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Chin Chiang, M.D., Vanderbilt University
Medical Center, Nashville, TNA'Novel
Mouse Model of Medulloblastoma”

Junhao Mao, Ph.D., University of Massa-
chusetts Medical Schodgli-mediated
transcriptional regulation in
Medulloblastoma (page 8)

Charles Stiles, M.D., Dana Farber Cancer
Institute, Boston, MADruggable signaling
pathways in juvenile pilocytic astrocy-
tomas” (pg. 8)

Kevin Walter, M.D., University of Roches-
ter, NY, “Microvascular Endothelial Tar-

gets in Juvenile Pilocytic Astrocytoma”

Conferences

The Society for Neuro-Oncology,

International Program

2010 International Symposium on Pediatric
Neuro-Oncology ‘(report fall 2010)

(grant summaries start on pége 8)
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Abi Rose Auenin
The Daily ReviewMorgan City, Louisiana
By GEOFFREY STOUTE

The family of a 4-year-old Morgan City girl
who died last November from an inoperable
brain tumor donated $25,000 Saturday to the
Childhood Brain Tumor Foundation.

The family of Ali Aucoin gathered at the
young girl's Morgan City home where her
parents, Jarrod Aucoin and Spring Aucoin,

. presented the check to Kiren Day, a board

member with the Childhood Brain Tumor
Foundation in Germantown, MD. Day trav-
eled to Morgan City from Washington, D.C.,
for the presentation.

In December 2007, Aucoin, then 3, was diag-
nosed with pontine glioma, a rare brain-stem
tumor. Less than a year later on Nov. 2,

2008, the disease took her life.

The funds donated Saturday were raised
through local benefits, including poker runs, a
raffle, plate lunches and an auction — all held
during a four-month time span in early 2008.

“Lots of friends and family pulled together,”
Alil's uncle, Gordon Jones, said. When all of
Ali's medical ‘expenses were paid, $25,000

. remained and the family decided to donate it

to the Childhood Brain Tumor Foundation.
Day said it was impressive that this family
was able to raise so munch money in a time

(continued on page 2)
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Making a Difference (Continued from page 1)
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Funding JPA Research with CBTF and Scholarship foAdam

On Saturday, May 2, Tennis For Tumors held itsahnual event to support
the Childhood Brain Tumor Foundation’s Juvenileo&jtic Astrocytoma pro-
gram at the Beerman Family Tennis Center in Lakkl&forida. Funds raised
by the tournament benefit juvenile pilocytic asttomena (JPA) research and a
scholarship.

One hundred fifty two players participated in tlyisar’s tournament. Jeff
McCardle and Paul Walker organized the teams arettéd the tournament.
Kari McCardle was chairperson of the event alonth\irett Truitt and Nikki
Thornhill as Co-Chairs. The tournament ran smgadind Tennis For Tumors
raised $26,000. The tennis tournaments have r&$e@,000 in the past three
years to support the Foundation’s research sefextio

Tennis For Tumors was glad to be able to witnesstiurage of Adam Morri-
son, a brain tumor patient playing in the tournanoemrently undergoing radia-
tion and chemotherapy. There were many peoplepdded in the tournament
that were playing in memory or in honor of a siglifriend, or family member
of brain cancer. Brittany Truitt, Founder of Teswior Tumors and Brain Tu-
mor survivor, presented Adam Morrison of LakelaRthrida with a $1,000
scholarship to honor Adam'’s spirit and courage.amdvas the first recipient
of the Brittany Truitt Scholarship. Adam is currgnattending Florida State
University.

Tennis For Tumors is grateful to the sponsors eftémnis event.
All Saints’ Academy of Winter Haven, Florida wascarporate
sponsor this year. The school raised money thr@aumgbvent, a
dress out for the day for the students, and a Bbasmeal give
away. The tennis board members recognize Mr. Kornr.
Canlon, and Mrs. Wright for their participation the meal, and
Mrs. Sinclair for organizing the fundraising acties at the
school. A special thank you is given to LabCorp $ponsoring
the event the past three years at the corporaét. Iekhe board
also thanks all their sponsors and friends of #mnis tourna-
ment. The response is amazing and continues e sara cata-
lyst to continue the

event.

The board members responsible for planning, orgamiand carrying out
the details of the 2009 tournament are as followsari McCardle-

Chairman, Brett Truitt, Nikki Thornhill Co-Chairgmily Bandyk, Mary

Craig, Catherine Dunham, Matthew Giovenco, Laurate PFrank Port-
lock, Catherine Simon, and Garrett Walsh, and SebBioector Cindy

Truitt. The board did an amazing job this yeairgkaction against brain
tumors.

The next Tennis For Tumors next tournament wilhbil May 1, 2010.

Written by Brittany Truitt, Community Representatior the High 5's for a job well done!
Childhood Brain Tumor Foundation

Check with us through cbtf@childhoodbraintumor.abmput the scholarship opportunity available torbtaimor survi-
vors living in FL. Adam Morrison expressed his g appreciation to Brittany and the CBTF for lgeselected as
the first recipient of the scholarship named indroof our Community Representative, Brittany Truifthe Childhood
Brain Tumor Foundation, CBTF, is very proud of bBtlittany and Adam for their courage and deterniimat
CBTF-MD and the Tennis for Tumors organizers aeagéd to announce co-funding of two JPA grant2®d0 and
are grateful for the contributions from Team Shanaed JSK Spirit Fund that were used in part talftire second
study. (See new JPA studies on page 8).



Page 4 The Childhood Brain Tumor Foundation

Development of Phase Il Treatment Template for Reauent
Central Nervous System Germ Cell Tumors

The Childhood Brain Tumor Foundation appreciatesdidicated efforts that Team Superman has giveartbraising funds
toward encouraging targeted research for gerntwalbrs. Through the CBTF annual 5K and bar mitayahations from
Matthew’s childhood friend, Michael Greenberg, #iigant funds were raised for this tumor type.

Introduction:

Central nervous system (CNS) germ cell tumorspalgh rare in the United States and Western Eurepeesenting no more
than 1-2% of childhood and adolescent brain tummgertheless are 10-15 times more prevalent inhSgast Asia.

About two-thirds of these tumors are germinomas@agically, without any accompanying componentief more malig-
nant non-germinomatous germ cell tumor elements) sumors have a cure rate without recurrence eeg®0% using ei-
ther radiotherapy alone or lower dose irradiatioecpded by relatively mild and brief (12 weeks)obtherapy. The treat-
ment for children and adolescents whose germ weibts include more malignant non-germinomatous efgsrequires more
intensive and lengthy (6 months) chemotherapy ¥add by higher doses of irradiation to wider fieldf treatment —
nevertheless, the latest data indicate cure ratesdess of 80% for such patients treated in thig. w

The optimal treatment for patients whose CNS gegthtamors relapse despite initial therapy remainslear. The largest
report of such patients in the peer-reviewed méditeaature is that by this Principal Investigdsogroup, published in 2004,
including just 21 patients evaluated over a 17 ypeaiod who underwent high dose (marrow ablativeneotherapy followed
by autologous bone marrow rescue, with or withalditgonal irradiation. The cure rate was high (j8% those patients
with recurrent germinomas, but only 33% for thoatigmts with the more malignant non-germinomatoarsngcell tumors.
The study suffered from lack of information on howny patients with recurrent CNS GCT failed to hreaaemission and
thus consideration of myeloablative chemotherappdik S, Gardner S, Dunkel 1J, Balmaceda C, RosenbliK, Miller
DC, Halpern S and Finlay JL. Thiotepa-based higkedchemotherapy with autologous stem cell restyatients with re-
current or progressive central nervous system gethtumors. J Clin Oncol 22: 1934-1943, 2004].

Over the last year, this Principal Investigator hadertaken the development of a phase Il tempiat®col for children, ado-
lescents and young adults with recurrent CNS gelirtuumors. This undertaking has involved two pletdabhsks:

1. Retrospective evaluation of all patients referred atectly or indirectly to the P.I. since 2003 for maaagement of recur-
rent CNS germ cell tumorsfrom the time of first recurrence Such an evaluation was deemed essential toevaapment
of a prospective protocol, in order to have a comierary “baseline” of information on outcome ofipats, from time of re-
currence, in order to determine remission inductaies. Furthermore, over the last 24 months, we baen informally pilot-
ing the drug combination of paclitaxel, gemcitabamal oxaliplatin — the first regimen to be testedhie prospective phase I
protocol. Thus, the analysis would provide pretiary data on tolerance and toxicity, as well as/idgtto support the pro-
posed trial.

Findings: Of 26 patients referred between 2003 and 2008ptiteomefrom the time of first recurrencavas found to have
improved when compared with the early study (198623 which included 21 patienfiiom the time of myeloablative chemo-
therapyfor recurrence.

. Specifically, several patients received the oxatip| gemcit-
Germinoma MMGCT abine and paclitaxel regimen, with achievement aicyre-
sponses, although not without certain transienictibes in

izl ey 2000 Silliey some.These data provide adequate support for including

Percentage survived wi{78% 33% the regimen in the first study of the recurrent CNSgerm

out recurrence cell tumor phase Il protocol.

Median Survival 48 months 35 months The preliminary findings from this study have begre-
sented as a poster at the annual meeting of therigane

Finlay 2003-2008 Study Society of Pediatric Hematology/Oncology in Sandoien

late April 2005, by Dr. Rebecca Stahl, a CHLA péilia
resident [Stahl R, Allen J, Gardner S and Finlay JL
Outcome of patients with recurrent central nerveystem
germ cell tumors: a retrospective study, 2003-2008.

Percentage survived wij89% 53%
out recurrence

Mean Survival 42 months 36 months

Poster presentation, Annual Meeting of the AmeriSagiety
of . Pediatric Hematology/Oncology, San Diego, iAp009

Dr. Stahl has now completed all data collectioritase patients (treated at several institutiorsugiinout North America),

Germ Cell Tumor Progress report (continued on p&pe
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Germ Cell Tumors, Finlay (continued from page 4)

with the assistance of our CRN and CRA, and isenily
writing up a manuscript for publication in the pe
reviewed medical literature on our findings. Ackno
edgement of the support of the Childhood Brain Td
Foundation will be included in the publication.

2. Development of Phase Il Treatment Protocol for B-
current CNS Germ Cell Tumors:

Over the last year, with input of several leadimgliptric|
CNS germ cell tumor pediatric neuro-oncologistetgh-|
out North America (Drs. Jeffrey Allen, Eric Boufféen-

neth Cohen, Stewart Goldman, Cynthia Kretchmar) t?lé

protocol has been developed. Although initiallpoceived
asa straightforward phase Il protocol that wouldleate
response serially to each of several “inductionerob-
therapy regimens from time of recurrence, the pipdints
overall felt that it would be most important to éé&p ar
“all-inclusive” protocol that would include not gnla
phase Il induction regimen template, but also asotia-|

tion component, with either myeloablative chemadpgf

for all non-germinomatous germ cell tumor patieartsl
for germinoma patients not deemed appropriateuidhér
irradiation — or a radiotherapy-only consolidatemm, for]
germinoma patients deemed safe to receive funtreatia-
tion. This required the development of a far marmpli-
cated protocol, which took several months to attain-
sensus amongst all participants.

As of last week, the protocol, having been subumhifie
nally to the CHLA IRB in July 2009, has receivedese
tific approval, and is now only awaiting our adnsinative
and regulatory amendments requested by the IRBieh
we hope to complete within the next couple of weeks

prior to receiving full approval. At that poinhd protoco
will be circulated to all of the leading pediatbcain can
cer programs in North America who have expressédd
ingness to participate in the study, for protoactivation
at their individual centers.

It is anticipated that by the end of the second yédhe
grant, commencing September 2009, we will have ¢
pleted accrual to the phase Il oxaliplatin, genfiita and
paclitaxel induction regimen, and will be readyrove on
to a second induction regimen for evaluation. Unoier-
sideration by the group would be an induction “vand
of oral Dasatinib for recurrent germinomas, andiran
notecan-based (+ temozolomide?) regimen for reotj
non-germinomatous germ cell tumors.

For the Recurrent CNS Germ Cell Tumor Working Gr(
Core Committee:
Jonathan Finlay, M.D. — CHLA/University of South¢
California ; Girish Dhall, M.D. — CHLA/University fq

N
L

Molecular Studies
er

e of Pediatric Brainstem Gliomas

nfgogress from FY 2008-2009 funding

The focus of my science career changed almost tleaes ago
when a physician colleague approached me and pedpa$o-
tentially challenging projectmolecular analysis of pediatric
brainstem gliomas (BSGs)The project deemed challenging be-
cause of the lack of fresh frozen samples for latooy studies.
My colleague explained that in most BSG cases,aseugery is
ften ruled out when the tumor is diffused and biep are
rarely taken to avoid any serious neuronal damétgnce, three
decades of clinical research has gone by resuiltirigtle pro-
gress. What was so special about this project thaisit was
initiated and funded by the parents of a child wibhPG
(diffused intrinsic pontine glioma). He understdbd challenge
and was willing to give it a try.

Although biopsies and fresh-frozen autopsies aie, faw for-
malin-fixed paraffin-embedded (FFPE) autopsy BS@&as
are available. Formalin fixation, by cross-linkimgolecules,
preserves cellular morphology, which is significkothistologi-
cal and pathological screenings. To use these Isanigr mo-
lecular studies, tissue will have to go througleWwaxing’ step,
which releases some —but not all- of the DNA, RNAd pro-
teins.

This indeed hinders biomarker discovery effortstha past two
years with the help and support of foundations sagtsabella
Kerr Molina Foundation, Ladies Board of Visitorsndathe
Childhood Brain Tumor Foundation we have been ablde-

vivelop methodologies to push forward and standarttieeanaly-

sis of FFPE samples. Results of our efforts wenglighed in
the Proteomics-Clinical Application Journal in 2007

Three years later my career focus has shifted docesee that
Wilor many years to come, my efforts will be dedidate improv-
ing our understanding of pediatric BSGs. Througg help of
parents of BGS patients and concerned physiciaagave now
collected a few frozen autopsied samples. Our go@ gener-
oate the complete molecular profiles of the tumdiis means
that mMRNA, miRNA, DNA and protein analysis of thesmam-
ples will be generated so that we have a complietarp of the
molecular events of the disease. | cannot empdasiaugh, the
importance of fresh frozen autopsied samples feearch. Par-
ents and foundations alike have helped us in maaysvo im-
rierove our understanding of the disease. Togethanly hope,
we advance rapidly towards the development of tathéhera-

)u%eutics for pediatric brainstem gliomas.

Written by Javad Nazarian, Ph.D., Assistant PrajesPediat-

srfics, Children’s National Medical Center, Centerr fGenetic

Medicine

Southern California; Neha Patel, M.D. — Universi
Wisconsin-Madison; and Kelley Haley, CRN, PNH
CHLA

“Everyone can meet in the lives of bad fate, bustmportant of these
most difficult times we are not alone.”

Unknown author, quote contributed by a family in Poland whosdcthi
is battling a brain tumor.
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(2009-2010 grant summary, progress will be reportedext fall)
Dana-Farber Cancer Institute, Written by Dr. Charles Stiles
Druggable signaling pathways in juvenile pilocyticastrocytomas

The grant awarded to Dr. Stiles’ project will allow Dana-Farber’s Pediatric Low Grade Astrocytoma Program to de-
velop preclinical mouse models in order to test small molecule inhibitors of PI3K and Wnt/beta-catenin signaling
pathways in JPA. This step is critical in identifying potential, new JPA treatments that could ultimately be brought
to clinical trials.

We and others recently discovered that activating mutations in the serine/threonine kinase BRAF may be found in
as many as half of all JPAs and other low-grade astrocytomas. Armed with this knowledge, we created preclinical

mouse models that recapitulate these mutations and are now testing new “smart drugs” that target this mutation.
The CBTF-funded project will address the other half of JPAs. We aim to discover the activated pathways that
drive these JPAs, then identify targeted therapeutics to block their activity. Our preliminary studies suggest that
two other signaling pathways, PI3K and wnt, may be mutant in some of the remaining JPAs in which the BRAF
pathway is intact. Thus, we must develop preclinical models to test small molecule inhibitors of PI3K and Wnt/
beta-catenin signaling pathways in JPA. The Childhood Brain Tumor Foundation /Tennis for Tumors grant will

make this ambitious goal a reality.

A second study was funded through the support of Tennis for Tumors/ Childhood Brain Tumor Foundation, and
also funds raised by Team Shannen and JKS Fund in support of our past 5K and holiday support. See a sum-
mary by Kevin Walter, M.D., University of Rochester, NY, about his study entitled, “Microvascular Endothelial Tar-

gets in Juvenile Pilocytic Astrocytoma.”

University of Massachusetts Medical School

Gli-mediated transcriptional

regulation in Medulloblastoma
Written byJunhao Mao, Ph.D.

"Medulloblastoma is the most common child-
hood brain tumor that arises in the developing
cerebellum. Genetic evidence has established a
clear link between abnormal Hedgehog-Gli sig-
naling and medulloblastoma. In this study, we
propose to examine the functional importance of
Gli-mediated transcriptional activation in tumor
formation. We will also use a genomic approach
to define the transcriptional networks regulated
by Gli proteins in medulloblastoma. We believe
that the completion of our proposed study will
not only provide new insights into the molecular
controls of medulloblastoma genesis, but also
enable the design of a more effective therapeu-
tic strategy for treatment of this devastating
childhood brain tumor."

Vanderbilt University Medical Center

A Novel Mouse Model of Medulloblastoma

Medulloblastoma, the most common pediatric central nervous
system (CNS) tumor, is characterized by its rapid progression
and tendency to spread along the entire brain-spinal cord axis
with dismal clinical outcome. A large body of animal studies
has focused on cerebellar granule neuron precursors
(CGNPs) as cell-of-origin for medulloblastoma. However, the
diverse clinical presentations of medulloblastoma subtypes in
human patients suggest that the cellular and molecular origins
of medulloblastoma are more complex and far from being
completely deciphered. Therefore, it is essential to determine
whether there is an alternative medulloblastoma tumor cell-of-
origin based on which cell-type specific therapeutic modality
can be developed. To this end, we have generated a mouse
model of medulloblastoma with cellular origin distinct from the
CGNP-lineage. With support from The Childhood Brain Tu-
mor Foundation, we aim to elucidate the cellular and molecu-
lar mechanisms underlying tumor initiation in this novel mouse
model of medulloblastoma.

University of Rochester Medical Center, NY Kevin Walter, M.D.
Microvascular Endothelial Targets in Juvenile Pilogtic Astrocytoma

Juvenile pilocytic astrocytoma accounts for approximately 2% of all brain tumors and occur most commonly in children. Al-
though JPAs are low-grade tumors, classified as WHO grade I, their ability to recur as higher grade astrocytomas and poten-
tial to be highly angiogenic necessitates aggressive surgical approaches and long-term follow-up. Through support for this
study, there will be a focus on the identification and development of novel microvascular gene targets for brain tumors. The
program aims focus on understanding the genes whose expression is necessary within the microvascular endothelial cell for
angiogenic response and may potential reveal novel therapeutic targets for treatment of JPA.
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Campaign donations may
be made for the United
Way through the “donor
option” or “donor choice.”
Please check with your
employer in reference to
United Way campaigns.
We thank our donors and
military for their support.

Thank you to our friends who donated
through workplace charitable giving
campaigns this year, inclusive of the
CFC, Maryland Charity Campaign, and
the United Way.

The Childhood Brain Tumor Founda-
tion, friends and families are very
appreciative of your support.

Combined Federal Campai@@035

Children’s Medical
Charities of America
(National)12035
United Way D.C.
National Capitol Area

Firstgiving

If you would like to raise funds to support the

Childhood Brain Tumor Foundation’s research or educa-
tional initiatives; to encourage friends or family to sponsor
events; build donations in memory or in honor of someone,
visit:

www.firstgiving.com/childhoodbraintumor

This is an excellent outreach to gain additional support for a
special person or for any reason while helping children with
brain tumors. If you enjoy goal setting, this is a great way
to track donations from your friends. Although we are not
able to accept registration for events through this giving
site, it is a novel way to team build.

Give Online

Donors may also be directed to our secure Give Online but-
ton on our Website donation page. All donations made via
MC and VISA through the Give Online site are passed
through to us at 100%. We also accept American Express.
There is an option to donate stocks through Give Online
also.

The Childhood Brain Tumor Foundation is dedicated to
funding research for all pediatric brain tumor types. Con-
tact us if you have any questions: 301-515-2900 or
cbtf@childhoodbraintumor.org

Editor: . -
Contributing Editors: /01
Contributing Writers: 23 %4 3 23%2
# 23%4 3 5 23%4. 326 %4
0 26 %4 "4 " 23%4 5
23%

Photographs: . 7 .-

Thank you so muchtothe 7 3 # for donating
printing costs for our newsletters, brochures, and our book of
compiled articles and stories. The Rocking Moon Foundation also
covers the mailing costs for the newsletter. Their generous
support is appreciated.
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Gift Matching Opportunities

Many companies offer a matching gifts program topsgut charitable organiza-
tions. Your human resources department can tellifysuch a program exists in
your organization. Generally, they have a fornt thauld be sent to the
Childhood Brain Tumor Foundation reporting a cdnidtion, stating they will
match the contribution. We return the form to émeployer with the proper

acknowledgment and information required.

The National Cancer Institute
Clinical Trials
Search Web site

It is now easier to find clinical trial results lmancer type on NCI's
clinical trials online portal. To see search feasuand other educational
materials for patients, family members and reseas;lvisit:
http://www.cancer.gov/clinical trials

Bequests, Planned Giving, and Trusts

Through a trust, bequest, or planned giving youamanriribute to furthering the
future research and programs of the Childhood BFammor Foundation.
By including the CBTF in your estate planning y@un eninimize your taxes.

Enclosed is my contribution: $

Please circle type of donation: In Honor of n Memory of General
Name of person (if applicable)
Please send acknowledgement card to:
Name:

I
|
|
|
|
|
|
|
|
|
|
|
|
: Address:
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|

City/State/Zip:
Message:

Please make checks payable to:

The Childhood Brain Tumor Foundation or (CBTF)
20312 Watkins Meadow Drive

Germantown, Maryland 20876

Telephone: 301.515.2900 Toll free: 877.217.416

Charge my: MasterCard Visa

Card# exp. /
Note: minimum charge donation is $20

Name:
Address:
| City/State/Zip:
I Optional Phone:

E-mail:

| Master Card and VISA donations for CBTF are alszepted through our secure
I Give Online Button. American Express is only accepted via our Give @nli
I Button on our Web sitewww.childhoodbraintumor.org
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Thank you to all of the supporters who contributd golunteer throughout the year in support of
The Childhood Brain Tumor Foundation’s mission goal

In November 2009, Childhood Brain Tumor Foundapoesident, Jeanne Young, was invited to partic
pate in a meeting with researchers to discuss by éfforts are important to families.
Examples of personal experiences were given, dsaselomments that CBTF has received from patie
and families over the years. Hope for cures iegiwith your support.

I 7 - 6
If you would like to send us a small sized indesdoaith a note and include a photograph, we wgidy

share it with researchers. In addition, if you veblilke to specify a researcher who has personailghed
your life, include that information as well.

The Childhood Brain Tumor Foundation has specialsarinted to send thank you notes to researchg

nts
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The Childhood Brain Tumor Foundation
20312 Watkins Meadow Drive
Germantown, MD 20876

Address change requested

THIS NEWSLETTERIS A FREE PUBLICATION OF THE
CHILDHOOD BRAIN TUMOR FOUNDATION.
PLEASE LET US KNOW IF YOUR ADDRESSHAS CHANGED.
WE ARE FUNDED THROUGH CONTRIBUTIONS AND
SPONSORSHIPSROM INDIVIDUALS AND CORPORATIONS

WE WELCOME ANY DONATIONS IN THE WAY OF
FINANCIAL SUPPORT COMMENTARY OR INFORMATION
FOR THIS NEWSLETTER OR VOLUNTEER SERVICESTO

HELP WITH OUR OPERATIONS

CBTF IS A TAX-EXEMPT, NOT FOR PROFIT FOUNDATION
IRS 501¢€)(3) WHOSEMISSION IS TO RAISE MONEY TO
IMPROVE PROGNOSISAND QUALITY OF LIFE FOR
CHILDREN SUFFERINGFROM BRAIN TUMORS. EVERY
YEAR THE REQUESTSCONTINUE TO GROW,

WE NEED YOUR SUPPORT
HELP CHILDREN WITH BRAIN TUMORS.

Vehicle Donation Program
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301) 515-2900

(877) 217-4166
cbtf@childhoodbraintumor.org
www.childhoodbraintumor.org




