Fest,
view pictures, video and presentations
from past Life Fests, download a nomi-
nation form for GIST Clinician of the
Year and download materials for our
new project: Tree of Life.

Register for Life Fest

Registration is now open and can be
done at: www.liferafgroup.org/members
_lifefestregistration.php

You can also book a hotel room under
the special Life Raft Group rate of
$129+ tax at the Hyatt Regency in Jer-
sey City, where Life Fest will be held.
Because this location is in such close
proximity to New York City, we expect
the hotel might sell out quickly. Please
reserve your room as early as possible.

If reserving a room by phone:

Call 1-800-233-1234 and ask for a
room for the Life Raft Group event at

the Hyatt Regency in Jersey City. Tell

the person assisting you that the
code is G-LRAG.

If reserving a room
online:

Go to http://www.
jerseycity.hyatt.com g

You can book it on 2
the main page, as ,
well as the “Rooms
& Rates” page.
Enter the code G-
LRAG in the box
labeled “Group/
Corporate#

Clinician of the Year

On Saturday, June 26, 2010, the LRG
will be giving out the GIST Clinician of
the Year award... and you are going to
help us choose the winner!

If you think that your doctor or nurse
is the best of the bunch then we want to
hear about it.

» Go to the Life Fest page and download
and print a nomination form

* Tell us why your doctor should be the
GIST Clinician of the Year and send it
back by February 15

» The winning entry will be decided by
a panel of GISTers and the winner will
get a free trip to Life Fest where s/he can
personally present the award in front of
all the Life Fest attendees

“Tree of Life”

Your “Tree” will represent all the good
things that have come into your life
since your GIST diagnosis.

You hear many stories in the LRG
about survivors getting to see a grand-
child that they never thought they
would, finally going on that European
vacation with their spouse, or even sim-
ply getting to retirement. This is a
chance to tell the world just what this
time has meant to you.

If you are a loved one of someone who
has passed on, don't feel as though you
can't participate. Feel free to fill

out a Tree on their behalf.
o Go to the Life Fest

Si,  page to find out

"% how to participate
g inour “Tree of
. Life” project, as
¥~ well as view a
_ i Sample com-
M pleted “Tree”

& (pictured, left)

£ % and options to

: ®* personalize
your “Tree”.

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

155 US Highway 46, Suite 202

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.

PLEASE MAKE A NOTE
OF OUR NEW ADDORESS:

155 US HIGHWAY 46
SUITE 202
WAYNE., NJ 07470
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GIST Research: LRG Articles on the Science of GIST

It’s time to consider mutational status for
resistant GIST patients: KIxons 9&11

By Jerry Call
LRG Science Coordinator

This is the last article in a series discuss-
ing mutational status and resistant GIST.
In this issue, we will discuss KIT exon 11
and exon 9 GIST. For an introduction and
overview of this topic, see the first article
which appeared in the September 2009
Clinical Trials Bulletin (You can find it at
www.liferaftgroup. org/docs/Clinical
Trials/September2009.pdf)

n the not too distant future, we
may have newer KIT inhibitors
that overcome most types of GIST
resistance. But for the present, it is
becoming increasingly clear that GIST
can be divided into four main types
based on mutational status; KIT exon
11, KIT exon 9, PDGFRA D842V and
wild-type GIST. In addition, there is
another group comprising the “rare”

mutations (KIT exons 13
& 17, etc.). The different
types have different initial
responses to Gleevec and
resistance occurs via dif-
ferent mechanisms. GIST
patients and doctors can
use this knowledge to
their advantage in choos-
ing a clinical trial or, in some cases, to
consider off-label treatment options.
KIT exon 11 and exon 9 mutations
represent the two most common types of
mutations (wild-type GIST is technically
not a type of mutation but a lack of mu-
tations) found in GIST patients. About
60 to 65 percent of GIST patients have a
KIT exon 11 mutation and about 10 to15
percent have a KIT exon 9 mutation.
Gleevec/Sutent resistance in KIT exon
11 and exon 9 patients is different than
resistance in wild-type or D842V muta-
tions. The primary difference between

exon 11/9 types and other types is that
exon 11 resistance is driven primarily by
secondary mutations. Exon 9 type tu-
mors may not develop secondary muta-
tions as often as exon 11 tumors, but in

i| some cases multiple secondary muta-

tions have been noted in exon 9 patients,
especially upon resistance to Sutent.

Note: In this article, resistance refers
primarily to resistance after both
Gleevec and Sutent. It is already fairly
well established that exon 9 tumors re-
spond poorly to standard doses of
Gleevec, respond fairly well to high-
dose (800 mg) Gleevec and respond well
to Sutent.

Secondary mutations create a problem
in GIST because they prevent Gleevec
from binding to KIT and thus they cause
resistance to Gleevec. Sutent effectively
inhibits secondary exon 13 and exon 14
mutations, but it is not effective when

See KIT, Page 6

February 2010 clinical trials update

By Jim Hughes
Clinical Trials Coordinator

Updated five year adjuvant Gleevec
trial: Phase Il now open at 21 sites in
the United States. NCT00867113
Updated MP470 trial in solid malig-
nancies: Phase | Updated to Ongoing as
of 11/3/2009. NCT00894894

Added GDC-0980 trial in solid tu-
mors: This Phase I trial of a combined
PI3K & mTOR inhibitor is open at
Dana-Farber Cancer Center (DFCI),
Boston, Mass., Vanderbilt University,
Nashville, Tenn. and in Sutton, Surrey,
United Kingdom. NCT00854152
Added GDC-0980 trial: This Phase |

trial of a combined PI3K & mTOR in-
hibitor is recruiting at DFCI, Ville Juif,
France and Manchester, United King-
dom. NCT00854126

Added PLX108-01 trial: Phase |
study is recruiting in Scottsdale, Ariz.
and Spokane, Wash. The drug is also
called PLX3397. It is a combined fms
KIT and FIt3 inhibitor NCT01004861
Added Gleevec trial: This Phase 111
study of dose escalation versus no dose
escalation in metastatic GIST patients is
sponsored by the Sarcoma Alliance for
Research through Collaboration
NCT01004861. It is now recruiting at
Sarcoma Oncology Center in Santa
Monica, Calif. NCT01031628.

Added STA-9090 trial: This Phase Il
trial of a second generation small mole-
cule HSP-90 inhibitor is now recruiting
at Dana Farber Boston, MA
NCT01039519
Added Sutent trial: This phase Il trial
evaluating patients with bulky GIST is
now recruiting at University of Ala-
bama. This trial administers neo-
adjuvant Sutent prior to prospective sur-
gery at 14-16 weeks after trial entry.
NCT01054911

Solely International

Updated Sutent trial: This phase 4
trial in China has changed to ongoing
and is no longer recruiting patients.
NCT00793871
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Tasigna shows greater efficacy over
Gleevec for CML: Will GIST be next?

By Belinda Ehrlich
LRG Staff Writer

or the past eight years, Gleevec
has been the first-line treatment
for adult patients with c-Kit
(CD117)-positive, unresectable
and/or metastatic malignant GISTs.

But for some patients, Gleevec is not
the answer to their prayers. A small per-
centage, five to 15 percent, do not bene-
fit from Gleevec from the outset. Others
develop a resistance to the drug or can-
not tolerate the side effects.

Could there be another drug with
greater efficacy against GIST that is bet-
ter tolerated?

In December, Novartis announced that
in a large phase I11 clinical trial, Tasigna
(nilotinib) showed greater efficacy over
Gleevec in treating adult patients with
newly diagnosed Philadelphia chromo-
some-positive chronic myeloid leukemia
(PH + CML).

Tasigna surpassed Gleevec in every
measure of treatment efficacy designated
in the trial including prevention of dis-
ease progression at 12 months.

But what does this mean for

from the beginning. | would not ethi-
cally put patients with advanced GIST
on a study where they get placebo.”

Dr. Trent said the side effects of Ta-
signa versus Gleevec are also important
and being examined.

“If Tasigna is better then it will mean
that patients were found to have a longer
time until the drug quit working (longer
progression-free survival) or more pa-
tients benefited for the same amount of
time (percent of patients progression-
free at one year),” he said.

“The side effects of Tasigna are also
being looked at closely and will be com-
pared directly head-to-head with
Gleevec. If the side effects of Tasigna
are acceptable, and it helps more pa-
tients for a longer period of time, then it
may be approved as a new front-line
therapy for advanced .

with Gleevec-resistant GIST, Tasigna
was found to have promising clinical
activity. Tasigna is also able to achieve a
higher cellular concentration than
Gleevec in tumors. It is also much more
potent against wild-type KIT (tumors
with non KIT or PDGFRA mutation),
and therefore may work better against
wild-type GIST.

Sutent is often prescribed for patients
with GIST that have stopped responding
to Gleevec or who were unable to toler-
ate Gleevec.

“Resistance to Gleevec and Sutent is
proving difficult to overcome,” said
Jerry Call, Life Raft Group Science Co-
ordinator. “Preventing resistance with
better first-line therapies may prove to
be superior to trying to overcome resis-
tance, at least for the near future. The

_opportunity to participate in trials for

GIST.” /._promising first-line therapies of-
Recruiting is ’ A / ., fers patients another treatment

underway fora / & Y §., / path.”

phase I1I clini- / o / /& / Currently, Gleevec is the first-

: <
cal trial com- \//
paring Tasigna to
Gleevec as first-line

Gleevec

GIST patients?
Dr. Jonathon Trent of MD

First-Line Treatment ‘ <

Anderson Cancer Center in
Houston said he believes Ta-

Tasigna?
~ \/ \h‘\"*‘

line treatment for CML, but No-

vartis is planning to file regulatory
submissions in the United States and
Europe for approval of Tasigna as

Tasigna | first-line treatment. Tasigna re-

eevec -ceived FDA approval in
\/ 2007 for CML patients who

fail other treatments such as

including major molecular

signa is equivalent to Gleevec Gleevec.

in treating GIST. He plansto | second-LineTreatment | ~“tent Tasigna In the CML study of 846

open a front-line preadjuvant \\ ‘ patients, Tasigna §howgd

and adjuvant trial in early ) statistically significant im-

2010. provement over Gleevec in
In the StUdyi titled Third-Line Treatment ‘ Tasigna? ‘ Every measure of efflcacy’

“Preoperative plus Postopera-
tive Tasigna for patients with
resectable or potentially resectable
GIST,” patients will receive Tasigna
before and after surgery.

“The only way to know whether one
is better than the other is to do this trial,”
Dr. Trent said. “The alternative trial
would be Tasigna versus Placebo, and |
strongly discouraged that trial design

therapy for the treatment of adult pa-
tients with unresectable or metastatic
GIST. Visit http://www.liferaftgroup.
org/treat_trials.html to learn more about
this and other GIST-related clinical tri-
als.

In a phase | study of Tasigna alone and
in combination with Gleevec in patients

response (MMR), complete
cytogenetic response (CCyR) and pre-
vention of progression to accelerated or
blastic phase.

Tasigna was also well tolerated, so
fewer patients discontinued use. The
most frequent side effects were rash,
itchiness, nausea, fatigue, headache,
constipation and diarrhea, but most were
mild to moderate in severity.
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Magic Cancer Bullet: Behind the scenes

With our GIST 2010: A Decade of Dif-
ference gala event approaching. We de-
cided to look back ten years and as the
question, “What’s the fuss about?”

The following excerpt was reprinted
from Magic Cancer Bullet: How a Tiny
Orange Pill Is Rewriting Medical His-
tory by Daniel Vasella, M.D., Chairman
of Novartis Pharmaceuticals.

Why was there such a
fuss about Gleevec?

fter all, other breakthrough

drugs have surfaced over the

years, but none received the

massive media attention this
drug did; an American cabinet member
had never called a news conference to
announce FDA approval for any other
drug. Research scientists and physicians
alike have never rallied behind a drug
with such public enthusiasm as did those
who were Gleevec’s official cheerlead-
ers from the day of its FDA approval.
Company employees rarely give up their
weekends and vacations to help expedite
a product’s journey to market, as was the
case with Novartis personnel.

Why did the media demonstrate almost
universal praise and awe for this drug at
the time of its “victory in May”? Usually
quick to join critics, normally proud of
its fiery independence, the media this
time joined Gleevec’s other cheerlead-
ers, and happily proclaimed this tiny
orange capsule a “magic bullet” of sorts.

No editor of a major news organization
thought it too early to do in-depth stories
on the drug. In those first days after
FDA approval, no editor thought it
worthwhile to criticize Department of
Health and Human Services Secretary
Tommy Thompson or Acting FDA
Commissioner Bernard Schwetz for pa-
rading Gleevec in public as a drug that
could well be the breakthrough drug we
have all been waiting for in cancer ther-

apy.

Why all the fuss?

Plain and simple: the early results
were nothing short of spectacular and
the mechanism of action opens new
horizons of cancer-targeted treatment.

Still, none of us at Novartis could
have predicted such an outpouring of
goodwill and enthusiasm for Gleevec
as occurred in those early days after
FDA approval in May 2001. Of course,
from the very first hours that we saw the
stunning results of the Phase | patient

trials in April
1999, we began to
believe that
STI571 might
have some very
interesting posi-
tive effects on
cancer patients.

And now that
we have all wit-
nessed the out-
pouring of excite-
ment for the drug,
expectations for
its future have
grown dramati-
cally. And that is
not surprising
either. Gleevec
did not come to
life in the dark
shadows; it was
swept to promi-
nence by a giant
wave of media
exposure that in-
creasingly ex-
posed all of us to
guestions about
its possibilities.

We were asked
to read the future.
We were asked to
say precisely how
this drug would
work on other
cancers.

M AZI1C  Andof course we
could not. We could
only talk about the
first four years of
Gleevec and even
then we felt an obli-
gation to be exceed-
ingly cautious. We
were barraged with
the same question:
Which of the other
cancers will Gleevec help? We had to
say that we did not know, that we were
intensely studying the question.

Cancer
Bullet
T

How a Tiny Orange Pill Is
Rewriting Medical History

DANIEL VASELLA, M.D.

with ROBERT SLATER

HAPPY CANCER-VERSARY
_TO JOSALIN DUNN!

Just passed
your own GIST
milestone?
Email us at
liferaft@liferaft
group.org and
you might see
your name in

Congratulations to 12 year old Josalin Dunn, who stole
hearts at our 2006 Life Fest in Dallas (pictured above right).
She just celebrated her five year GIST cancer-versary! She
has come along way from where she was at seven years
old— misdiagnosed with Ewing’s Sarcoma and on her
seventh round of chemotherapy.
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GIST Research: LRG Articles on the Science of GIST
Synta opens phase Il trial STA-9090 in GIST

By Jim Hughes
LRG Clinical Trials Coordinator

n December 23, 2009, Synta

Pharmaceuticals announced

a phase 1l clinical study of

STA-9090 in patients with
advanced gastrointestinal stromal tumor
(GIST), the sixth clinical trial of STA-
9090 in cancer.

STA-9090 is a synthetic, small mole-
cule HSP9O0 inhibitor. It has a unique
chemical structure different from earlier
HSP-90 inhibitors that, like IP1-504, are
first generation drugs based on a family
of antibiotics called ansamycins. As a
result, STA-9090 is likely to have a dif-
ferent toxicity profile.

HSP-90 inhibitors in GIST represent a
new approach to managing resistance to

KIT

From Page 3

the secondary mutation occurs in exon
17 or 18 (the activation loop). Com-
pounding the problem, resistant patients
frequently develop more than one secon-
dary mutation. In one study of patients
undergoing debulking surgery by Leigl
and colleagues, 83 percent of patients
with KIT mutations had secondary KIT
mutations and in 2/3 of the patients there
were two to five different secondary
mutations.

While secondary mutations are a major
problem with exon 11 and exon 9 pa-
tients, wild-type patients do not develop
secondary mutations. At the present
time, secondary mutations are probably
not much of a problem with D842V pa-
tients either, because secondary muta-
tions form, or become dominant, over
time and patients with D842V mutations
are resistant to drug treatment right from
the start (primary resistance). Patients

traditional therapy. A quote from George
Demetri, of Dana-Farber Cancer Center
(DFCI) provides the rationale, “Once
those two standard drugs (Gleevec and
Sutent) fail, patients have a poor progno-
sis and very limited treatment options.
HSP90 inhi-

STA-9090 has the potential to unlock
the true potential of HSP90 as a thera-
peutic target in GIST.”

In Synta’s lab, STA-9090 has been
shown superior to both Gleevec and first
generation HSP-90 inhibitors in cell

bition is a
promising
therapeutic
approach for

“The most common side effects of STA-9090 observed to date
have been fatigue and gastrointestinal toxicities, which were
manageable and reversible.” Synta Press Release

these patients

because the mutated kinase proteins that
are the cause of resistance to both
Gleevec and Sutent depend upon being
chaperoned and protected by the func-
tion of HSP90. STA-9090 can potently
inhibit the HSP90 function and disrupt
the mutant signaling in multidrug-
resistant GIST. Based on the preclinical
and early clinical results seen to date,

with the D842V mutation probably don’t
have enough time on effective drug ther-
apy for secondary mutations to become
dominant. This may change in the future
if patients have long-term responses to
effective D842V inhibitors.

So, in contrast to wild-type GIST and
D842V mutations, the first thing that a
drug will need to do to be effective
against secondary resistance in exon1l
and exon 9 patients will be to target sec-
ondary mutations. There are several pos-
sible ways to do this and two of these
are a little more developed. The two
most developed approaches are:

e Inhibit KIT with a KIT tyrosine kinase

inhibitor with very broad activity against

exon 11/9 mutants with secondary muta-

tions.

1. Sorafenib (Nexavar) is an example
of an approved KIT inhibitor
(approved for kidney and liver can-

lines expressing typical Gleevec sensi-
tive mutations. In addition, in the slide
from Dr. Jonathan Fletcher of Brigham
and Women’s Hospital (page 9), STA-
9090 is shown to be roughly 10 times
stronger than first generation HSP-90
inhibitor 17AAG in a GIST cell line

B See SYNTA, Page 9

cer) with better, but still not good
enough, activity against secondary
mutations.

2. The switch pocket kinase inhibitors
being developed by Deciphera Phar-
maceuticals are an example of very
potent KIT inhibitors that also have
wide-spectrum activity against sec-
ondary mutations.

e Destroy the KIT protein instead of

merely blocking the signal. Hsp90 in-

hibitors use this method. Since the KIT
protein is dependent on Hsp90, inhibit-
ing Hsp90 results in destruction of the

KIT protein, regardless of secondary

mutations in KIT. HDAC inhibitors also

use this method, but also have other ef-
fects.

1. STA-9090 is a very potent second
generation Hsp90 inhibitor. A phase
Il trial for GIST is due to open very
soon.

A third approach that is slightly less
developed is to target critical pathways
downstream of KIT. The leading candi-

See KIT, Page 14
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Chicago-area GISTers meet!

Last week, The Life Raft Group’s
very first local chapter met again to
discuss coping and GIST educa-

| tion. Those in attendance were:
(Front row left to right) Bill
Buchanan, Fred Chamanara, Vince
Coccia, Lucy Madsen, Robert
Madsen. (Back left to right) Jacqui
Cuellar, Salvador Lazaro, Leigh
Borland, Beth Sanchez, Margi
Hughes, Nestor Sanchez, Jennifer
Johnson, Pat Johnson, Dick Kinzig
Taking the picture: Jim Hughes

MAGUIRE

From Page 1

living in Colorado.

After months of waiting rooms, medi-
cal tests, consultations, a couple of bad
doctors and a few hospital stays, | was
diagnosed with a golf ball-sized tumor in
my small intestine. The surgeon in-
formed me that whatever it was (and it
wasn't my mother's lost steak knife), it
had to come out; so surgery was swift.

Like so many GIST patients during
that time, the pathology of the tu-
mor labeled it a leiomyosarcoma. It was
“almost” benign, hadn’t spread any-
where yet, and although they weren’t
sure what caused it, the oncologists told
me the likelihood of a recurrence was
slim to none.

A person having just been diagnosed
with cancer pretty much couldn’t have
gotten better news.

Healing was painful but in just a cou-
ple weeks | was on my feet again, and in
time back in the gym and the outdoors.
A follow-up CT scan in 1999 verified |
was healthy.

In May of 2001, I returned to Denver
from The White Rim in Canyonlands
National Park— my favorite place. |
attributed my complete exhaustion to the
long drive and three days of biking in
the Utah desert.

Two weeks later | was still exhausted.
I would sleep all night, wake up, eat
breakfast and sleep into the afternoon.

Eventually, | realized this was more a
physical issue than an attitude problem!
A CT scan revealed a football-sized

tumor in my abdominal area (well no
wonder that White Rim ride was so
hard!) coupled with two metastatic tu-
mors on my liver. By the grave look on
the oncologists’ faces | could tell things
were bad, and that “thing” was me.

The doctors said due to the size and
location chemotherapy would not work
(we still didn't know it was GIST), and
also due to the large size, it was basi-
cally inoperable— and they didn’t know
of a way to shrink it. They added that
performing surgery now would be so
damaging to me (as they would have to
remove so much of “me” to obtain clear
margins around the cancer) that even if |
did survive the surgery | would “not
have much of a quality of life.”

They hadn’t said the dreaded, “You
need to get your affairs in order,” but
stated | only had a couple of months left
to do something about “it” or “it” would
be “too progressed.”

So this time, having just been diag-

On a group ride in Boulder, Colo.

Patrick climbing Mount Massive, the
second —highest peak in Colorado.

nosed again, | pretty much couldn’t have
gotten any worse news. As you can
imagine, hearing all of this was devastat-
ing. This was the worst situation to be
in; each day the cancer was progressing
inside me while | was getting weaker.
And | had no clear plan of how to begin
to fight it, let alone conquer it, and nei-
ther did the experts.

This was my darkest hour... but I also
thought it could be my finest hour. So |
would cry alone in my bedroom at night,
but afterwards collect myself, and vow
to be brave, persevere, and accept what-
ever the future would bring and face it
with as much dignity and courage |
could muster.

Anyone that is really ill needs some-

‘ one to advocate for them and fortunately

for me, one of my sisters, a former Na-
tional Institutes of Health nurse man-

See MAGUIRE, Page 15
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Insomnia is common, likely under-diagnosed
among people with cancer undergoing chemo

The following article was reprinted
from ASCO Cancer Advances with per-
mission.

esearchers have found that 43

percent of patients undergo-

ing chemotherapy for cancer

in a clinical trial met the
clinical criteria for insomnia syndrome
and an additional 37 percent had insom-
nia symptoms, suggesting that the ma-
jority of patients (80 percent) experience
sleep difficulties. This rate is approxi-
mately two to three times higher than
that seen in the general population. In-
somnia syndrome is defined as difficulty
sleeping three or more times per week
for at least a month, and can cause sig-
nificant distress or impairment in day-
time functioning. The study was pub-
lished in the Journalof Clinical Oncol-
ogy.

Prior studies have identified increases
in sleep disturbances among people with
cancer, but this is the first investigation
to show an elevated risk of insomnia

syndrome in people undergoing active
cancer treatment with chemotherapy.

In this study, researchers performed a
subset analysis on data from a prospec-
tive trial of 823 patients undergoing che-
motherapy for a range of cancer types
enrolled between 1997 and 1999. Re-
searchers found that 43 percent of pa-
tients experienced insomnia syndrome
and an additional 36.6 percent reported
insomnia symptoms during cycle 1 of
chemotherapy; during cycle 2, 35.2 per-
cent experienced insomnia syndrome
and an additional 33.1 percent reported
insomnia symptoms. By comparison, the
prevalence of insomnia syndrome in the
general population ranges from 16 to 21
percent.

The prevalence of insomnia syndrome
was highest among patients with lung
cancer (50.8 percent) and among pa-
tients under age 58 (the median age of
patients in the study). Patients with in-
somnia syndrome reported more depres-
sion (32.3 percent) and fatigue (45.5
percent) than those who reported sleep-

ing well (10.4 percent and 30.8 percent,
respectively).

The authors speculated that the side
effects of cancer treatments as well as
the stress and anxiety of a cancer diag-
nosis may contribute to insomnia, but
this study did not examine the causes of
patients’ insomnia. They also added that
some chemotherapy drugs used today
are different than those received by pa-
tients in this study and may therefore
influence sleep patterns differently
among patients today.

What This Means for Patients

This study shows that insomnia is very
common among patients undergoing
cancer treatment and is likely under-
diagnosed. Patients who have difficulties
sleeping should talk to their doctors,
who can provide helpful tools and treat-
ments, such as insomnia medication or
referrals to a sleep clinic. Cognitive be-
havioral therapy for insomnia, exercise,
and yoga are all beneficial, when they
are feasible.

Southern California GISTers meet!

The Manse on Marsh Street was the location of the first GIST
B0 gathering on January 10, 2010 in San Luis Obispo, California.

Chris Skiff owner/developer of The Manse on Marsh Street, an up
scale senior living center, co-sponsored the event with Mike
Glenn. Chris is new to GIST and Mike has been challenging GIST
for over five years. They made a great team. There were ten GIST
patients, looking mighty fine we might add, and an additional 10
spouses and family members attending the gathering. The main

‘| purpose was to provide a forum for new GIST people to meet the
warriors, talk and share their stories and consider some new
ideas on handling GIST treatment. Rick Sword reminded us to
pay attention to the amount of radiation GIST patients receive af-
ter years of treatment. This gathering was so successful and in-
spiring; a yearly meeting is already in the works.

San Luis Obispo is a great place to meet as it is centrally located
to many of our west coast GIST patients. Our first gathering was
all about meeting one another. In the future, there may be speak-
ers on a variety of topics of interest. We found that our fight with
cancer did not keep us from laughing and talking about common
issues and putting faces to names we’d only met online so far.
That was fun. Everyone complimented Chris and Mike's effort to
reach out and connect one on one with their fellow GIST partners.
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NIH Pediatric & Wildtype clinic continues with success

he fourth bi-annual Pe-
diatric & Wildtype
GIST Clinic at the Na-

tional Institutes of Health on
January 20 was, once again, a
great success.

To view a video or listen to a
podcast of Dr. Su Young Kim’s
presentation on “Utilizing Re-
sults from the NIH GIST Clin-
ics to Plan for the Future”, go
to http://videocast.nih.gov/
Summary.asp?File=15559.

The next clinic will be held
June 17-18, 2010.

SYNTA

From Page 6

containing a Gleevec resistant exon
11/17 mutation.

Dr. Fletcher is quoted in the press re-
lease about these results and the ration-
ale for moving from the lab to the clinic
for resistant GIST.

"We have shown that as many as eight
different secondary KIT Gleevec-
resistance mutations can occur in differ-
ent metastases from a single GIST pa-
tient whose disease has progressed after
treatment with Gleevec, which poses a
significant challenge for treating drug-
resistant GIST," said Dr. Fletcher.

"Importantly, all of these different resis-
tance mutations were still sensitive to
STA-9090. In these studies, STA-9090
was also 5-15 fold more potent than 17-
AAG, a first-generation, ansamycin-
family HSP90 inhibitor. Additionally,
STA-9090 was active against GIST cells
that were resistant to 17-AAG."

To participate, patients must have
failed both Gleevec and Sutent. Prior
HSP-90 inhibitor treatment is allowed.

Synta planned sites include Dana-
Farber Cancer Institute, Fox Chase Can-
cer Center, Oregon Health & Science
University and UCLA. ClinicalTri-
als.gov currently lists a trial contact at
Synta: Robert Bradley, 781-541-7984,
rbradley@syntapharma.com.

Figure 1: GIST 48 (immortal cell line)
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Slide provided by Dr. Jonathan Fletcher and used with permission.

r) Dr. Michael P. LaQuaglia, Dr. Alberto

Pappo, Tricia Mcaleer, Dr. Maya Lodish, Phyllis Gay, Dr. Katherine Janeway, Dr. Jennifer
Wright, Dr. Jonathan Trent, Dr. Margaret Von Mehren, Dr. Suzanne George, Dr. Su Young
Kim, Dr. Constantine Stratakis, Evan Ball

STA-9090 is an intravenous (1V) drug
administered once weekly. Patients will
therefore be required to be at the trial
site weekly. According to Synta,
“Subjects may request reimbursement
for appropriate study related travel ex-
penses incurred during participation.
The details of this should be discussed
with the Investigator and/or Study Coor-
dinator at the participating institution.”

Patients will continue on the study un-
til disease progression is measured on
CT scans using the RECIST criteria.

Synta reported three GIST patients to
date have taken STA-9090 in the phase |
trials: This quote from Dr.Vojo
Vukovic, Senior Vice President and
Chief Medical Officer of Synta Pharma-
ceuticals refers to one of those three, "A
particularly encouraging observation
was that a GIST patient on our once-
weekly dosing Phase | solid tumor
study, who experienced disease progres-
sion while on multiple prior therapies,
including Gleevec and Sutent, experi-
enced substantial tumor shrinkage and
stabilization of disease following treat-
ment with STA-9090.”

Synta expects to report data from the
ongoing STA 9090 phase | and Il trials
in the first half of 2010.

While these are encouraging early in-
dications for STA-9090 the purpose of a
phase Il trial is to determine the effec-
tiveness of a new treatment in a larger
sample of patients.
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Patients with rare cancer get second chance to fight back

The following news release was re-
printed from various new sources.

January 27, 2010— When Morty Wag-
man underwent surgery to remove a gas-
trointestinal stromal tumour (GIST) in
2008 with his wife Judi by his side, he
was faced with a concerning 55 per cent
chance that his cancer would return.
Then, his oncologist told him about
Gleevec (imatinib), a treatment that
could greatly reduce the risk of his can-
cer returning, and Wagman felt empow-
ered and hopeful. Today, he and his wife
applaud Health Canada for approving
Gleevec for patients with this potentially
life-threatening condition, at an earlier
stage in the disease.

“At first we thought my only option
after surgery was do nothing but live in
fear of my cancer's return, and we knew
that if it came back, it could be a lot
worse,” says Wagman, 71, of Toronto.
“l was so relieved to learn about
Gleevec following my surgery. For me,
it represents new hope; a second chance
to keep this disease in check and to go
on living my life, spending valuable
time with my family.”

GIST, a rare cancer of the gastrointes-

tinal tract, is difficult to diagnose, caus-
ing few symptoms in the early stages of
the disease. While surgery is the main-
stay of treatment for primary GIST, tu-
mours will often recur, months to years
after surgery.(i) Recurrent tumours are
often more aggressive than primary tu-
mours, and are more likely to be fa-
tal.(ii) In addition to treating inoperable,
recurrent or metastatic GIST, Gleevec is
now approved by Health Canada as the
only post-surgical treatment for patients
with primary GIST.

“As experts in this area, we are confi-
dent of the preventative benefits of
Gleevec for primary GIST, and are now
able to treat patients in an appropriate
way, at the appropriate time,” says Dr.
Shailendra Verma, Medical Oncologist,
The Ottawa Hospital Cancer Centre.
“Research has shown that 98 per cent of
patients receiving Gleevec had not ex-
perienced a recurrence of the disease one
year after surgery. This freedom from
relapse has significant meaning to pa-
tients and the physicians who care for
them.”

While the true incidence of GIST is
difficult to determine, a Swedish study
has estimated an incidence of primary

GIST of 14.5 and a prevalence of 129
individuals per million population. This
represents approximately 500 newly-
diagnosed Canadians per year.(iii)

“Data recently published in The Lancet
show that Gleevec reduces the risk of
recurrence of GIST by 89 per cent after
surgery. Its approval means that many
patients can alter the course of this life-
threatening disease at an earlier stage,
when it can make a huge difference in
their lives,” says David Josephy, presi-
dent of GIST Sarcoma Life Raft Group
Canada. “Given the strength of the data
for post-surgical Gleevec, we urge pro-
vincial governments to act quickly and
provide reimbursement to patients who
need access to this important treatment
option.”

Global GIST Network

adds newogp/‘lw
GIST Global

. GIST-Network
rep resentatives

Nicaragua

Maria Teresa Ponce
Maria.teresa.ponce@aeienergy.com

HAPPY CANCER-VERSARY TO CAROLINA PONCE-WILLIAMS!

Not only did Carolina just celebrate a cancer-versary, she has been blessed with
the one thing she has always wanted— a child.

“I am so thankful to be able to celebrate my four year NED anniversary this year,
especially because | am still a wife, a teacher, a daughter, a friend and now | am
also a MOM!!”

“Choosing not to have my
own children, so | can stay
on Gleevec was not easy.
The last couple of years
were a roller-coaster ride for
us, since we started the
adoption process. Now we
know that it was all worth it
and we are blessed with our
little milagrito (little mira-
cle)...Antonio Marcelo.”
Congratulations twice,
Carolinal
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finding that patients with changes in
exon 9 of KIT have improved tumor
control with higher doses. Similar to
findings in chronic myelogenous leuke-
mia, information is emerging on the im-
portance of achieving a specific level of
imatinib in the blood for best outcomes,
and this concept will be investigated
further. Utilizing all these pieces of in-
formation, we can choose how best to
treat patients. However, this is only the
tip of the iceberg in regards to why some
GIST patients benefit from imatinib or
other second-line therapies and other
patients do not.

Our group has worked to explore mo-
lecular markers of response to imatinib.
To do so we have obtained tumor biop-
sies from patients throughout the U.S.
and Europe who respond differently to
therapy and have applied state-of-the-art
approaches, such as DNA gene-
expression microarray and SNP (Single
Nucleotide Polymorphism) array analy-
ses to map out differences between these
tumors. We believe that by knowing
what is “wrong” with a given tumor we
can help choose the correct method(s) of
treatment and apply them early in the
course of disease to significantly im-
prove a patient's chances of survival. As
an example, we explored the changes
seen in gene expression in tumor sam-

ples before treatment and correlated ex-
pression patterns with the likelihood of
benefit from drug therapy. We were able
to do so in a study run by the Radiation
Therapy Oncology Group led by Dr.
Burton Eisenberg: RTOG 0132. This
study treated patients with large primary
or resectable recurrent or metastatic dis-
ease with eight to twelve weeks of
imatinib, followed by surgery and then
adjuvant therapy for two years; patients
with recurrent and metastatic disease
were allowed to continue adjuvant
imatinib beyond that. All patients had a
diagnostic biopsy before they started
treatment. During treatment prior to sur-
gery, patients had CT scans to assess
response to therapy.

We asked the question, is there a dif-
ference in the gene expression patterns
in patients whose tumors shrank by 25
percent or more after the initial therapy,
compared to those whose tumors did
not. Intriguingly, we uncovered 38
genes that were expressed at very low
levels in tumors that subsequently had
very good response to imatinib. Eight-
een of these were members of a family
of genes called “Krlppel-associated box
(KRAB) domain containing zinc finger
(ZNF) transcriptional repressors”. Inter-
estingly, 10 KRAB-ZNF genes were
located on one chromosomal segment
(Rink, 2009). The function of KRAB-
ZNF family members is just being ex-
plored, but they generally work to stop
genes from being expressed and their

Figure 1: GIST pathway
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corresponding
proteins from
being made. We
have further
shown that if we
can shut off ex-
pression of some
of these genes,
we can make
GIST cells much
more sensitive to
imatinib.

We are intrigued by these findings.
Testing for the presence of a high level
of these genes that in our study were
associated with an increase in tumor size
or slow tumor response is not difficult
and does not require large amounts of
tissue. First, we wish to confirm this
observation and are seeking collabora-
tors that have access to tumor tissue
from a different set of patient samples.
Potentially, one might use this informa-
tion to treat a patient with a large pri-
mary tumor that would require a compli-
cated operation to remove. For example,
since the level of expression of these
genes is correlated with imatinib being
less effective, is there a way of inactivat-
ing their function or alternatively in-
creasing their destruction within tumor
cells? Targeting these genes with drugs
along with imatinib may prevent tumor
growth and avoid increasing the com-
plexity of the surgery or a situation
where surgery is no longer technically
an option. We also believe this is an op-
portunity to study this new class of pro-
teins to better understand what they do
and how they do it, particularly in GIST.
Our results suggest this may lead to bet-
ter efficacy of imatinib in GIST.

In other studies we have shown that
not all GISTs that lack mutations in KIT
or PDGFRA, the so-called “wild-type”
tumors are alike. Using whole-genome
SNP-arrays we have been able to obtain
high-resolution maps of the GIST’s ge-
nome. We used high-density SNP arrays
containing roughly 1.8 million markers
genome-wide to analyze GISTs lacking
KIT/PDGFRA mutations as well as mu-
tant GISTs. Importantly, our studies
found that the majority of KIT/PDGRFA
mutation-negative, both pediatric and

B sce BENCH, Page 13

GODWIN



Ensuring That No One Has To Face GIST Alone — Newsletter of the Life Raft Group — February 2010 — PAGE 12

REPORT

From Page 1

PDGFRA. In-person meetings in Boston
and Portland continued the ongoing col-
laboration and information sharing

that distinguish the Life Raft

Group team from the unfortu-

nate reality of competition

and disunity that character-
izes most of the cancer re-

search world.

We rebuilt the data struc-
ture of our patient registry
and published a break-
through study on the rela-
tionship of Gleevec dosage

would:

to provide information to patients and
medical professionals around the world.

Our local groups continued to

meet and provide

What if cancer were a contagious disease?
After the initial panic the cancer research community

e (Create an action plan instead of individual
researcher requests

e Agree to cooperate instead of compete

e Agree to share information instead of withholding it

to progression-free and for publication
overall survival (Go to http:// s
springerlink.com/content/ Wh.g not do this a”gwa.g?

346011445r10um38/ to see the
publlshed article). In collaboration

with Stanford Univer-
& sity and a group of key
o research laboratories

;. we launched a compre-
£ hensive tissue bank
i which enables re-
searchers to access and
hare research results
on hard to obtain GIST tissue and to
connect these results with the clinical
histories maintained within the registry.
To provide patients and their doctors
with diagnostic and treatment summa-
ries, we began to distribute medical his-
tories aptly named GISTories.

Toward the end of 2009 we formally
launched our Latin American Initiative
to facilitate the flow of information
about GIST throughout Latin American
in both Spanish and Portuguese and to
help develop viable patient organizations
to create culturally relevant grass roots
support to patients, their families and
their doctors. I’ve just arrived in Mon-
terey, Mexico where I’ll join a planning
group of patient representatives from ten
Latin American countries.

Not a week went by that we did not
provide one-on-one assistance to num-
bers of GIST patients and caregivers
seeking the latest information on treat-
ment, including clinical trials. Our web-
sites, webcasts and pamphlets continued

personal support through a

combination of hugs and

critical information. And we

continued to advocate both publicly

and behind the scenes on behalf of GIST
patients.

In 2010 we plan to accelerate our bat-
tle to find a cure for GIST and to keep
patients alive until we do so.

In addition to maintaining our core
commitments to our world-class re-
search team, we plan to build upon their
unique coordinated approach to imple-
menting a continuously refined strategic
plan by providing new incentives to ex-
ploit promising new ideas to identify and
overcome pathways of treatment resis-
tance.

We will also continue to expand our
efforts to make sure that no patient dies
because of the ignorance or inexperience
of his or her physician or because of a
lack of urgency in applying cutting-edge
knowledge to support the battle for sur-
vival. We will insist that every GIST
patient receives a mutational test for his
or her primary tumor and, if on Gleevec,
a plasma level test on an ongoing basis.

We remain concerned that 400mg of
Gleevec may be inadequate over the
long term to provide maximum pro-

tection to many patients against the
development of resistance. We believe
that it is currently easier to prevent resis-
tance by optimizing Gleevec dosage
levels than it is to reverse resistance by
raising such levels after the fact. We
have gained a great deal of experience in
avoiding serious side effects on higher
doses of Gleevec by employing gradual
dose escalation and a growing array of
technigues to manage side effects should
they occur.

Although we do not yet have accepted
reference levels for plasma testing, we
think nonetheless that such testing is a
critical tool for the physician to utilize
now, particularly in the event that the
patient demonstrates downward trends.
At a minimum, this should create an
occasion for the physician to discuss
treatment compliance and to do so in a
non-threatening manner. The issue of
patients not taking all of their oral medi-
cations remains an ongoing concern for
us, and we plan to intensify our efforts
to address this issue.

We will continue to utilize every
method at our disposal for providing
information, education and support to
create empowered patients who seek a
mutually respectful partnership with
their physicians. This combination of
well-informed patients and physicians
reinforces the battle for survival. We
believe that competent physicians will
welcome this partnership.

Given the rapidly growing amount of
information about GIST and the fact that
it is a comparatively rare cancer, we will
encourage patients to seek out physi-
cians who have practical experience
gained through seeing a significant num-
ber of such rare patients. We will con-
tinue to expand our online directory of
GIST specialists and are planning to
better define and identify physicians and
centers of excellence.

Should our tone seem a bit strident or
impatient we submit that our intention is
to encourage thought and collaboration
and that our urgency is driven by the
very human struggle for survival.

The struggle to find a cure, and to help
patients stay alive until then, continues.

Too many candles have been lit not to
succeed.
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adult GISTs which are clinically more
resistant to imatinib-based therapies,
generally do not possess the large-scale
chromosomal aberrations that are com-
monly found in mutant GISTs (Belinsky,
2009). We refer to these tumors as KIT/
PDGFRA mutation negative/genome
stable GISTs, while the remaining tu-
mors (including both KIT/PDGFRA
mutation positive and some mutation
negative GISTs) are genome unstable
(see Figure 1). Furthermore, we have
shown that these KIT/PDGFRA muta-
tion negative/genome stable GISTs
greatly overexpress the insulin-like
growth factor receptor-1 (IGF1R) rela-
tive to other GISTSs. In our previous
studies, first reported in 2008, we dem-
onstrated that IGF1R may be an interest-
ing therapeutic target to consider in
GIST patients, especially in pediatric
and adult KIT/PDGFRA mutation nega-
tive cases in which treatment options are
extremely limited. This important find-
ing has subsequently been confirmed by
others as discussed in the last LRG
newsletter by Dr. Mike Heinrich. We
found that KIT/PDGFRA mutation
negative GISTs greatly overexpress
IGF1R (both at the protein and mRNA
levels) and drugs that target IGF1R can
inhibit the ability of GIST cells to grow
(Tarn, 2008; Godwin, 2008; Belinsky,
2009). We have seen that the mutation

negative GISTs that have a stable ge-
nome also generally overexpress IGF1R
(Tarn, 2008; Belinsky, 2008; Belinsky,
2009). Clinical trials are being devel-
oped to explore IGF1R as a target based
on these and other molecular studies.
Finally, we have shown that a portion of
previous classified “wild-type” GISTs
that demonstrate genome instability have
mutations in the BRAF gene (Belinsky,
2009). There are now several additional
reports indicting that the BRAF gene is
mutated in roughly four to 13 percent of
GISTs without KIT or PDGFRA muta-
tions (e.g., Agaram 2008). However, the
genetic changes in GISTs without KIT/
PDGFRA/BRAF mutations is not
known, so we are currently using mod-
ern deep sequencing approaches to fur-
ther explore the GIST genome in these
patients to uncover additional clues to
help define therapy.

These are a few examples of how work
at the bench can be translated into im-
proved therapeutic modalities influenc-
ing how patients will be treated at their
bedside. Advances in GIST care involve
all of us, the patients who participate in
clinical trials and share their tissues, the
doctors and nurses who care for them,
and the scientists who help increase our
understanding of this disease and pro-
vide new insights to take back to the
patients.
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date in downstream pathways appears to
be PI3-K. There are a number of PI13-K
inhibitors in phase | clinical trials.

Other approaches to overcome secon-
dary mutations are to prevent the pro-
duction of the KIT protein, for example
to inhibit KIT transcription (bortezomib
and flavopiridol), and to prevent activa-
tion of KIT by blocking receptor dimeri-
zation. These approaches seem to be less
developed than the first two.

While secondary mutations form the
major mechanism of resistance for exon
11 tumors and a smaller, but still signifi-
cant percentage for exon 9 mutations,
they are not the only mechanism that
cause resistance in these tumors. The
mechanisms affecting exon 9 tumors are
not as clear as those affecting exon 11 or
other types. KIT amplification (too
much KIT protein) as well as activation
of an alternate kinase has also been
noted in resistant GIST. In particular,
AXL kinase has been noted to be
upregulated in some GISTs that have
lost KIT expression and focal adhesion
kinase (FAK) may also play a role in
GIST tumor cell survival. Of note,
MP470, a multi-tyrosine kinase inhibitor
in phase I clinical trials, is reputed to be
a wide-spectrum KIT inhibitor and also
an AXL inhibitor.

For resistant exon 11 tumors, over-
coming secondary mutations with a wide
-spectrum KIT inhibitor or via HSP90
inhibition is the first priority. Though
perhaps not as frequent, secondary muta-
tions also appear to be a problem for
resistant exon 9 tumors. Other mecha-
nisms of resistance have been noted for
these mutations including KIT protein
overexpression and activation of alter-
nate kinases. The relative infrequency of
KIT overexpression and alternate kinase
activation combined with a lack of clini-
cal testing to identify these mechanisms
makes targeting them difficult at this
time, although very potent KIT inhibi-
tors that also have a wide spectrum of
activity (such as the Deciphera com-
pounds in preclinical development) may
naturally target protein overexpression
as well as secondary mutations.

Beloved wife, mother, grandmother
& friend enjoyed all of life’s blessings

beautiful spirit & consummate
caregiver, Rita Catherine Joyce
Patient touched the lives of all
she knew. Proud wife, mother & grand-
mother, she passionately supported her
family in all of their endeavors. She
enjoyed & treasured the blessings of
many lifelong friends in Minnesota &
Texas & her travels to points beyond.
Rita earned her nursing degree from
the College of St. Catherine
& offered comfort &
support to all placed in
her care, especially

elementary school chil-

dren. She always
greeted strangers with an
encouraging word & a kind smile.

Rita passed away peacefully on
11/29/09 surrounded by her loving fam-
ily. Rita is survived by her devoted hus-
band of 39 years, Greg; her 3 children,

Amy (Bjorn) Lar-
sen, Greg (Noreen)
& Melissa; her 4
grandchildren,
Samuel, Katherine,
Emma & Olivia;
her mother, Leona
Joyce; 9 siblings,
Mary Joyce, Pat-

rick (Joan) Joyce,
Paul (Betty) Joyce,
Thomas (Judy) Joyce, John (Linda)
Joyce, Sheila (Gordon) Bonine, Michael
(Cheryl) Joyce, Monica (Gregg) Schaner
& Francis (Lisa) Joyce; her sister-in-law,
Marianne Mohrlant; brother-in-law, Paul
Patient; & many cousins, nieces, neph-
ews & friends. Memorials preferred to
www.liferaftgroup. org, an organization
supporting those with GIST or to St.
Stanislaus. WULFF GODBOUT 651-
224-4868.

PATIENT

Wife, mother and friend to all passes
away after courageous battle with GIST

aura Samantha Kukucka, born

March 8, 1977, died Tuesday

December 1, 2009 peacefully
ending her battle with cancer. She was
born in Oberlin, OH and graduated from
Olentangy High School. She received
her B.A. in communication from The
Ohio State University. She worked for
the State of Ohio in the Dept. of Ad-

Laura with her son, Jacob.

ministration Services. Her hobbies were
reading, crosswords and New York Yan-
kee Baseball. Survived by husband,
Phillip Michael Kukucka; son, Jacob
Benjamin Cooley; mother, Patricia
"Poopsie™ Sheffield; father, Clinton
Lawrence Sheffield.

Laura fought a very courageous battle
against cancer. She never would give in,
and loved everyday to its fullest. She
was always full of life, even to her last
days. She was always kind, supportive
and understanding, and would put oth-
ers’ feelings first. She will be missed
beyond what words can describe. We
all love you very much and will be al-
ways thinking of you. In lieu of flow-
ers, contributions may be made to
www.LifeRaftGroup.org. To sign and
view the on-line register, visit
www.MaederQuintTiberi.com.
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ager, offered to do so. By now, the tu-
mor had become so large it was restrict-
ing my kidneys so stents (not-so-flexible
plastic tubing) were placed in my ureters
to keep them open and draining prop-
erly.

We divided the days into “hard days”
and “easy days.” Hard days consisted of
waiting rooms, filling out medical his-
tory and consent forms and appoint-
ments. Easy days meant sleeping for me
while my sister researched avenues for
treatment options.

A month passed.

One day, while searching online, my
sister found a posting for a clinical trial

at all and the
cancer was
actually pro-
gressing.
There was also |
a chance of "
side-effects so
severe that |

gery.
In June 2003, after five
4 hours in surgery, an ex-
| cellent surgeon removed
1 all of my cancer.
& Since that time, | have
wondered why | survived
while others who fought
just as hard— or harder—
| | died. If my cancer would

' | have been as progressed
in 1997 as it was in 2001,

would have to  Patrick shows off his battle scar after a | would not be here to

be taken off of successful surgery.
it. It needed to

work — but not work too well.

I called these ‘The Dog Days of
Gleevec’ because each day consisted of
me sleeping 16-18 hours interspersed
with flu-like side-effects of nausea, up-

Patrick gets some oar time on the Green River

in Utah last summer.

for an experimental drug called Gleevec.
Gleevec had shown promise in patients
with certain types of leukemia and in
one or two very limited GIST trials,
shrinking tumors in about half the pa-
tients. If a biopsy of my cancer proved it
to be of the “stromal” type, and | met
other requirements, | could apply to be
accepted into the trial before the closing
date only a month away.

In late August 2001, less than two
weeks before the trial closed, | was ac-
cepted into the trial at Dana-Farber Can-
cer Institute in Boston and began taking
eight orange 100 mg capsules each day
of Gleevec.

Three months would pass before |
would know, by CT scan, whether
Gleevec was shrinking my tumor and
stabilizing my liver mets, or not working

set stomach, soreness and fatigue.
The stents caused back pain and
bleeding if | stood, sat or slept

in one place for too long or
walked too far. | was too sick to
work or even do much exercise

| beyond walking around the block.
1 | had weekly blood tests and con-
sults with my oncologists, more
than I can even recall. I’d lie on
my bed and read or listen to mu-
sic. | meditated and thought about
the battle going on inside of me,
hoping for the best and mentally
forcing the cancer out of me. |
wished | was healthy enough to
go for a hike in a red-walled canyon,
climb a mountain or take a simple bike
ride.

I couldn’t believe my life had come to
this but | felt a slight relief because at
least | now had a path to follow, albeit
the only one available, and a tool or
weapon to use against the disease.

The day finally came and | was lucky
enough to be told the tumors were
shrinking!

About two years passed consisting of
my daily doses of Gleevec, more medi-
cal appointments for blood work, CT
scans every three months, and four more
stent surgeries. The primary tumor, lo-
cated in the center of my pelvis, eventu-
ally shrunk to the size of a baseball. The
stents finally came out for good and one
day my oncologist recommended sur-

convey my story to you.

I had a great amount of
support from my family, friends and
medical team for which I am forever
grateful. 1 could not have done it without
them, but mostly | believe | was just
lucky.

People often want to label survivors of
a traumatic ordeal as a “hero.”

What | know is that anyone who has
cancer and is brave enough to fight it,
whether they are lucky enough to live, or
dies trying— especially if they die try-
ing— is a hero. Everyone who fights this
disease, whether as a caregiver, working
in the medical field, or contributing to
research is a hero, since it takes all of
these to win against cancer.

I still take my Gleevec each day as |
have for almost nine years, keeping my
fingers crossed and staying humble re-
garding a possible recurrence.

GIST is different than other cancers
because although we've been given an
enormous second chance, | feel, proba-
bly as many do, that | only get so far
away from it, and then it's time for an-
other dose or another scan.

It’s a daily reminder of a dark time but
also how truly fortunate I am, and to
appreciate the important things in life
and see the beauty in this world.

I hope our paths cross while hiking a
trail in a remote desert canyon, climbing
a 14er or biking on a summer day.

Note: Almost five years have passed
since my surgery and | am happy to re-
port my follow-up scans have been
clear, showing ““No Evidence of Dis-
ease,” or NED — or from the perspec-
tive of cancer survivors — | am
“dancing with Ned,”” no matter how
goofy I look.
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Staff

Executive Director
Program Director

Science Coordinator
Global Relations Director
Communications Coordinator
Director of Planning
Director of Development
Database Administrator
Patient Registry Supervisor
Finance Manager
Accounts Manager
Administrative Assistant
Program Associate
Program Associate

Norman Scherzer
Tricia McAleer
Jerry Call

Sara Rothschild
Erin Kristoff
Karen Kelley
Karen Wertheimer
Roberto Pazmino
Magda Sarnas
Mike Vaccari
Gale Kenny
Matthew Mattioli
Wendi Swaffield
Belinda Ehrlich

Volunteers

General Counsel
Database Consultant
Official Greeter

Latin America Liaison
Fundraising Chairs

Science Team

Thomas Overley
Steven Rigg

Gail Mansfield
Vicky Ossio
Marietta Robinson
John Poss

& Gerald Knapp
Jim Hughes
David Josephy
Michael Josephy
Omer Mercier
Rick Ware

Glenn Wishon
Rafael Vega
Paula Vettel

Contact the Life Raft Group

Board of Directors

Executive Committee
Jerry Cudzil, President
Stan Bunn
Ray Montague, Secretary-Treasurer
Directors
Robert Book
Mia Byrne
Chris Carley
Jim Hughes
Jerry Knapp
John Poss
Marietta Robinson
Rodrigo Salas
Larry Selkovits
Silvia Steinhilber

155 US Highway 46, Ste 202
Wayne, NJ 07470
Phone: 973-837-9092

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

Life Raft regional chapters

Alabama Pat George patgeorge@bham.rr.com Missouri Katie Campbell campbellksoup@hotmail.com
Alaska Frank Domurat patient@oncologyalaska.com Montana Donna Capps BBR950@aol.com
Arizona Janeen Ryan tabascocook@yahoo.com Nebraska Sally Norton nordeane@cox.net
Colorado Jerry Call jcall@liferaftgroup.org Nevada Erik Krauch erik.krauch@cox.net
California Floyd Pothoven floyd@innovix.com New Hampshire Julie Thorne julierthorne@gmail.com

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
Minnesota Sharon Boudreau redsmb@comcast.net

Life Raft country liaisSons: 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 Nicaragua Maria Teresa Ponce maria.teresa.ponce@aeienergy.com
Canada David Josephy djosephy@uoguelph.ca Norway Odd Andreas Tofteng oddandreas@yahoo.com
Chile Piga Fernandez piga.fernandez@gmail.com Pakistan Muhammad Shahid Rafique rsr_srs@yahoo.com
China Ruijia Mu mu_ruijia@yahoo.com Poland Stan Kulisz listy@gist.pl
Colombia Rafael Vega ravega63@yahoo.es Romania Simona Ene si_mi_ene@yahoo.com
Costa Rica Michael Josephy mjosephy@gmail.com Russia Tanya Soldak soldak@rpxi.org
Cyprus George Constantinou george@gnora.com Samoa John Galuvao leasii@gmail.com
Czech Republic Jan Pelouchova janapel@centrum.cz 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 Africa Jenny Aitken oaitken@telkomsa.net
Greece George Constantinou george@gnora.com South Korea Changhoon Lee chlee@mobismiami.com
Hungary Tunde Kazda cmigist@cmigist.hu Spain Maria Teresa Jimenez Salado
Iran Negar Amirfarhad negaraf@sympatico.ca mariateresa.jimenezsalado@telefonica.es
Ireland Carol Jones roycal-re-gist@hotmail.com Sudan Mohamed-Elbagir Ahmed mohamedelbagir@live.com
Israel Avi Zigdon zigdona@gmail.com Switzerland Helga Schnorf ulrich.schnorf@bluewin.ch
Italy Anna Costato anna.costato@virgilio.it Thailand Kittikhun Pornpakakul kittikun_p@yahoo.com
Japan Sumito Nishidate eujc@mbj.nifty.com Turkey Haver Tanbay tanbay@tanbay.net
Jordan Mohammed Milhem mohammed-milhem@uiowa.edu U.K. Judith Robinson Judith@ndrobinson.plus.com
Kenya Francis Kariuki bridgestone@coopkenya.com Uruguay Fabrizio Martilotta  fabrizio.martilotta@gmail.com
Lithuania Virginija Zukauskiene virginija.starkute@gmail.com Venezuela Maria Isabel Gé6mez asaphe_venezuela@yahoo.com
Macedonia Dejan Krstevski krstevski@euromoto.com.mk



