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Lung Cancer Discoveries
Moving from Bench to Clinic

t can happen to the best of us. News anchor Peter

Jennings’ death and Dana Reeve'’s potentially

lethal lung cancer have catapulted this fearsome
disease to the forefront of public awareness. More
than 160,000 people will die from lung cancer this
year, 10-15% of whom have never smoked or been
exposed to cigarette smoke. Persistent cough, unex-
plained weight loss, or difficulty breathing may signal
a serious problem or lung cancer that for many is ter-
minal, and survival rates have not improved for the
past half century.

Behind the scenes, however, the multidisciplinary,
multinational group of researchers from the “Insitute
Without Walls” program of the Samuel Waxman Cancer
Research Foundation are chipping away at what until
now has been a nearly insoluble problem. These dedi-
cated investigators are working in far-flung laborato-
ries from Israel to New Hampshire to Texas, and are
bringing their discoveries out of the lab, into the clinic,
to patients who need them most.

One of these scientists is Professor Yosef Shaul of
the Weizmann Institute in Rehovot, Israel, who has pro-

vided his colleagues with the opportunity to invent
exciting new therapeutic applications by discovering
a way to selectively block the destruction of p53 pro-
tein, which is associated with the most common cell
mutation that causes lung cancer.

At the M.D. Anderson Hospital in Houston, Texas, Dr.
Reuben Lotan and his collaborators are working on
methods to thwart the development of lung cancers
in smokers, and also to prevent recurrence in patients
who have undergone surgery for lung cancer.They are
fighting the progression of lung cancer with chemical
agents which block abnormal cell pathways. In addi-
tion they have created an animal model with lung
cancer due to a specific gene defect. They are passing
along this valuable information to other investigators
in the SWCRF so that more clinical strategies can be
developed.

Dana Reeve fits the profile of lung cancer victims
who have never smoked, the majority of whom are
women. Physician-scientists at Mount Sinai Hospital in
New York and SWCRF scientists at the Massachusetts
General Hospital in Boston are asking why some non-
smokers develop lung cancer and others don't. Their
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Michael Nierenberg

Samuel Waxman, M.D.

From the Chairman & Scientific Director

Dear Friends,

Itis with great pleasure

that | announce that

Merle Duskin Kailas

has joined SWCRF as its

new Executive Director.
Mes. Kailas realized

Merle Kailas

early in her career
that in order for the non-profit sector to
thrive, it must avail itself of the manage-
ment tools employed by the private sector.

She comes to us from Thirteen/WNET
New York, the PBS flagship station, where
she successfully put theory into practice
as Managing Director of Production
Finance and Management. Ms. Kailas was
responsible for an annual production
budget of $90 million; creating over 1000
hours of public television programming,
including the series Great Performances,
Nature, American Masters, Cyberchase and
Wide Angle.

Her financial and managerial skills were
honed in the fields of management con-
sulting with KPMG LLC, venture capital
with Bradford Ventures Ltd., and invest-
ment banking with Fahnestock & Com-
pany in its Paris branch office.

Ms. Kailas was the founding Chair of
the Board of the Cherry Lane Theatre
and continues on its Advisory Board.
Married and the mother of three, she
holds a Masters Degree in Public and Pri-
vate Management from the Yale School
of Management where she was the
recipient of the Laurence C. Leeds, Jr.
Honor Award.

We look forward to introducing Ms.
Kailas to all of you. In the meantime, |
hope you'll find a moment to pick up the
phone to say hello. I'm sure you'll be as
impressed as | am. - Michael Nierenberg

The SWCRF ‘s “Institute Without Walls”
continues to grow through its funded
groups of collaborating scientists. Each
researcher concentrates on a particular spe-
cialty, while also actively crossing over to
investigate other cancers - breast, lung,
prostate, liver, melanoma and blood malig-
nancies. Beginning with this issue, each
SWCRF Newsletter will feature a specific type
of cancer program, describe the research,
investigators and recent accomplishments.

This issue focuses on lung cancer, which
continues to be a major health menace.
Despite education about smoking and
attempts to develop better treatments,
the clinical outcome has not significantly
improved.How is this possible? The answer
is complex as lung cancer develops in a
multi-step process involving gene muta-
tions which make the cancer cell unstable
and adaptive. Many of these mutations
are related to smoking but some are not.
These genetic changes give the cancer cell
growth advantage and signals to prevent
differentiation and death. Being unstable,
the cancer cell can change from one gen-
eration to the next as the tumor forms.
Despite looking the same at the time of
surgery, in some people lung cancer may
be curable and other people lethal.

The new treatments described by Dr.
Dmitrovsky (Page 7) and others working
in the SWCRF lung cancer program are
designed to build an arsenal of lung
cancer specific drugs to hit their target
and eradicate the cancer cell.

One day soon, we hope that each indi-
vidual tumor will be characterized at the
gene level, enabling targets to be clearly
identified and therapy designed for each
person. This will result in better preven-

tion and outcome. - Samuel Waxman
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Meet Our Investigators

Alan D. Friedman, M.D.

Benjamin Neel, M.D., Ph.D

Baphins Uning

Charles L. Sawyers, M.D.

William A. Weiss, M.D., Ph.D.

Yosef Shaul, Ph.D.

SWCRF Adds Five New Research Projects to its
International, Interdisiplinary “Institute Without Walls.”

rom an impressive application pool of 40 individual grant and 18 program grant proposals, five new projects were

chosen for multi-year grants. A panel of 22 investigators conducted an intensive peer-review of each proposal, based

on a process employed by the National Institutes of Health. To ensure that each application reflected the Foundation'’s

goals, the Board of Director’s Scientific Task Force Committee held a second review.

The grants began July 1, 2005, and most of them cover a period of up to a three-years. After the second year of funding,

grantees must demonstrate collaboration with other SWCRF investigators (now numbering 50 worldwide) in the “Institute

Without Walls” and receive a positive review from the Foundation’s external Scientific Advisory Committee. They will then

become eligible for a third year of funding and future Bridging Grants.

Alan D. Friedman, M.D., Associate Professor

of Pediatric Oncology, Johns Hopkins University
Dr. Friedman’s work focuses on how,
through a process called differentiation,
normal white blood cells form in the bone
marrow from normal stem cells. In addi-
tion, his research group is investigating
how mutations in master regulators of dif-
ferentiation contribute to the formation of
acute myeloid leukemia. He recently found
that one of these regulators, C/EBPalpha,
contributes to the formation of leukemia
through interaction with NF-kappaB,
which is another protein. SWCRF funds will
allow Dr. Friedman to further validate this
interaction as a target for cancer therapy
and to identify small molecules that pre-
vent interaction between C/EBPalpha and
NF-kappaB. He anticipates that these
inhibitors may lead to novel drugs useful
not only for the treatment of leukemia but
also for other cancers that express C/EBPs,

such as breast, prostate, and lung cancer.

Benjamin Neel, M.D., Ph.D., Professor of

Medicine, Beth Israel-Deaconess Medical Center,
Harvard University

Breast cancer is the second most common

cause of cancer-related death in women

in the United States. Although chemo-
therapy, hormonal-based therapy, and
some molecularly targeted agents have
improved survival in some breast cancer
patients, many who are not cured by
surgery alone will die of their disease.
There is an urgent and thus far unmet
need for new, more effective approaches
to breast cancer treatment. The conven-
tional view of breast (and other) cancers
holds that the majority of tumor cells have
similar neoplastic properties. However,
recent studies suggest that this view may
be fallacious. Instead, as in normal tissues,
only a small fraction of the cells in tumors,
possess stem-cell like properties: i.e., the
ability to self-renew and give rise to all of
the other cells present in the tumor.These
tumor stem cells (TSC) probably do not
proliferate very actively and respond
poorly to chemotherapy; the behavior of
these cells explains why current pharma-
cological therapies are rarely curative,
although these therapies almost always
result in significant shrinkage of breast
tumor mass. Unfortunately, however, the
tumor typically recurs.

Dr. Neel’s project focuses on the identi-

fication, purification, and characterization

of breast TSC.

system is particularly well-suited to elimi-

Because the immune

nate small numbers of cells, the long
range goal of this research is to evaluate
the efficacy and toxicity of vaccines tar-
geted against breast TSC, compared to
those against bulk tumor cells.

Yosef Shaul, Ph.D., Oscar and Emma Getz
Professor, Department of Molecular Genetics,
Weizmann Institute of Science (Rehovot, Israel)
Normal cells are protected from being
transformed to cancer cells by tumor sup-
pressor proteins. The tumor suppressor
most often mutated and lost in human
cancer is p53. The goal of Dr. Shaul’s
research is to take advantage of his recent
discovery of a new mechanism governing
the stability of p53 protein, which controls
the cellular level of tumor suppressors
and prevents cancer formation.

Dr.Shaul and his team are investigating
a pathway which protects p53 protein
from degradation. Drugs currently avail-
able that work in this pathway will play a
part in this research to identify molecular
mechanisms and lay the groundwork for
future directed drug design.

(continued on page 7)



Fundraising Events

Golf Tournament

vent Chair Dale Claman and SWCRF Board Member

Peter Claman were the hosts of this year’s 23rd

Annual Invitational Golf Tournament held at Rock-
rimmon Country Club on June 27th. Dale’s indefatigable
efforts led to a total raised of $220,000.

The event was underwritten by Corporate Sponsors SAC
Capital Advisers,LLC and Bank of America and by our Golf
Patrons Lawrence Altman, Robert Cannon, Eric Goldstein,
Gary Jacob, Abby Levine, Tony Shogren and Jerry Wolff.

Photos by Roland Thomasset

A Hamptons Happening

he second annual SWCRF Hamptons Happening - A

Tasting Event and Auction was held on July 23rd at

The Mill, the historic Southampton home of Dena K.
Weiner and David Rozenholc. Over 350 guests were treated
to delicacies from 20 restaurants.

Nearly $200,000 was raised due to the dedication of event
co-chairs Laurie L. Schaffran and Marion Waxman, tirelessly
supported by committee members Vera Capeci, Marcia and
Richard Godosky , Marcia Lavipour, Thomas Mikolasko, David
Rozenholc, and Dena K. Weiner. The Benefit Junior Com-
mittee was chaired by Ruth Rozenholc Abend, and its mem-
bers added to the charm of the evening.

Mark your calendars - our third annual Hamptons
Happening will be held on Saturday, July 8th 2006.

Photos by Richard Lewin and Ed Rosenblat

Hosts David Rozenholc and Dena K. Weiner (Vice-President of
the Board) joined by Laurie L. Schaffran (SWCRF Secretary and
Event Co-Chai, center of photo).

From left: Board Members Peter Claman and Abby
Levine with Event Chair Dale Claman.

l |

From left: Howard Rubin, Chairman of the Board Michael
Nierenberg, and Dave Kaplan.

From left: Benefit Committee member Marcia Lavipour
with Baldoria Restaurant chefs Frank and Carla Pellegrino.
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From left: Dennis Herman, Board Vice-President Gary
Jacob joined by Norman and Robert Kramer.
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From left: William Ettelson, Honorary Board Member
Edwin Scheurer, Peter Spitz and Thomas Gilbert.
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From left: Martin Eglow, Mark Rubinstein, Peter
Caplin and Board Member Ed Sheldon.

LIVE AUCTION

BEGINS AT 7:30 PM

From left: Alison Abend, Lauren Gray, Jordan Grieff
and Junior Committee Chair Ruth Rozenholc Abend.
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Scientific Advisory Photos by Elsa Ruiz

Scientific Advisory Committee

Cites ° Impresswe Progress

t is quite impressive that the tumor

types being investigated have now

greatly expanded from leukemia
models (to include) breast cancer, colon
cancer, melanoma, lung and liver can-
cers,” was one of numerous commenda-
tions for the SWCRF from the Scientific
Advisory Committee (SAC), which met on
June 13, 2005 for presentations and a
review of reports from all the investiga-
tors supported by the SWCRF. Reviews
were also shared at a reception attended
by SAC, funded investigators and SWCRF
Board Members. Newly initiated clinical
trials of lung cancer, melanoma,
leukemias and Hodgkin's disease were
also praised by the SAC, an independent
group of preeminent peer reviewers
headed by Max Wicha, MD, Director, Uni-
versity of Michigan Comprehensive
Cancer Center. “Remarkable progress”
was noted by the SAC in the creation and
expansion of the “Institute Without
Walls.” “We strongly support the‘Institute
Without Walls" model which will extend
the influence of Waxman Research Foun-
dation to support worldwide innovative
cancer research.”

“The question is, should we continue to
expand or stay where we are and go
deeper,” said Dr. Samuel Waxman, scien-
tific director of the SWCRF, acknowledging
SAC's favorable report and its emphasis on
maintaining the focus of the program.“l'd
like to keep the idea that we have about
fifty research investigators and sites,” Dr.
Waxman summed up. “The possibility for
interaction between those scientists
should be totally open and the possibili-
ties endless. If you're working with a par-
ticular abnormal gene or pathway, or
developing a compound for use as a drug

From left: Dr. Franco Muggia, Dr. Max Wicha, Dr. I. Bernard Weinstein, Dr. Samuel Waxman, Chairman of the Board

Michael Nierenberg and Dr. Stuart Yuspa.

in lung cancer, there's no reason why that
can't be considered for use in melanoma
or breast or prostate cancer.”

Highlights from SAC Review

“We were very interested to see the
interaction developing among scientists
in the SWCRF who are working on distinct
but complementary research problems,”
said the SAC report, mentioning the work
of Dr. Beverly Emerson of the Salk Insti-
tute, Dr. Jonathan Licht of the Mount Sinai
School of Medicine and Dr. Arthur Zelent,
LRF Centre for Cell and Molecular Biology
of Leukemia in London.

The Shanghai group, which presented
both clinical and basic studies of multiple
drug combinations for the treatment of
leukemia and lymphoma, had a signifi-
cant clinical result in improved long-term
remission in one group of patients, and
the SAC recommended that their dis-
covery be “disseminated as rapidly as
possible once the results are confirmed.”

The tumor dormancy program has
identified a key pathway which can be
manipulated to keep the cancer cell from
growing or in a dormant state. This work
by Dr. Liliana Ossowski and Julio Aguirre-

From left: Charlotte Rosenblatt, Lauri Strauss
Leukemia Foundation and Susan Rose, Former President
of the Board and Honorary Board member,SWCRF.

Ghiso can lead to two new approaches
for eradicating cancer. The first is the
development of inhibitors that manipu-
late this pathway to keep cancer cells for-
ever dormant. The other is to develop
new drugs to attack dormant cancer cells
specifically since they are not vulnerable
to present-day treatment. Work by Ben
Neel, a 2005 SWCRF grant recipient, to
isolate the stem cell from breast cancer
fits well with the tumor dormancy pro-
gram, since they may be responsive to
the same therapies. This is an example of
the multiple possibilities of collaboration
within the ‘Institute Without Walls.” The
multidisciplinary liver cancer program

(continued on page 6)



(continued from page 5)
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Impresswe Progress

has made significant progress in
showing patterns of gene expression
that could lead to determining early
diagnosis, prognosis and develop-
ment of more specific treatments for
this disease that occurs in some
patients with Hepatitis C. This pro-
gram should be greatly expanded to
include animal models, in-depth
mechanistic studies and eventual
development of clinical trials in pre-

vention and treatment.

Who's Who

In addition to Dr. Wicha, members of the
SAC include: I. Bernard Weinstein, Frode
Jensen Professor of Medicine at Columbia
University; Franco Muggia, director of the

Top Photo From left: Dr. Julio Aguirre-Ghiso, Dena K.
Weiner, Vice-President of the Board and Chair of
SWCRF Science Committee, Tom Carroll, Dr. Beverly
Emerson and Dr. Ruibao Ren.

From left: Dennis Charney, Dean of Research,

Mount Sinai School of Medicine, Dr. Kenneth L. Davis,
Dean of Mount Sinai School of Medicine; President &

CEO of the Mount Sinai Medical Center,

Dr. Jonathan D. Licht, Professor, Mount Sinai School of
Medicine and SWCRF Associate Scientific Director

division of medical oncology at the
Kaplan Comprehensive Care Center, New

York University; Stuart Yuspa, Laboratory

of Cellular Carcinogenesis and Tumor

Promotion, NCI Center for Cancer

Research, National Cancer Institute;
and Frank Rauscher, Wistar Institute
and Editor, Cancer Research.

Three Strohm Sisters Annual Benefit: A Growing Success

or more than ten years, sisters

Lucille Montrony, Jane Stanczuk
and Kathy Sarna, also known as the
Three Strohm Sisters, have been
fighting cancer. Between 1991 and
1994, all three sisters were diag-
nosed with breast cancer. Fortu-
nately, they are all cancer survivors.
Now, they have dedicated them-
selves to fighting cancer within their
community, raising awareness of early
cancer detection and sponsoring an
annual cancer research fundraiser
dinner/dance and raffle drawing to
benefit the Samuel Waxman Cancer
Research Foundation.

Last October, The Three Strohm
Sister’'s Family Foundation raised
$30,000 at their fundraiser in the
Nassau County, Long Island commu-
nity. Only five years ago, Lucille, Jane
and Kathy held their first event in
October 2000, which raised $5,000.

i it

From left: Lucille Montrony, Congresswoman Carolyn

McCarthy, Jane Stanczuk and Kathy Sarna

Since then, the event has grown in
popularity, attendance and visibility.
Next year, the three sisters expect to
continue the trend of topping the pre-
vious year’s success.

Much hard work goes into organizing
and preparing for these events, which have
annually been sponsored by the three sis-
ters and their Board of Directors. Board
Members include: Robert Berg, DDS, Ros-
alie Fabrizi, Catherine Focazio, Judy Focazio,
Josephine Guise, Karen Italo, Ann Jack-

owitz, Warren Meierdiercks, Mary Mor-
reale, Linda Policasro, Patricia Rhodes
and Barbara Strohm. Other benefits
during the year include a comedy
night, a cruise, and a reverse raffle
fundraiser where the winners were the
last two remaining tickets in the drum.
Many local businesses are also
involved in the effort and help with the
annual benefit's Journal.

Dr.Waxman has attended the event
every year as a guest of honor and
“The efforts of The Three
Strohm Sisters Family Foundation are

speaker.

remarkable,” he said. “Through advo-
cacy for cancer research, education
and outreach, their work is an example
of how those touched by cancer can
make a difference in their community.”

For further information about the
Three Strohm Sisters Family Founda-
tion, please contact Kathy Sarna at
516-561-3512.
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William A. Weiss, M.D., Ph.D., Assistant Professor Neu-
rology/Pediatrics University of California, San Francisco
Neuroblastoma is the third most common
pediatric cancer. Amplification of the MYCN gene
is a strong independent predictor of poor patient
outcome. MYCN represents an attractive target
for therapy, as it serves as a genetic marker for a
subset of high-risk neuroblastoma, and it is
expressed at relatively low levels in normal tis-
sues.The ability to inhibit MYCN in patients how-
ever, presents a formidable challenge.

Dr. Weiss screened 12 more selective com-
pounds (synthesized by collaborator Kevan
Shokat at UCSF), and found one specific com-
pound that had remarkable efficacy against
MYCN. This inhibitor was active in a wide variety
of tumors. SWCRF funding will characterize this
compound, and its analogues for efficacy against

MYCN both in cell culture, and in mouse models.

Charles Sawyers, M.D., Professor of Medicine, Molecular

Pharmacology and Urology, University of California, Los

Angeles. Investigator, Howard Hughes Medical Institute
Dr. Sawyers' Program Grant is focused on char-
acterizing signal pathway abnormalities in
prostate cancer, with an eye toward drug devel-
opment. His research is best demonstrated with
Brian Druker and Novartis in the development
of the kinase inhibitor imatinib/Gleevec as pri-
mary therapy for chronic myeloid leukemia. Dr.
Sawyers has also developed a leading program
in prostate cancer, defining critical signaling
pathways for disease initiation and progression
through studies in mouse models and human
tissues. This work, along with that of Dr. Hong
Wu of UCLA and Dr. William Sellers of the Dana
Farber Cancer Institute, forms the basis of the
Program Grant proposal supported by SWCRF
funding. They will use genetically engineered
mouse models of prostate cancer to identify
novel biomarkers of tumor genotype and treat-
ment response from tumor tissue and serum.
Once identified in mice, these biomarkers will
be validated in human samples, with the ulti-
mate goal of evaluating them in clinical trials of

molecularly targeted therapeutics.

(continued from front cover)

Lung Cancer
Discoveries...

investigation may tie in with work
being done at the Darmouth School of
Medicine, which could eventually result
in better prevention and treatment for
these patients.

The Dartmouth research, led by
physician-scientist Ethan Dmitrovsky,
has yielded a relatively non-toxic
combination drug treatment that
selectively inhibits the growth of
some malignant cells and kills others.
In addition to offering hope to
patients who have never smoked, this
approach may help pre-surgical
patients and patients who have recur-
ring lung cancer, who are now partici-
pating in a clinical trial being done in
collaboration with Mount Sinai Hos-
pital in New York City.

Questions for Ethan Dmitrovsky:

What are you doing currently?

We're seeing exciting results, based
on work supported by the SWCRF. In
the lab we identified molecular tar-
gets for lung cancer therapy and pre-
vention. We assessed these targets in
tumor biopsies from lung cancer
patients.Then, we moved from the
laboratory bench to the clinicin a trial
where we enrolled patients (smokers
and non-smokers) who have aerodi-
gestive tract cancers. Using two dif-
ferent drugs - Targretin (a relative of
vitamin A) and a drug called Tarceva
(aka erlotlnib) which was recently
approved by the FDA, we did a clinical
trial, achieving results with a different
pattern than we saw in earlier trials
using either of these agents alone.
Only lung cancer patients responded

Ethan Dmitrovsky, M.D. Chairman of the
Department of Pharmacology and Toxicology,
Dartmouth Medical Center

to the combination therapy, and these
included both smokers and people
who had not smoked. Our translational
research, supported by the SWCRF,
shows the benefit of this targeted com-
bination therapy.

What is your background, and how did it
influence the work you're doing now?

For nearly two decades | worked on
the role of vitamin A derivatives as
cancer therapy and prevention agents.
Early on, when | was on the faculty
of Memorial -Sloan Kettering Cancer
Center in New York, | concentrated on
research showing the activity of these
retinoids as a treatment for a rare form
of leukemia called acute promyelo-
cytic leukemia. It turns out that while
studying the pathways through which
these retinoids work, we uncovered a
mechanism that appears to play a key
role in preventing lung cancers. | felt
strongly that the pathway we'd been
studying was relevant to human lung
cancer treatment and sought with the
support of the SWCRF to target that
pathway in the clinic.

Are you doing anything else?

I'm the Andrew G. Wallace professor at
Dartmouth Medical School, and the
chairman of the Department of Phar-
macology and Toxicology. | also serve
as the senior advisor to the president
of Dartmouth College for science and
technology. | serve as a member of the
Lance Armstrong Foundation scientific
advisory board and recently testified at
the President's Cancer Panel.



Honoring Loved Ones With

“SWCRF” Donations

ike many soon-to-be wed couples, Corinne Sloan

and Bob Genirs are busy planning for their upcoming

November 14th wedding in Marco Island, Florida.
What makes this wedding special to The Samuel Waxman
Cancer Research Foundation is the couple’s decision to
honor the spouses they lost by asking the wedding guests
to contribute (in lieu of gifts) to either SWCRF or the Chil-
dren’s Memorial Hospital Tribute Program in Chicago. After
Bob lost his wife Peggy in 2002 to pancreatic cancer and
Corinne lost her husband Bill in 2001 to a heart attack, they
both felt, “extremely fortunate to have met each other.” “It's
a miracle,” Corinne chimed in. “We feel so thankful, we want
to give back,” was their enthusiastic response when they
were asked about their decision.

Bob Genirs and
Corinne Sloan

Most people think in terms of honoring a loved one’s
memory at the time of passing. How truly touching that
Corinne and Bob join many long time supporters of
SWCRF’s cutting edge research in asking guests to donate
on their special occasion.
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