Placebo: Wrong
then, wrong now

By Norman J. Scherzer
LRG Executive Director, on
behalf of LRG Board of Directors

he issue of placebo use in

clinical trials for GIST pa-

tients has resurfaced once

again as Infinity Pharmaceuti-
cals proceeds to implement a phase 111
trial for IP1-504, for patients with refrac-
tory GIST.

The Life Raft Group
first addressed the issue
of placebos at a board of
directors meeting in No-
vember 2003 when eight
directors and LRG mem-
bers agonized and de-
bated the merits of a

SCHERZER
See PLACEBO, Page 5

The NIH Clinic: In two perspectives

By Dr. Su Young Kim
National Cancer Institute

he National Institutes of
Health (NIH) was proud to
host the inaugural Pediatric
GIST Clinic. The objective of
this clinic was to bring together young
patients with national experts in the
medical and research realms, in an effort
to build a foundation of knowledge upon
which to build. From the NIH perspec-
tive, the clinic was very successful.
There were four aspects to this clinic.
First, we asked patients to send us their
medical information prior to their visit.
The response we received was incredi-
ble. Patients and families went to great
lengths to send medical reports,
radiographic images and pa-
thology slides to us. This
allowed NIH physicians to
become familiar with the

See NIH1, Page 7
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International GIST community meets in Italy

By Norman J. Scherzer
LRG Executive Director

aveno, ltaly was the site of
the sixth patient summit
meeting which brought to-
gether GIST and CML pa-
tients from around the world. This meet-
ing, sponsored by Novartis, exhibited

By Jacqui Bromberg
LRG Pediatric GIST Co-Chair for
the NIH Planning Committee

n June 18, the very first Pedi-
atric GIST Clinic was held in
Bethesda, Maryland at the
National Institute of Health
(NIH). I am so fortunate to have been
able to attend this clinic, which was
open to all Pediatric GIST patients. Hav-
ing been diagnosed with this rare disease
for four years now, my mother and |
were very excited to learn that there was
an interest being taken at the NIH. The
clinic was meant to give patients and
caregivers the opportunity to meet with a
panel of Pediatric GIST experts from all

over the country. These experts
N

shared their combined knowl-
edge and provided us with a
session to ask questions about
our treatments and address any

See NIH2, Page 7

the dramatic growth in maturity of the
patient organizations represented. The
diversity and level of excellence of their
presentations spoke to the progress pa-
tients are making in taking control of
their own lives and impacting the quality
of care that patients receive. A few high-
lights:

See BAVENO, Page 8

Look Inside!

There were so many front page-
worthy articles this month that we
couldn’t fit them all. So make sure
you look inside for more of our
exciting features!
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Life Fest registration sheet....... 15

Don't forget to register for Life Fest by August
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What'’s going on at Life Fest?

his year’s Life Fest in Rubin)

. > . Please go to . .

Chicago is shaping up page 15 for | Survival Strategies (Norman

to be a very informa- information Scherzer/Jerry Call)

tive event. We have about + Clinical Trial Update (Jim
plenty of general sessions, work- Life Fest Hughes)
shops and distinguished speakers e mes Workshops:
to make your weekend worth- registration |, \trition
while. Here is a current list of and room |, Access to Treatment
sessions with a few highlighted rates. (obstacles including insurance,
for you: compassionate use, etc.)
General Sessions: + Coping for Patients
+ GIST Update (Dr. Jonathan Trent) + Coping for Caregivers
+ Pediatric GIST Update (Dr. Lee Hel- + GIST 101
man) + Side Effects Management
+ LRG Research Update (Dr. Brian + Plasma & Mutational Testing

Distinguished Honoree: Dr. lee Helman

Dr. Lee Helman earned his M.D at the University of Maryland School of Medicine in

1980. His internship and residency were completed at the Internal Medicine at Barnes Hos-
pital Washington University. His fellowship training was at the National Cancer Institute,
where he continues his research. In 1993, he became the head of the Molecular Oncology
Section of the Pediatric Oncology Branch. He became the chief of the Pediatric Oncology
Branch in 1997 and was named a Deputy Director of the Center for Cancer, National Can-
cer Institute in 2001. In 2005, Dr. Helman was named Acting Scientific Director for Clinical
Sciences, Center for Cancer Research, National Cancer Institute. Currently, Dr. Helman's
laboratory focuses on three major themes related to the biology and treatment of pediat-
ric sarcomas: the role of insulin-like growth factors on these tumors; identification of the
molecular mechanisms of metastases using animal models of spontaneously metastatic

tumors; and translation of these findings into treatments to improve the patient outcome.

General Session: Survival Strategics

There are a number of inter-related strategies that patients can use to optimize their
therapy. It is very important to make sure your treatment is on the best possible track
to keep GIST at bay for as long as possible. We will discuss some of these strategies in-
cluding finding the right doctors, getting the right treatment, optimizing Gleevec treat-
ment. Optimizing Gleevec treatment includes the following: knowing your mutation
type; understanding dosage issues and finding your optimal dose based on the informa-
tion that we have today; side effects management; taking Gleevec faithfully; and proper
monitoring.

Worlkshop: Side-Effectsr Management

Side effects can have a negative impact on every day life. Learning how to manage
side effects or in some cases, how to live with them, not only improves quality of life,
but it also allows patients to be able to take these drugs at the proper dose and
schedule, which is key to successful treatment. Pat Neal of MD Anderson will be
hosting this workshop.

The Life Raft Group

Who are we, what do we do?

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

How to join

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

Privacy

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

How to help

Donations to The Life Raft Group,
incorporated in New Jersey, U.S.A., as
a 501(c)(3) nonprofit organization, are
tax deductible in the United States.

Donations, payable to The Life Raft
Group, should be mailed to:

The Life Raft Group

40 Galesi Dr., Suite 19

Wayne, NJ 07470

Disclaimer

We are patients and caregivers, not
doctors. Information shared is not a
substitute for discussion with your doc-
tor. As for the newsletter, every effort to
achieve accuracy is made but we are
human and errors occur. Please advise
the newsletter editor of any errors.
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August 2008 US clinical trials update

By Jim Hughes
LRG Clinical Trials Coordinator

STA9090 Phase I: This trial is now
listed in clinicaltrials.gov. It is actually
two trials at the same sites. In one trial
the drug is administered once weekly.

In the other it is administered twice
weekly.

Imatinib + Bevacizumab: This trial is

now listed in the US report. It was first
reported last month. There are over 100
locations listed as recruiting in the U.S.
Look up a location near you using the
NCT# in clinical trials.gov advanced
search for contact information

XL820 Phase I: This trial is now listed
as “ongoing but not recruiting partici-

pants”.

Site information has been updated in
nine trials in the table below.
Nilotinib Phase I11: Fox Chase Can-

Imatinib or Sunitinib

Safety and effectiveness of daily dosing with

sunitinib or

Phase:
Conditions:
Strategy:

NCT#:
Contact:

Telephone:
Sites:

imatinib in patients with GIST

Il

GIST

Inhibit KIT and/or impede tumor
vascularization

NCT00372567

Pfizer
pfizercancertrials@emergingmed.com
1-877-369-9753

FCCC, Philadelphia, Penn.
Dana-Farber Cancer Institute
(DFCI), Boston, Mass.

Melissa Hohos, RN
617-632-2201

Creve Coeur, Mo.

St. Louis, Mo.

St. Peters, Mo.

Imatinib + Bevacizumab

Imatinib with or without Bevacizumab in
patients with metastatic/unresectable GIST

Phase:
Conditions:
Strategy:
NCTH#:
Contact:

Il

GIST

Inhibit KIT

NCT00324987

Over 120 US contacts. Check
clinicaltrials.gov or cancer.gov
for this NCT#

cer Center (FCCC) just opened this trial
for GIST patients. It is listed at:
http://tinyurl.com/585fbm

Patients must have confirmed GIST
and must have failed both imatinib and
sunitinib. Patients must have a measure-
able tumor. Patients may also have had
other TKI therapy besides imatinib and
sunitinib. There is a two week washout
for prior investigational drugs.

There is no control arm. All patients
will receive nilotinib.

Interested patients should call 1-888
“Fox Chase” (369-2427).

Infinity Pharmaceuticals announced
July 30 that their oral HSP-90 inhibitor
IP1-493 will enter Phase | at multiple
sites. IP1-493 is an oral version of intra-
venous drug IP1-504 which is how in
Phase Il in the U.S. and internationally.
Currently two sites in California are
listed as open.

BIIB021 (CNF2024)
Open-Label, 18FDG-PET pharmacody-
namic assessment of effect of drug in GIST

Phase: Il
Conditions: GIST
Strategy: Destroy KIT (HSP90)
NCT#: NCT00618319

Contact: Biogen-Idec
oncologyclinicaltrials@biogenidec.com
Contact Biogen-Idec

Memorial Sloan-Kettering Cancer Center

(MSKCC), New York, NY
Nilotinib
Evaluation of Nilotinib in advanced GIST
previously treated with imatinib & sunitinib

1

GIST

Inhibit KIT

Not Yet Available

Fox Chase Cancer Center (FCCC)
1-800-FOX-CHASE

FCCC, Philadelphia, Penn.
Monica Davey

Margaret von Mehren

XL820

Phase 2 study of XL820 in advanced GIST
resistant to imatinib and/or sunitinib

Phase: 1l
Conditions: GIST
Strategy: Multiple Targets
NCT#: NCT00570635
Contact: Ongoing but not recruiting
patients

Sites:

Phase:
Conditions:
Strategy:
NCT#:
Contact:
Telephone:
Sites:

Imatinib + Pegylated
Interferon-a 2B

Phase Il study combines targeted therapy
with immunotherapy, Imatinib + Pegylated
Interferon-a 2B in imatinib-naive GIST
patients

Phase: 1l
Conditions: GIST
Strategy: Kill GIST cells
NCT#: NCT00585221

Contact:

Huntsman Cancer Institute
University of Utah, Salt Lake
City, Utah

Jessica Moehle
801-587-4438

Suzanne Dodd
801-587-9834

Lei Chen, MD

Perifosine + Imatinib

Phase Il study of Perifosine + Gleevec in

Phase
Conditions
Strategy
NCT#
Contact

Telephone
Sites

Doxoru
Doxorubic
patients

u

Phase:
Conditions:
Strategy:
NCT#:
Contact:
Telephone:
Sites:

GIST patients
il
. GIST
: Multiple Targets
: NCT00455559
. Online Collaborative Onc. Group
ocogtrials@ocog.net
1 415-946-2410
: Los Angeles, Calif.
Sant Chawla, Md.
Coeur D’Alene, Idaho
Park Ridge, IlI.
Oncology Specialists
Kathy Tolzein, RN
847-268-8200
Grand Rapids, Mich.
Sayre, Penn.
Houston, Texas
MD Anderson Cancer Center
800-392-1611

bicin + Flavopiridol
in and Flavopiridol in treating
with metastatic or recurrent
nresectable sarcomas

|

GIST/Sarcoma

Inhibits production of KIT
NCT 00098579

David D’ Adamo, MD
212-639-7573

MSKCC, NY, N.Y.

See TRIALS, Page 6
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Infinity's IP1-504 enters phase 111

By Jim Hughes
LRG Clinical Trials Coordinator

he heat shock chaperone pro-
tein (HSP-90) has emerged as
a promising target for cancer
therapy. Infinity Pharmaceuti-
cals’ IP1-504 is one of many experimen-
tal heat shock protein inhibitors vying
for a spot in the cancer market. Data
from the recently completed Phase | trial
of this drug was presented at the 2008
American Society of Clinical
Oncology conference
(ASCO) in May. Based
on this information, In-

o

v Infinity

finity Pharmaceuticals
has announced plans to
initiate an international

Heat shock proteins- a group of proteins whose
expression is increased when the cells are ex-
posed to elevated temperatures or other stress.

Phase 111 registration
trial of its HSP-90 in-
hibitor, IP1-504, in patients with refrac-
tory GIST in the third quarter.

The Phase 111 protocol has been
granted a Special Protocol Assessment
agreement by the Food and Drug Ad-
ministration (FDA). The European
Medicines Evaluation Agency has pro-
vided scientific
advice consistent
with that of the
FDA regarding
the Phase Il trial

design. To participate in this trial, pa-
tients must have failed both imatinib and
sunitinib therapy. There will be no limit
to the number of prior therapies patients
may have received. The company has
also assured us that patients will be
screened according to the inclu-
sion/exclusion criteria to make certain
that patients with large tumor loads will
be excluded and not subject to undue
risk.

See INFINITY, Page 10

More GIST highlights from ASCO 2008

By Paula Vettel
LRG Science Team Member

Quantitative functional imaging by
dynamic contrast enhanced ultrasono-
graphy (DCE-US) in patients with
GIST treated by tyrosine kinase in-
hibitor (TKI)

L.Chami, N. Lassau, S. Koscielny, B.
Benatsou, A. Roche, and A. Le Cesne
(Institute Gustave Roussy)

The investigators have developed an
ultrasound technique to study GIST
tumors in 20 patients in France. Con-
trast was given, but no radiation was
involved. Ultrasound was able to show
the difference between live GIST and
necrotic tissue. This is very useful in the
early stages of
drug treatment to
measure efficacy
of treatment. The
study is being
expanded to 650
patients with vari-
ous solid tumors.

Cardiotoxicity
associated with

VETTEL

ASCE

the cancer therapeutic agent sunitinib

alate

Melinda L. Telli, MD1, Ronald M.
Witteles, MD2, George A. Fisher, MD,
PhD1, Sandy Srinivas, MD1

Stanford University School of Medi-
cine, Divisions of Oncology1 and Car-
diovascular Medicine2

Cardiotoxicity was studied in a group
of 48 patients on Sutent therapy, includ-
ing seven GIST patients. Grade 3-4
LVEF (Left Ventricular Ejection Frac-

tion) (<40%) was found in 15 percent of
patients. Of these, 81 percent were dosed

at 50 mg for four weeks on and two
weeks off, and 19 percent were dosed at
37.5 mg continuous. Identified risk fac-
tors were low body mass, congestive

heart failure, and coronary heart disease.

Most cardiac events were diagnosed in

less than 100 days after the start of treat-

ment. The authors recommend cardiac

monitoring of patients on Sutent. Similar
results were found in a previous study
showing reduced LVEF and congestive
heart failure in 11 percent of patients in
Sutent clinical trials. (T. Chu, et.al; Lan-
cet 2007; 370: 2011-2019)

Interobserver variability of size and
density measurements on CT in pa-
tients with metastatic GISTs on
imatinib mesylate (IM)

V. Bulusu, S. Fawcett, P. Moyle, and
N. Carroll

The authors measured 27 GIST tu-
mors from CT scans with contrast by
longest measurement and tumor density
in 2007. The same tumors were meas-
ured again three months after the start of
drug therapy. In 2008, two of the authors
repeated their measurements and assess-
ments of the same tumors. The second
set of measurements were within 10 per-
cent of the original measurements in 81
to 92 percent of the cases for length and
81 to 88 percent for density. The authors
feel that this variation is acceptable, but
caution that these evaluations should be
carried out by radiologists with experi-
ence in assessing response to drug ther-

apy.
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PLACEBO

From Page 1

Pfizer clinical trial for SU11248 (Sutent)
that included a placebo in its protocol (A
photo of this group can be found on page
five of our March 2004 newsletter in a
eulogy to Dean Gordanier, the first of
three members of this group to die from
GIST). In January 2004 our editorial
headlined, “Placebo use in Pfizer trial is
simply wrong”. In August 2004 our
front page article headlined, “More pla-
cebo clinical trials predicted for cancer
patients-Patient advocacy concerns pre-
sented about potential ethical dilem-
mas”. Once again we shared our con-
cerns and made the following major
points:

¥ “Nothing about us, without us”, steal-
ing a mantra from our colleagues at
ECPC (European Patient Cancer Coali-
tion).

¥ The burden of proof must be upon
those proposing to use a placebo.

M If a drug being tested is likely to pro-
duce stability rather than tumor shrink-
age, then how could any progression
which occurs due to a placebo be re-
versible?

This new trial comes a step closer to
addressing our concerns. We note that
the trial protocol attempts to strengthen
the monitoring of participants to enable
earlier cross-over to the trial drug for
those progressing on the placebo. We
note that the use of a placebo may well
reduce the number of trial participants
needed and that this may expose fewer
patients to the unknown risks of an un-
proven drug. We note that the smaller
number of participants may mean a
shorter trial period and, should the trial
demonstrate drug efficacy, that this may
allow earlier approval for the drug and
earlier access to it by GIST patients.
Finally, we note that Infinity is a pro-
gressive company with a high degree of
transparency and a sincere motivation to
do right by patients. We appreciate that
the company plans to help trial patients
with transportation costs. We appreciate
the time and attention we have been ac-
corded from the President, Julian Ad-
ams, on down.

We have once
again invested a
considerable
amount of time
and energy inves-
tigating the com-
plex issue of pla-
cebos and deliber-
ating what our
position should be.
We are particu-
larly indebted to
the comprehensive
work of the Cana-
dian National Pla-
cebo Initiative published in July 2004.

We do understand the challenge posed
to a pharmaceutical company to design a
clinical trial which can demonstrate the
safety and efficacy of a new drug to the
satisfaction of government regulators.
This must be done while still meeting
the financial needs of its investors and
the medical needs of the patients for
whom the drug is intended. This is no
small task, particularly for smaller com-
panies.

We are also particularly sensitive to
the realistic world of drug development
and the need to encourage companies to
invest in drugs for a rare disease like
GIST.

What is at stake today is not just the
Infinity trial but the precedent that it sets
for others to come. We could continue to
weigh the pros and cons indefinitely and
engage in an ongoing lively dialogue
with a vast community of ethicists, sci-
entists, scholars and others regarding a
subject that brings great passion to the
table, but the time is once again at hand
to take a position.

RECIST-

CHOI-

The Life Raft Group respectfully
disagrees with the use of a placebo in
the Infinity clinical trial for 1P1-504.
We feel that the burden of proof for us-
ing such a placebo, which must be as-
sumed by those proposing it, has not
been met for the following reasons:

1. Poor Science: There is a sufficient
body of knowledge that removing a

Differences in criteria, in judging
tumor response/progression

A complete response is the disappearance of all
target lesions; a partial response is a 30% decrease
in the sum of the longest dimension (LD) of target
lesions, relative to baseline measurement; progres-
sive disease is an increase of 20% or more in the
sum of the LD of target lesions; and stable disease
is a decrease in tumor size of less than 30% or in-
crease of less than 20%

A response is a 10% decrease in tumor size or a
15% decrease in tumor density on contrast-
enhanced computed tomography scan.

GIST patient from whatever treatment
they are on may accelerate the cancer
progression. Hence, the issue is not
whether a drug is better than nothing,
but whether it is better than the current
treatment.

We are also concerned that the RE-
CIST criteria being used to demonstrate
progression is not the best methodology
available and has in fact been discredited
by a number of GIST specialists over the
past few years. CHOI criteria, on the
other hand, identifies progression sooner
and could be substituted for RECIST*?.
2. Irreversible Disease Progression:
Early data strongly suggests that the ma-
jor benefit of IPI1-504 may be tumor sta-
bility rather than tumor shrinkage
(Figure 1). Should that be the case, we
submit that the progression required to
qualify for cross-over to the drug may
well be irreversible and therefore is po-
tentially life-threatening.

3. Failed Ethics: Many ethicists hold
that placebo use cannot be justified
solely on scientific grounds. We agree,
especially in the case of terminally ill
cancer patients whose judgment may be
clouded. Indeed, a placebo-based trial
exploits their vulnerability®.

The Life Raft Group remains commit-
ted to its mission to ensure the survival
of every GIST patient. We cannot con-
done a situation in which terminally ill
patients and their families are asked to
choose between a placebo and a drug

See PLACEBO, Page 13
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TRIALS

From Page 3

Imatinib + Sunitinib

Imatinib & sunitinib in treating GIST patients

Phase: 1
Conditions: GIST
Strategy: Multiple targets
NCT#: NCT00573404
Contact: Clinical Trials Office
Telephone: 800-811-8480
Sites: Vanderbilt-Ingram CC,
Nashville, TN
Jordan Berlin, MD
615-343-4128

Sorafenib (Nexavar)

Sorafenib in treating patients with malignant
GIST that progressed during or after previ-
ous treatment with imatinib and sunitinib.

Phase: Il
Conditions: GIST
Strategy: Multiple Targets
NCT#: NCT00265798
Contact; Univ. Of Chicago Cancer Res. Center,
Chicago, IlI.
Ravi Salgia, MD
rsalgia@medicine.bsd.uchicago.edu
Blase Polite, MD

bpolite@medicine.bsd.uchicago.edu

Telephone: 773-834-7424

Sites: City of Hope, Duarte, Calif.

Warren Chow, MD, 626-256-4673
USC-Norris Cancer Center,
Los Angeles, Calif.
Hein-Josef Lenz, MD,
323-865-3955
UC-Davis, Sacramento, Calif.
David Gandara, MD,
916-734-3771
Decatur Memorial Hospital,
Decatur, Il
James Wade, MD, 217-876-6617
Oncology/Hematology Assoc.,
Peoria, Ill.
John Kugler, MD, 309-671-5180
James Knost, MD,
jknost@ohaci.com
Central Illinois Hem/Onc,
Springfield, 1.
Edem Agamah, MD, 217-525-2500
Univ. of Michigan, Ann Arbor, Mich.
Scott Schuetze, MD, 734-647-8925
Memorial Sloan-Kettering CC
(MSKCC), New York, N.Y.
David D’Adamo, MD, 212-639-5720
Medical College of Wisconsin
Milwaukee, Wis.
Stuart Wong, MD, 414-805-4603

BGT226

A phase I/11 study of BGT226 in patients
with advanced solid malignancies including
those with advanced breast cancer

Phase: |
Conditions: Solid Tumors, Breast Cancer,
Cowden Syndrome
Target KIT dowstream signal
(PI3K)
NCT00600275
Novartis
800-340-6843
Nevada Cancer Institute
Las Vegas, Nev.
Sunil Sharma, MD

BEZ235

A Phase I/1l multi-center, open-label study,
administered orally on a continuous daily
schedule in adult patients with advanced

solid malignancies .

Phase: I/1l
Conditions: Adv. Solid Malighancies/ Adv.
Breast Cancer
Strategy: Target KIT downstream signal
(PI3K)
NCT#: NCT00620594
Contact: Novartis
Telephone: 862-778-8300
Sites: Nevada Cancer Institute,
Las Vegas, Nev.
Montessa Linsangan,
702-822-5282
Sarah Cannon Res. Institute,
Nashville, Tenn.
Howard Burris, MD,
615-329-7274

AUY922

Phase I-11 study to determine the MTD of
AUY922 in advanced solid malignancies
and efficacy in HER2+ or ER+ locally ad-
vanced or metastatic breast cancer.

Phase: |
Conditions: Breast Cancer/Solid Malignancies
Strategy: Destroy KIT (HSP-90)
NCT#: NCT00526045
Contact: Novartis
Telephone: 800-340-6843
Sites: UCLA, Los Angeles, Calif.

Carolyn Britten, MD
310-825-5268
cbritten@mednet.ucla.edu
DFCI, Boston, Mass.
Melissa Hohos, RN
617-632-2201
Washington University,
St. Louis, Mo.
Paela Fracasso, MD
314-362-5654
Nevada Cancer Institute,
Las Vegas, Nev.
Sunil Sharma, MD
702-822-5360

Strategy:

NCT#:
Contact:
Telephone:
Sites:

BIIB021 (CNF2024)

Once or twice daily administration of
BII1B021 to solid tumor subjects

Phase: |
Conditions: Advanced Solid Tumors
Strategy: Destroy KIT (HSP-90)
NCT#: NCT00618735
Contact: Biogen-ldec
oncologyclinicaltrials@biogenidec.com
Premiere Oncology,
Santa Monica, Calif.
Lee Rosen, MD, 310-633-8400

CNF2024

Oral CNF2024 in advanced solid tumors

Sites:

Phase: |
Conditions: Tumors/Lymphoma
Strategy: Destroy KIT (HSP-90)
NCT#: NCT00345189
Contact: Biogen ldec
oncologyclinicaltrials@biogenidec.com
Sites: Scottsdale, Ariz.
New Haven, Conn.
San Antonio, Texas
Cancer Therapy & Res. Center,
San Antonio, Texas
Pat O’Rourke, RN
210-616-5976

GDC-0941

An open-label phase I, dose-escalation
study in patients with locally advanced or
metastatic solid tumors for which standard

therapy is ineffective, intolerable or

does not exist
Phase: |
Conditions: Solid Tumors

Strategy: Target KIT downstream signal
(PI3K)
DFCI, Boston, Mass.
Melissa Hohos, RN,
617-632-2201

MP470

MP470 in treating patients with unre-
sectable or metastatic solid tumor or lym-
phoma

Sites:

Phase: 1
Conditions: Solid Tumors/Lymphoma
Strategy: Multiple Targets
NCT#: NCT00504205
Sites: Virginia Piper Cancer Center,
Scottsdale, Ariz.
Raoul Tibes, MD, 480-323-1350
South Texas Accelerated Re-
search Therapeutics (START),
San Antonio, TX
Anthony Tolcher, MD
210-593-5255

See TRIALS, Page 9
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NIH1

From Page 1

medical history prior to seeing the pa-
tient.

The second objective of the clinic was
to discuss the patient’s history with
GIST clini-
cians and
research-
ers. We
were fortu-
nate to
have sev-
eral doc-
tors, in
various
specialties,
volunteer
their time and expertise in this endeavor.
This included Dr. Cristina Antonescu,
pathologist; Dr. George Demetri, medi-
cal oncologist; Dr. Katherine Janeway,
pediatric oncologist; Dr. Michael
LaQuaglia, pediatric surgeon; and Dr.
Alberto Pappo, pediatric oncologist.
Hosting the session was Dr. Lee Hel-
man, pediatric oncologist at the National
Cancer Institute, Dr. Constantine
Stratakis, geneticist and pediatric endo-
crinologist at the National Institute of
Child Health and Human Development,
and myself. During this meeting, we
were able to discuss interesting aspects
of each patient’s history and to assimi-
late elements that were common to many
cases.

The third part of the clinic was the
most satisfying, in that we had the
chance to meet with patients and their
families. In a short period of time, we
addressed the major concerns of each
patient. This was made possible since
we were familiar with each history, and
patients came prepared with a list of
questions. Patients also had the opportu-
nity to speak with a range of specialists
at the NIH, including Genetics, Pain
Management, Nutrition, Psychology,
Social Work, Recreation Therapy, Art
Therapy and Alternative Medicine
teams. Our hope is that the patients and
families found these sessions as helpful
to them as we found their medical infor-
mation helpful to us. All of the families
were extremely delightful and it was

truly a pleasure interacting with all of
those who attended.

The fourth aspect of the clinic in-
volved discussion of the present state of

NIH2

From Page 1

other concerns.

My mother and | flew down the day
before the clinic and following a regis-
tration, were finally able to meet other
GIST patients and caregivers.

Mothers & daughters unite: Jennifer & Sile Bao, Toni & Ashley Young,
Stephanie & Patty Kastner, Phyllis & Kara Gay.

GIST. The Office of Rare Diseases
(NORD) and the National Cancer Insti-
tute (NCI) graciously provided funding

These amazing individuals
shared with one another hope
and encouragement.
Everyone gathered for a meet-
ing where the doctors and
those representing support
groups introduced themselves
= and spoke, including myself
and Ashley Young, on behalf
of the LRG and Phyllis Gay on
behalf of GSI. There was a
very informative presentation on new
research and the excitement regarding a
promising chemotherapy treatment com-

for this conference. We were for-
tunate to be joined by Norman
Scherzer and Tricia McAleer of
the Life Raft Group and Phyllis
Gay and Rebecca Bensenhaver of
GIST Support International. This
provided a great mixture of advo-
cates, parents and patients. Based
on the information that we ob-
tained from the patient records
and the cumulative knowledge of
those present, we were able to
comment about certain aspects of
pediatric GIST. This included
recommendations on treatment,
imaging and research.

So what did we learn? We deter-
mined that pediatric GIST is not a
single entity and that there are more ag-
gressive forms and less aggressive
forms. In most cases, we found that tu-
mor growth was very slow and that the
interval between scans could be in-
creased. We found that treatment for
patients has not been uniform and one of
our goals is to try to determine the natu-
ral course of pediatric GIST and evalu-
ate the many different regimens that pa-
tients have received. We talked about
Dr. Antonescu’s and Dr. Janeway’s re-
cent findings that levels of Insulin-like
Growth Factor Receptor 1 (IGF-1R) are

See NIH1, Page 10

Top row from left: Dr. Constantine Stratakis,
Nora Winstead, Stefanie Peyk, Sile Bao.
Bottom row from left, Jacqui Bromberg, Liz
Skree, Jason Delorenzo & Stephanie Kastner.

ing within the year. The evening ended
with a relaxing dinner and plenty of time
to rest for the clinic day.

My clinic day went quickly and was
very useful. | was given several appoint-
ments through out the day, with breaks
in between, with options to attend semi-
nars on anxiety reduction and integrative
therapies. The appointments were on
time and every question and concern we
had was answered.

My mother and I returned feeling that
the trip was worth taking. We are so
thankful to have had this chance to meet
such inspiring people, everyone working
together, all in hopes to find a cure.
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I France: Estelle Lecointe pre-
sented a booklet on patient com-

pliance which is being translated into
other languages and will serve as a tem-
plate for other organizations.
I * Canada: David Josephy pre-

sented an update on the forma-
tion of a new patient organization, GIST
Sarcoma Life Raft Group Canada and
the logistics of coordination in such a
vast country.
U.S.A.: Norman Scherzer pre-
sented on behalf of Tricia
McAleer and Sara Rothschild a
review of the first year of Life
Raft Group’s live educational
webcasts which are archived on
the LRG website.

Germany: Markus

Wartenburg presented
the experience of Das Lebenshaus
in conducting round table ring
tests for pathologists as a quality
control and training technique.
'&‘IK U.K.: Judith Robinson
zZlIn presented a grassroots
telephone system developed by
her son to facilitate communica-
tions with GIST patients and care-
givers at their homes.

tween patients and phy-
sicians. Contributing
faculty included: Dr.
Jonathan Fletcher, USA,;
Dr. Maria Debiec-
Richter, Belgium; Dr.
Peter Reichardt, Ger-
many; and Dr. Paolo
Casali of Italy.

The Life Raft Group
was also invited to present its latest data
on the relationship between imatinib
dosage levels and survival (Highlighted
in our
March
2008
newslet-
ter). The
focus of
. the presen-

e tation was
. the link
Gllode 4 4 e between

' higher
doses and
lower pro-
gression
which in
turn was
linked to

Switzerland: Ulrich
Schnorf presented the
progress in establishing a network
of clinics staffed by GIST specialists.
The quality of the expert panels con-
tributed greatly to the material presented
and to the extraordinary interaction be-

The Global GIST Patient Commu-
nity Declaration, signed in Italy.

lower mor-
tality. Of
great con-
cern was the lack of any drug (or combi-
nation of drugs) that significantly im-
pacts upon survival once imatinib-
progression occurs. The discussion then

(France), Estelle Lecointe (France).

- e

From left: Anna Costato (ltaly), Estelle Legen

turned to the differences be-
tween using starting dosage
(the formal MetaGIST study)
and actual dosage (the Life Raft
Group Study). The concern was
that only a new clinical trial
could resolve these statistical
differences between the LRG
and the traditional MetaGIST
"8 consortium; that such a trial

was unlikely and at best would
take another ten years to pro-
duce new survival data.
Attention then turned to a call
to action, the cornerstone of

Patient advcates sit dow for Inh i beautiful
Baveno, Italy.

which was to introduce routine plasma
level testing of imatinib as a practical
way of determining which of the low
dosage patients actually might require an
increase. The result was the Global
GIST Patient Community Declaration:

Baveno, Italy
28" June 2008

The GIST patient advocacy community is
concerned about the current dosage levels
of imatinib which patients are receiving.

We propose as a first step that for each
patient being treated data are gathered
about
+ KIT/PDGFR mutational testing at diag-
nosis
+ Routine plasma testing of imatinib levels

We expect doctors treating GIST patients
to use these data to inform decisions on
the appropriate dose level of imatinib for
all patients.

Signed by patient representatives from:
Brazil, Canada, France, Germany, Hunga-
ry, Italy, Lithuania, Poland, Switzerland,
U.K., U.S.A. (both GSI and LRG)

Plasma Testing

Plans are now underway to conduct
routine mutational and plasma testing of
patients on imatinib. The Life Raft
Group has joined forces with a number
of patient organizations to implement
the aforementioned declaration. Plans
include hosting an international develop-
ment conference with key American and
European laboratories currently per-
forming plasma level testing to create a
common testing protocol and to identify

See BAVENO, Page 12
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OSI-930

Dose escalation study of daily oral OSI-930
in patients with advanced solid tumors

Phase: |
Conditions: Solid Tumors/Sarcoma
Strategy: Multiple Targets
NCT#: NCT00513851
Contact: OSIP Medical Information
Medical-information@osip.com
800-572-1932 xt 7821
Univ. of Colorado, Aurora, Colo.
Mary Kay Schultz, 303-266-1740
DFCI, Boston, Mass.
Melissa Hohos, RN,
617-632-2201

SNX5422

Safety and pharmacology of SNX-5422 in
patients with refractory solid tumor
malignancies

Phase: |
Conditions: Solid Tumor Malignancy
Strategy: Destroy KIT (HSP-90)
NCT#: NCT00506805
Contact: Catherine A. Ross
Telephone: 919-376-1330
Sites: TGen Clinical Res. Services
Scottsdale, Ariz.
Joyce Ingold, RN, 480-323-1339
Ramesh Ramanathan, MD
Sarah Cannon Res. Institute
Nashville, Tenn.
Howard Burris 111, MD

LBH589

Phase 1A, two-arm, multi-center, dose-
escalation study, by IV on two dose schedules
in adult patients with advanced solid tumors
and non-Hodgkins lymphoma
Phase: |

Conditions: Adv. Solid Tumors/Lymphoma
Strategy: Destroy KIT, Inhibit Cell Cycle, Apoptosis

Telephone:
Sites:

Contact: Nevada Cancer Institute, Las Vegas, Nev.

Donna Adkins, RN, 702-822-5173

XL820

XL820 given orally to solid tumor patients

Phase: |
Conditions: Cancer/Solid Tumors
Strategy: Multiple Targets
NCT#: NCT00350831
Sites: No Longer Recruiting
Alain C. Mita, MD

STA-9090

Administered once-weekly in solid tumor
patients

Phase: |
Conditions: Solid Tumors
Strategy: Destroy KIT (HSP-90)
Sites: NCT00687934
DFCI, Boston, Mass.
Melissa Hohos, RN,
617-632-2201
Geoffrey Shapiro, MD,
617-632-4942
Premiere Oncology,
Santa Monica, Calif.
Lee Rosen, MD, 310-633-8400
Karmanos Cancer Institure,
Detroit, Mich.
Pat LoRusso, MD
315-576-8716

STA-9090

Administered twice-weekly in solid tumor
patients

Phase: |
Conditions: Solid Tumors
Strategy: Destroy KIT (HSP-90)
Sites: DFCI, Boston, Mass.
Melissa Hohos, RN,
617-632-2201
Geoffrey Shapiro, MD,
617-632-4942
Premiere Oncology,
Santa Monica, Calif.
Lee Rosen, MD, 310-633-8400
Karmanos Cancer Institure,
Detroit, Mich.
Pat LoRusso, MD
315-576-8716

SF1126

Phase | open label, safety, pharmacokinetic
& pharmacodynamic dose escalation study
of SF1126 given twice weekly by IV to pa-
tients with advanced or metastatic tumors

Phase: |
Conditions: Solid Tumors
Strategy: Target KIT downstream signal (P13K)
Semaphore Pharmaceuticals
Contact: Ulrich Schwertschlag
Telephone: 978-257-1926
Sites: Arizona Cancer Center,
Tucson, Ariz.
Daruka Mahadevan, MD
530-626-0191

Indiana University, Indianapolis, Ind.

Elena Chiorean, MD
317-278-6942

XL147

Study of safety and pharmacokinetics of
XL147 in adults with solid tumors

Phase: |
Conditions: Cancer
Strategy: Target KIT downstream signal-
ing (PI13-K)
NCT#: NCT00486135
Sites: DFCI, Boston, Mass.
Pilar del la Rocha Mur
617-632-5841
Geoffrey Shapiro, MD
Mary Crowley Med. Res. Ctr.,
Dallas, Texas
J. R. Dolan
214-658-1943
Gerard Edelman, MD

XL765

Study of safety and pharmacokinetics of
XL765 in adults with solid tumors

Phase: |
Conditions: Cancer
Strategy: Target KIT downstream signal-
ing (P13-K)
NCT#: NCT00485719
Sites: Karmanos Cancer Institute,
Detroit, Mich.
Theresa Laeder, 313-576-9386
Pat LoRusso, DO
South Texas Accelerated Re-
search Therapeutics (START)
San Antonio, Texas
Gina Mangold, 210-413-3594
Kyriakos Papadopoulos, MD

Adult GIST pamphlet
transiated into URDU!

The Adult GIST information
pamphlet is now available online and
for order in Urdu.

What is Urdu?

Well, according to our friends at
Wikipedia, “Standard Urdu has
approximately the twentieth largest
population of native speakers, among
all languages. It is the national
language of Pakistan as well as one
of the 23 official languages of India.

Adult GIST and Pediatri
pamphlets can now be viewe
English and Spanish. Plans are
in effect to add more languages.
If you want to volunteer to help
us in our efforts, please email
Sara at srothschild@
iferaftgroup.org.
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much higher in wildtype KIT tumor
samples, compared to that of mutated
KIT samples. Regardless of age, we be-
lieve that patients with wildtype GIST
will have more in common than those
with gene mutations. We then discussed
Dr. Demetri’s and Dr. Janeway’s plan to
initiate a treatment protocol for patients
with pediatric or wildtype GIST. The
study agent will be an IGF-1R antibody.
These were some of the many issues that
we addressed. Specifics details of this
meeting and other aspects of the Clinic
will be presented in the coming months
on our website.
== As a consequence of
this clinic, we are
proud to an-
7 nounce the for-
¢! mation of the
Consortium for
Pediatric and
wildtype GIST
Research
(CPGR). Member
institutes include
| Dana-Farber Cancer
Institute, Memorial
7 Sloan-Kettering
Cancer Center,
Texas Chil-
dren’s Hospi-
tal and the National Institutes of Health.
All clinicians and researchers with an
interest in pediatric and wildtype GIST
are encouraged to join.

CPGR will meet twice yearly at the
NIH. The second Pediatric and Wildtype
GIST Clinic is scheduled for January 21
and 22, 2009.

Updates of results from Pediatric GIST
Clinics will be posted quarterly on our
website at www.pediatricgist.cancer.
gov, which is expected to open on Octo-
ber 1, 2008. There will also be a parallel
series of articles that addresses research.
The first of these will explain what hap-
pens to a tumor sample, how it is proc-
essed and what types of experiments are
performed. Every article will be written
in a way that a medical dictionary will

See NIH1, Page 12

Did you Know...

Being far from home for treatment is difficult enough with traveling,
leaving jobs and/or school behind and separating family members. Lodging
can be an added annoyance and expense that you may not be able to cope

with. Here are a few choices:

«Joe's House-Site lists hundreds of can-

cer treatment centers and lodging facili-
ties (www.joeshouse.org)

«National Association of Hospital Hos-

pitality Homes Incorporated-Provides
lodging and more for patients and fami-
lies during medical emergencies
(www.nahhh.org)

+Ronald McDonald House-Provides a
home away from home for families of
seriously ill children (www.rmhc.org)

reimbursement, prescriptions, travel,
lodging and Medicare?
Download or order the new LRG
Financial & Logistical pamphlet at
www.liferaftgroup.org/
pamph_order.php

INFINITY

From Page 4

The trial will be randomized and will
use a placebo control with a crossover
upon progression. The trial design calls
for a 2:1 ratio, with the 66 percent of
patients, or 130 of the 195 accrued pa-
tients, assigned to the IP1-504 treatment
arm. Thirty-three percent will be on the
placebo arm. The placebo patients will
have a one week washout period before
trial start.

On the trial, patients will receive 400
mg/m2 of IP1-504 (or placebo) as a 30-
minute intravenous infusion twice
weekly for two weeks followed by one
week off with best supportive care. The
first status evaluation will include a CT
scan approximately two weeks into the
trial.

The IPI-504 trial design includes plans

Financial &

Lugislical
/"Want to see more tips for help with || Assistance for
GIST patients

] Prescriptions
] Teawel

Don°t forget
about cur
other
pamphlets! @

Keep a look
out in the next
few months for

CIST Patient

the GIST b

Registry pam- ety
- phlet that will
recoserent || help answer

some common
guestions about
LRG research.

@ Lodging
m Medicare

to use centralized CT scan review to
insure both consistency and accuracy in
measuring potential progression and
timely turn-around. Plans include scans
at two, five, and eight weeks with a one
week turn-around. Four to six radiolo-
gists will read the scans and compare
results. Results will be transmitted elec-
tronically for review by the primary site
(Dana-Farber Cancer Institute). Infinity
has provided assurance of best effort in
monitoring all patients for progression
so that crossover can be timely for those
patients on placebo.

This article is based on a May 30
meeting with Norman Scherzer, Jim
Hughes and representatives from Infinity
Pharmaceuticals and subsequent tele-
phone discussions with Infinity.

Please see, “Placebo: Wrong then,
wrong now”” on page 1, for the LRG’s
position on this trial.
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PFS: Patient Benefit or Lower Standard?

By Eleanor Mayfield
National Cancer Institute

he U.S. Food and Drug Ad-
ministration (FDA) recently
granted bevacizumab
(Awvastin) accelerated ap-
proval for use in combination with
paclitaxel (Taxol) to treat some pa-
tients with metastatic breast cancer.
The decision cast a spotlight on a
somewhat controversial clinical trial
endpoint that the agency used to support
its decision. Though the combined ther-
apy improved progression-free survival
(PFS) by 5 months compared with the
control group, which received only pa-
clitaxel, there was no significant im-
provement in patients’ overall sur-
vival (OS).

The difference between
PFS and OS is that
PFS measures the
time from a pa-
tient’s random
assignment to
one treatment
arm or another
until the patient’s
cancer begins to grow
again or the patient dies from
their cancer; whereas OS measures the
time from randomization until death
from any cause.

Central to the controversy over the use
of PFS as an endpoint in cancer clinical
trials is whether delaying disease pro-
gression matters if a cancer treatment
doesn’t also lengthen patients’ lives. Put
another way, which matters more: longer
life or better quality of life?

FDA considers OS the most reliable
cancer endpoint. It is a universally ac-
cepted direct measure of the benefit of
an experimental drug or other treatment,
and it is unequivocal and easy to meas-
ure. Demonstrating in a clinical trial that
a drug improves OS, however, is no easy
feat. It often requires trials with hun-
dreds of patients that take years to com-
plete.

Furthermore, with multiple treatment

options now available for many types of
cancer, patients can switch to other
therapies if the treatment they are receiv-
ing in a clinical trial stops working.
That’s good for patients, but it creates a
conundrum for those who must interpret

Progression-free survival (PFS)-

The length of time during and after treatment
in which a patient is living with a disease that

does not get worse.

trial results: If a patient’s OS improved,
how much of that improvement was due
to the study drug and how much was due
to subsequent treatments?

In this respect, explains Dr. Daniel J.
Sargent, a biostatistician with the North
Central Cancer Treatment Group (an
NCI-sponsored clinical trials coopera-
tive group) who has authored numerous
articles about endpoints in cancer clini-
cal trials, PFS offers an advantage over
OS because it requires patients to be
followed only until their disease pro-
gresses. PFS, therefore, measures only
the effect of the study drug and is not
diluted by subsequent treatments pa-
tients receive, as OS may be.

“Most patients stop taking the study
drug when their disease begins to pro-
gress,” he says, “so the PFS clock stops

at that point.” This also means that trials
using PFS as an endpoint can be
completed more quickly than trials
using OS, and they generally re-
quire fewer patients.
A key advantage of PFS as a clini-
cal trial endpoint, says Dr. Sargent,
is that “it captures both a tumor-
shrinkage and a tumor-stabilization
effect.” This is important because,
unlike conventional chemotherapeu-
tic drugs that kill cancer cells, causing
tumors to shrink, many new targeted
drugs (including bevacizumab) work by
other mechanisms, which may stop tu-
mors from growing but don’t always
cause them to shrink.

A concern with using PFS as a trial

endpoint, says Dr. Sargent, is that it’s
more subjective than OS and can
be influenced by outside
factors, including
how disease
progression is
defined and
measured,
which may
vary from one
trial to an-
other. For example,
because progression is
measured by X-rays or computerized
tomography (CT) scans, measures of
PFS can differ depending on how fre-
quently those assessments are per-
formed.

Other questions surrounding PFS in-
clude: What magnitude of improvement
in PFS is clinically meaningful? And is
an improvement in PFS beneficial to
patients in and of itself, regardless of
whether OS is also improved?

Dr. Jo Anne Zujewski, head of Breast
Cancer Therapeutics in NCI’s Division
of Cancer Treatment and Diagnosis, is
emphatic that, at least in advanced breast
cancer, an improvement in PFS is bene-
ficial to patients in and of itself. “In ad-
vanced breast cancer, disease progres-
sion is often symptomatic and uncom-
fortable, so if we can delay that, it’s a

See PFS, Page 12
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not be required to understand the docu-
ment. In addition, there will be a section
that contains published scientific arti-
cles, in an easy, downloadable PDF for-
mat.

The website will also contain restricted
access subpages, accessible only by the
patient, the patient’s doctor and CPGR
members. The delay in opening this
website is to ensure security and main-
tain confidentiality. Medical records,
radiographic images and scanned pathol-
ogy slides can be uploaded to this site.
This will allow CPGR members the op-
portunity to correlate clinical care with
research endeavors. As CPGR grows,
the ability to help promote patient care
via this web interface will also increase.

All of the above was made possible by
the willingness of patients and support
groups to participate in the inaugural
Pediatric GIST Clinic. We would like to
thank everyone who contributed time
and effort to help in this endeavor. You
are truly the pioneers who have estab-
lished the foundation for scientific pro-

BAVENO

From Page 8

plasma reference levels through a col-
laborative effort.

Other plans include forming a sub-
group with the French organization, En-
semble Contre le GIST, the Swiss or-
ganization, GIST-Selbsthilfegruppe
Schweiz) and several other patient or-
ganizations to draft a working protocol
for consideration by the entire interna-
tional GIST community.

In addition, the LRG is setting up a
comprehensive survey that includes
evaluating long-term side-effects, patient
compliance, mutational testing and
plasma level testing and attempts to cor-
relate the relationships between these
four components. Priority will be given
to evaluating long-term survivors to try
to determine what sets them apart, par-
ticularly with reference to plasma level
and mutational status.

PFS

From Page 11

benefit to the patient,” she says.

However, Dr. Zujewski adds two cave-
ats: “The magnitude of the benefit must
be sufficient to be confident that it’s not
biased. An increase of a month or two
would not provide that confidence and
would probably not be clinically mean-
ingful. Second, patients must not endure
a lot of toxicity as a price for keeping
their disease in control longer. If an oral
agent had very few side effects and de-
layed progression for 4 months, most
patients with advanced breast cancer
would take it.”

Dr. Richard Pazdur, director of the
FDA Office of Oncology Drug Products,
agrees. “I have no problem accepting
that, in a lethal disease such as metas-
tatic cancer, delaying progression is a

clinical benefit in itself, provided that
the magnitude of the benefit is sufficient
and the side-effect profile acceptable.”

FDA has recently approved several
other new anticancer drugs based on an
improvement in PFS, notes Dr. Pazdur,
including sorafenib (Nexavar) for renal
cell cancer, gemcitabine (Gemzar) for
ovarian cancer, and ixabepilone
(Ixempra) for breast cancer.

The agency still asks clinical trial
sponsors to enroll a sufficient number of
patients to detect an effect on OS, adds
Dr. Pazdur. “We always want to be sure
a drug isn’t reducing OS,” he explains.
“But a dogmatic approach that we will
accept only an improvement in OS for
drug approval doesn’t serve anyone
well, certainly not patients. | know there
are people who think granting approvals
based on an improvement in PFS
amounts to lowering the standard, but |
view it as having greater flexibility.”

WELCOME TO THE LIFE RAFT GROUP INFORMATION CENTER |
J

Drum roll please...

Have you seen the new LRG Newsroom?

The Life Raft Group is
proud to present the
new LRG Newsroom!

taEwapizatm

] e
2

Zasd ou S e s

GISTRschagY

s Here you can find a mul-

y timedia gallery, including
' | webcasts, blogs, videos
and member stories.
You can also check out
past LRG annual re-
ports, recent news and
educational GIST mate-
rials. Check back often
for the most up-to-date
GIST & LRG news!
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“The Life Raft Group remains
committed to its mission to
ensure the survival of every
GIST patient. We cannot
condone a situation in which
terminally ill patients and
their families are asked to
choose hetween a placebo and
a drug which might save their

lives.”

PLACEBO

From Page 5

which might save their lives.

4. There is an alternative to this pla-
cebo protocol: Although it may take
more patients, time and money, there is
no disagreement that a clinical trial for
IP1-504 could be created with current
best treatment substituting for a placebo.

In an October 2006 article on the effi-

A S AN g
SRS -_._-"-

cacy and safety of sunitinib®, and which
was co-authored by George Demetri, the
sunitinib principal investigator, the au-
thors commented that “subsequent pre-
liminary data suggest that discontinua-

tion of imatinib in patients with GIST
increases risk of disease progression and
is associated with accelerated disease
progression in some patients...With this

Figure 1

Dose {mg/m?) # of pts Best Response | # of Cycles per
h}r RECIST

This chart shows data from the IPI-504 Phase | trial. The best response by RE-
CIST for any given patient is stable disease (SD), implying the drug works by
stabilizing the tumor rather than shrinking it.

perspective, continuing imatinib despite
progression might have served as an
alternative approach for the (placebo),
for reasons of patients’ well being and
because discontinuation of imatinib ther-
apy might not represent the most current
standard of palliative care. In the ab-
sence of a trial directly comparing sunit-
inib with continuing imatinib treatment
after imatinib failure no definitive con-
clusion about the superiority of switch-
ing to sunitinib can be reached.” We
would submit that his words hold
true for this new clinical trial as well.

Please see Jim Hughes’ article on
page 4 for more information on the tri-
als’ protocol.
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Pennsylvania GISTers meet!

Kim Trout, Pennsylvania local group leader was a little disappointed when
only one person showed up to the July 12 meeting. However, as Kim says, it
was a “small, but mighty” day, because she was
able to help another GIST patient, Ellen Baker
(pictured, left). “I thought | was able to share
| important information with her and encouraged
her to be her own advocate. | was glad to make
a new friend and it was Ellen's first time meeting
anyone else who has GIST.”

4 The next Pennsylvania meeting is tentatively
| scheduled for October 11. Mark your calendars
now, folks!

Global GIST Network

adds n ev%iiﬁf h@%
GIST Global

GIST-Network
representatlves

Cyprus

George Constantinou
george@gnora.com

o

Dominican Republic

Alejandro Miranda
ma.689.1215@gmail.com
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Schade offered a warm smile and a love of life

an “Butch” Patrick Schade of San
Diego passed away peacefully at
home on Sunday, June 29, 2008,
he was surrounded by his loved
ones. Butch was born on February 11,
1970 and raised in Cranford, New Jer-

sey, before moving to San
Diego. He was an avid
surfer, loved motorcycles
and had a passion for clas-
sic cars. He was em-

ployed as an estimator at
Magnesite
Specialties,

Inc. He made

the world a
better place,

his smile put eve-
ryone at ease. Butch brought
happiness to the lives of eve-
ryone lucky enough to be
part of his life. Butch was a
loving fiancé to Kerry
O’Sullivan with whom he
shared his life for the past 14
years, the devoted son of
Janet and James Stivale. He
leaves behind brothers
James, Brian and Patrick,
Aunt Phyllis and many dear

Butch, with beloved fiancé, Kerry.

Mark your
calendars!

¢ A gathering of
GIST patients in
California will be
held, Saturday,
August 16.
Please contact
Martha at 408-247-1045 or
john.martha@sbcglobal.net for
more information.

¢ Don't forget! Life Fest is be-
ing held September 12-14 in
Chicago. See page 2 for de-
tails and page 15 for a registra-
tion form.

friends that he revered as

family including his loyal friends,
Brutus and Ozzy. In lieu of flowers
please offer donations in Butch’s honor
to the oncologists that cared for Butch so
that their research can continue to battle
this disease.

Donations can be made through the
Dana-Farber Cancer Institute, c/o An-
drew J. Wagner, MD, PhD, for GIST
Research or UCLA Jonsson Cancer Cen-
ter, c/o William Tap, MD, for GIST Re-
search. Please visit www.butchschade.
com for instructions on giving.

Here is a photo from LRG member, Ellen
Mayer’s (pictured, left) recent art show,
“Evolution of the Original Eye”.
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Congratulations Ellen!
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Life Fest Hyatt Regency O'Hare
9300 Bryn Mawr Ave.
September 12-14, 2008 Rosemont, IL 60018

For hotel reservations, please call the Hyatt Regency O'Hare at
(847) 696-1234 *Indicate that you are with the Life Raft Group. The
LRG rate is $109 (+tax) per night for single and double occupancy rooms.

You can also register online at: www.liferaftgroup.org
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Please mail this completed

Please check all the apply: registration form and payment to:
LRG Member: Gist Patient: Caregiver: The Life Raft Group

Number Attending: x $135= Attn: LitclEas
40 Galesi Dr., Ste 19

Wayne, NJ 07470
(J 1 would like to pay by credit card:

Please Circle One: AMEX VISA MSTRCARD

The meeting schedule is as follows:

Friday: 6 p.m. Dinner Reception
Saturday: 8 a.m.— 5 p.m. Breakfast, Presentations, Lunch & Workshops
Sunday: 9 a.m.—1 p.m. Breakfast, Presentations, Candle Ceremony
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THE LIFE RAFT GROUP

Life Raft staff

Executive Director

Director of Operations

Science Coordinator

Director of Planning & Development
Program Coordinator

Assistant Program Coordinator

Assistant Research Projects Coordinator

Bookkeeper/Office Assistant
Office Assistant
Administrative Assistant
Summer Intern

Norman Scherzer
Tricia McAleer
Jerry Call

Marisa Bolognese
Sara Rothschild
Erin Kristoff
Magda Sarnas
Gale Kenny
Nicole Burke
Matthew Mattioli

nscherzer@liferaftgroup.org
tmcaleer@liferaftgroup.org
jcall@liferaftgroup.org
mbolognese@liferaftgroup.org
srothschild@liferaftgroup.org
ekristoff@liferaftgroup.org
msarnas@liferaftgroup.org
gkenny@liferaftgroup.org
nburke@liferaftgroup.org
mmattioli@liferaftgroup.org

Contact the Life Raft Group

40 Galesi Drive
Wayne, NJ 07470

Phone: 973-837-9092
Fax: 973-837-9095

Internet: www.liferaftgroup.org

Khushabu Kasabwala intern@liferaftgroup.org

E-mail: liferaft@liferaftgroup.org

Life Raft volunteers

General Counsel
Accountant
Accounting Firm
Database Consultant

Steven Rigg
Newsletter Editor Emeritus

Richard Palmer
Fundraising co-chairs
John Poss
& Gerald Knapp
Jim Hughes
David Josephy
Michael Josephy
Rick Ware
Glenn Wishon
Ulrich Schnorf
Paula Vettel

Thomas Overley
Kristi Rosenberg

Science Team

Mackey & Mackey

guitarman335@msn.com
kristi@mackeycpas.com
calvin@mackeycpas.com

StevenRigg@aol.com
richardpalmer@hawaii.rr.com

John@PossHaus.com
gsknapp@winfirst.com
tjhughes43@comcast.net
djosephy@uoguelph.ca
mjosephy@gmail.com
rwkathiel@aol.com
gwishon@earthlink.net
ulrich.schnorf@bluewin.ch
paulav2@sbcglobal.net

Board of Directors
Executive Committee

Jerry Cudzil, President
Stan Bunn
Ray Montague

jeudzil@liferaftgroup.org
SBunn@BSTGIobal.com
rmontague@avalonexhibits.com

Directors

Robert Book

Mia Byrne

Chris Carley

Jim Hughes

Jerry Knapp

Dr. Arnold Kwart
John Poss
Marietta Robinson
Rodrigo Salas
Silvia Steinhilber

RMBook2@aol.com
mebmcb@wowway.com
ccarley@fordhamco.com
tjhughes43@comcast.net
gsknapp@winfirst.com
amkbmp@aol.com
John@PossHaus.com
MSebreeRobinson@aol.com
rsalas@maprex.com.mx
nswplas@mts.net

Life Raft regional chapters

Alabama
Alaska
Arizona
Colorado
California

Florida
Georgia
Hawaii

Idaho

lllinois

Indiana
Louisianna
Maine
Maryland
Massachusetts
Michigan
Missouri
Nevada

New Jersey
New York
North Carolina
Ohio

Oregon
Pennsylvania
Rhode Island
South Carolina
Tennessee
Texas

Virginia
Washington
Wisconsin

Pat George
Frank Domurat
Linda Martinez
Jerry Call

Floyd Pothoven
Martha Zielinski
Skip Ryan

Pat Lemeshka
Richard Palmer
Janet Conley
Richard Kinzig
Robert Book
Jackie Welsh
Jodi Merry
Bonnie Emerson
Janice Leary
Ellen Rosenthal
Bob Tikkanen
Erik Krauch
Anita Getler
Dan Cunningham
Chuck Korte
Kaye Thompson
Gail Mansfield
Kimberly Trout
Susan Farmer
Al Boyle

Alice Sulkowski
Kerry Hammett
Sally Jackson

Deanne Snodgrass

Rick Ware

patgeorge@bham.rr.com
patient@oncologyalaska.com
linda.martinez1@cox.net
jcall@liferaftgroup.org
floyd@fastsemi.com
john.martha@sbcglobal.net
skipryan@tampabay.rr.com
riyank@bellsouth.net
richardpalmer@hawaii.rr.com
jkconley73@cableone.net
rikinz@aol.com
RMBook2@aol.com
jackie.welsh@mms.gov
merryhillacres@hotmail.com
bteenseyl@hotmail.com
jleary@orr.mec.edu
ebrosenthal@comcast.net
rtikkanen@msn.com
erik.krauch@cox.net
agetler2550@hotmail.com
Daniel.Cunningham2@pseg.com
pckorte@earthlink.net
tnt.1@sbcglobal.net
timothy.mansfield1@verizon.net
musikwithkim@yahoo.com
sfarmerl0@cox.net
captboo@alltel.net
sulkowskiab@msha.com
hammett@uthscsa.edu
spjackson@cox.net
g-d-snodgrass@comcast.NET
rkwelmwood@yahoo.com

Life Raft country liaisSons: Learn more about the Global GIST Network: www.globalgist.org

Australia Katharine Kimball katharine_kimball@hotmail.com Jordan
Belgium Kris Heyman kh@-contactgroepgist.be Kenya
Bolivia Virginia Ossio vossiop@gmail.com Lithuania
Brazil Alexandre Sakano alexandre@sakano.com.br Malaysia
Canada David Josephy djosephy@uoguelph.ca Mexico
China Ruijia Mu mu_ruijia@yahoo.com Netherlands
Colombia Rafael Vega ravega63@yahoo.es Norway
Costa Rica Michael Josephy mjosephy@gmail.com Pakistan
Cyprus George Constantinou george@gnora.com Poland
Dominican Republic Alejandro Miranda ma.689.1215@gmail.com Romania
France Estelle LeCointe info@ensemblecontrelegist.org Russia
Germany Markus Wartenberg wartenberg@lebenshauspost.org Singapore
Greece George Constantinou george@gnora.com South Korea
Hungary Tunde Kazda cmigist@cmlgist.hu Switzerland
Iran Negar Amirfarhad negaraf@sympatico.ca Thailand
Ireland Carol Jones roycal-re-gist@hotmail.com Turkey
Israel Ben Shtang ehuds@merkavim.co.il U.K.

Italy Anna Costato anna.costato@virgilio.it Uruguay
Japan Sumito Nishidate eujc@mbj.nifty.com Venezuela

Mohammed Milhem mohammed-milhem@uiowa.edu
Francis Kariuki bridgestone@coopkenya.com
Virginija Zukauskiene virginija.starkute@gmail.com
Yong Choo Sian  ycspj2005@yahoo.com

Rodrigo Salas rsalas@maprex.com.mx
Contactgroep GIST bestuur@contactgroepgist.nl
Odd Andreas Tofteng oddandreas@yahoo.com
Muhammad Shahid Rafique rsr_srs@yahoo.com
Stan Kulisz listy@gist.pl

Simona Ene si_mi_ene@yahoo.com

Tanya Soldak soldak@rpxi.org

Robert Richardson jambo@pacific.net.sg
Changhoon Lee chlee@mobismiami.com

Ulrich Schnorf ulrich.schnorf@bluewin.ch
Kittikhun Pornpakakul kittikun_p@yahoo.com
Haver Tanbay tanbay@tanbay.net

Judith Robinson Judith@ndrobinson.plus.com
Fabrizio Martilotta fabrizio.martilotta@gmail.com
Maria Isabel Gbmez asaphe_venezuela@yahoo.com



