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Welcome Message

Dear colleagues:
Welcome to Chibal!

Advances in Neuroblastoma Research (ANR) was founded in 1975 in Philadelphia by Drs. Audrey E.
Evans, Everet Koop and Guilio D'Angio, starting with the attendance of less than 20 people. Subsequent
series of ANR conferences were held in Philadelphia, Heidelberg, Bath, Paris and Genova, succeeded by
the meeting in Los Angeles in 2006. The aim of this meeting is to find ways in moving forward in treating
patients with neuroblastoma through the advancement of laboratory and clinical research.

Now, the ANR conference is rapidly growing in both its scientific levels and the number of attendee. The
By-laws of ANR association (ANRA) has been formalized at the ANR 2006 meeting in Los Angeles.
ANR is not solely a society but is also linked to the International Neuroblastoma Risk Group (INRG), the
International Neuroblastoma Pathology Committee (INPC) and some other newly founded organizations
including International Neuroblastoma Tissue Bank (INTB) and Nurses group.

The ANR2008 is now held in Chiba, Japan, the first time in Asia. More than 390 abstracts have been
applied from 35 countries in the world. All of them were reviewed and scored by about 7 authorities, and
the categories were divided into three: basic, translational and clinical researches. Their scientific levels
are extremely high and truly competitive. The genome-wide approaches in neuroblastoma have rapidly
progressed and now reached identification of many new candidate genes and proteins which can be
proper molecular targets for screening novel therapeutic small compounds as well as antibodies.

In the afternoon on May 24, the Japanese volunteer groups of childhood cancers hold an international
open symposium on childhood cancer survivorship by linking to ANR2008. This may encourage our
challenge conquering aggressive neuroblastomas in world-wide scale.

Now Japan is really a beautiful season. Chiba is very convenient place to embark on any sightseeing
as many beautiful and exotic places in central Japan are easily accessible. It is also a main gateway of
Japan opening to the pan-pacific countries including those in Asia.

| truly hope that all of us have a wonderful and fruitful time together at the ANR 2008 meeting for the
future development of better cures for patients suffering from neuroblastoma.

Best wishes.

¥4 %

Akira Nakagawara, MD, PhD

President, ANR 2008
Director, Chiba Cancer Center Research Institute
Chiba, Japan
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Organization

Present president:
Past president:
Incoming president:

Steering Committee (elected on May 19th, 2006)

Frank Berthold
Akira Nakagawara
Susan L. Cohn

Representatives North and South Americas:  Garrett M. Brodeur, Carol J. Thiele

Representatives Europe including Russia: Manfred Schwab, Frank Spelemann
Representative Asia, Australia, Africa: Akira Nakagawara, Michelle Haber
Secretary: Audrey E. Evans

Homepage Webmaster:

International Program Committee

Susan L. Cohn
Akira Nakagawara
Barbara Hero
Murray D. Norris
Per Kogner
Robert C. Seeger
John M. Maris
Rogier Versteeg

Advisory Board
North and South Americas

Sylvain Baruchel
Garrett M. Brodeur (Chair)
Nai-Kong V. Cheung
Susan L. Cohn
Javed Khan

John M. Maris
Katherine Matthay
Vincente Odone
Julie Park

Patrick C. Reynolds
Robert C. Seeger
Carol J. Thiele

Local Organizing Committee

President: Nakagawara, Akira

Executive Committee

Kamijo, Takehiko (Chair)
Ohira, Miki
Nakamura, Yohko

Honorary Advisors

Sugimura, Takashi
Nishimura, Kozo
lkeda, Keiichi
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Hata, Jun-Ichi
Sakiyama, Shigeru
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Patrick C. Reynolds (adopted)

Europe including Russia Asia, Australia, Africa
Huib Caron Godfrey C.F. Chan
Victoria Castel Kenji Kadomatsu
Bruno de Bernardi Michio Kaneko
Angelika Eggert Purna Kurkure
Ruth Ladenstein Akira Nakagawara (Chair)
Tommy Martinsson Murray D. Norris
Jean Michon Nili Peylan-Ramu
Andrew D.J. Pearson Jin Hua Zhang

Manfred Schwab (Chair)
Gian Paolo Tonini
Dominique Valteau-Couanet
Rogier Versteeg

Fund-raising Committee
Sugimoto, Tohru (Chair)
Mugishima, Hideo (Chair)

General Affairs/Public Relations
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Local Organizing Committee Members

Akazawa, Kohei
Asami, Keiko
Bessho, Fumio
Fujimoto, Junichiro
Fukuzawa, Masahiro
Hara, Junichi

Hara, Toshiro
Hareyama, Masato
Hayabuchi, Naofumi
Hayashi, Yutaka
Hemmi, Hiromichi
Hiyama, Eiso

Horie, Hiroshi
Hosoya, Ryouta
lehara, Tomoko
Inomata, Yukihiro
Ishii, Eiichi

Scientific Program Committee
Kadomatsu, Keniji (Chair)
Arakawa, Hirofumi
Hayashi, Yasuhide
Hishiki, Tomoro
Ichikawa, Hitoshi
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Ishimoto, Koichi

lto, Etsuro

Iwanaka, Tadashi
Kawa, Keisei
Kawakami, Kiyoshi
Kawano, Yoshifumi
Kojima, Seiji
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Kosaka, Yoshiyuki
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Kusafuka, Takeshi
Masaki, Hidekazu
Matsunaga, Tadashi
Mizutani, Shuki
Morikawa, Yasuhide

Ikeda, Hitoshi
Kaneko, Yasuhiko
Kumagai, Masaaki
Makimoto, Atsushi
Okita, Hajime

Nagase, Hiroki
Nakahata, Tatsutoshi
Nozaki, Miwako
Ohta, Shigeru
Okamura, Jun
Okimoto, Yuri

Ryu, Munemasa
Sasaki, Fumiaki
Taguchi, Tomoaki
Takamatsu, Hideo
Tanaka, Takeo

Todo, Satoru
Tsuchida, Masahiro
Tsuchiya, Shigeru
Tsuneyoshi, Masazumi
Yokomori, Kinji
Zaizen, Yoshio

Sakai, Ryuichi
Tajiri, Tatsuro
Ushijima, Toshikazu

We wish to thank the following companies and organizations for their support for the success of this

conference:

Japanese Society of Pediatric Oncology
Children’s Cancer Association of Japan

The Japanese Cancer Association

Japanese Society of Pediatric Oncology Nursing
The Japanese Society of Pediatric Hematology

Japan Pediatric Society

The Japanese Society of Pediatric Surgeons

Chiba Prefecture

Chiba Convention Bureau and International Center

Chiba Cancer Center

Commemorative Organization for the Japan World Exposition '70

The Kao Foundation for Arts and Sciences

The Uehara Memorial Foundation
Terumo Lifecience Foundation
Life Science Foundation of Japan

Sankyo Foundation of Life Science

Setsuro Fujii. Memorial: The Osaka Foundation for Promotion of Fundamental Medical Research

Francebed Medical Home Care Research Subsidy Foundation
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Program at a Glance
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Congress Information

Registration
Registration desk at Entrance Hall on the 1st floor, Conference venue is open during the following hours:

Wednesday, May 21 10:00-19:00
Thursday, May 22 7:30-17:30
Friday, May 23 7:30-17:30
Saturday, May 24 7:30-12:00
Name Badge

All delegates are required to wear the official name badge at all times while in the Conference venue.
This badge will serve as your admission to all scientific sessions and official functions included in your
registration fee.

Message Board

A message board for the delegates will be located near the registration desk. Delegates should check the
message board regularly for any personal messages.

Refreshments
Refreshments are served at the central lobby on the 2nd floor during the breaks as shown in the Program.

Lunch

Lunch will be available during the conference ffom Thursday, May 22 to Saturday, May 24 at Restaurant
NOA on the 1st floor, Conference venue.

Internet Access
Wireless network connections are available in 2nd floor, Conference venue.

Internet Desk
Common Use PCs are available at the Lounge on the 2nd floor, Conference venue.

Secretariat Office
Secretariat Office is located at Room 204 on the 2nd floor, Conference venue.

Accompanying Persons’ Programs

8

AC-1 Flower Arrangement *Japanese Culture Experience Program
Date: Thursday, May 22
Time: 13:30-16:00
Place: Room 205

AC-2 Tea Ceremony *Japanese Culture Experience Program
Date: Thursday, May 22
Time: 13:30-16:00
Place: Room 205

ANR2008



Official and Social Programs

Cocktail Party
Date: Wednesday, May 21
Time: 19:00-21:00
Place: Restauranti NOA
(on the 1st floor, conference venue)

Welcome Ceremony
Date: Thursday, May 22
Time: 19:00-19:45
Place: HallA& B
(on the 2nd floor, conference venue)

Welcome Reception
Date: Thursday, May 22
Time: 20:00-22:00
Place: APA Hotel & Resort Tokyo Bay Makuhari (located within walking distance)
Room: (on the 2nd floor, Makuhari Hall)

Gala Dinner
Date: Friday, May 23
Time: 19:30-22:30
Place: Hotel New Otani Makuhari (located within walking distance)
Room: (on the 2nd floor, Tsuru)

Other Meetings

ANR Advisory Board Meeting
Date: Wednesday, May 21
Time: 20:00-22:00
Piace: Room 202

International Neuroblastoma Risk Groups (INRG)
Date: Wednesday, May 21
Time: 8:00-11:00
Place: Hall A

ANR2008-Nurses
Date: Thursday, May 22
Time: 15:30-17:00
Place: Room 202

International Neuroblastoma Tissue Banks (INTB)
Date: Friday, May 23
Time: 17:00-18:00
Place: Room 202

International Neuroblastoma Pathological Classification (INPC)

Date: Friday, May 23
Time: 16:00-17:30
Place: Room D

ANR2008 | 9
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Instruction for Chairpersons and Speakers

The time allocated for each presentation is as follows:
Opening Lecture: 45 min.
Plenary Lecture: 45 min.
Educational Lecture: 35 min.
Plenary Session: 10 min. + 5 min. (for short question/short answer)
Parallel Session: 10 min. + 5 min. (for short question/short answer)
Selected Poster Presentation: 5 min. + 3 min. (for short question/short answer)

Instruction for Chairpersons
Session chairs are responsible for

* Introducing the speakers

» Moderating the question period

» Enforcing time limitations

* In order to ensure the smooth operation of the sessions, please keep the time allocation as stated
above.

* You are kindly requested to be seated at the “Next Chairpersons’ Seat” which will be reserved in the
front row.

Instruction for Speakers

All speakers are requested to bring the data of their presentation on a CD-ROM or a USB memory stick
to the speakers’ desk and upload their presentation at least 30 minutes before your session(or earlier).

The speakers’ desk will be open during the following hours:
Place: 2nd floor, in front of Hall A&B
Time: Wednesday, May 21: 13:00-17:30

Thursday, May 22; 7:30-17:30
Friday, May 23: 7:30-17:30
Saturday, May 24: 7:30-13:00

* If you have a presentation in the morning, it is suggested that you finish reception on the day before.
* Please come near the Operator’s desk located in the front row 30 minutes before your session.
* All speakers are requested to operate the slide by themselves.

Instruction for Selected Posters
1. Poster presentation

Please prepare posters for display on the poster board.
Set-up: Thursday, May 22:  8:00-12:00
Removal: Friday, May 23: 19:00-20:00

You are also responsible for setting up and removing your poster. The Secretariat will not be
responsible for the loss of any remaining posters after removal time.

2. You are requested to make the selected poster oral presentation by PC at the same room as displaying
your poster.

Presentation and Q&A: 5 min. + 3 min. (for short question/short answer)

Basic Research (B38-B42): Thursday, May 22:  18:00-19:00
Clinical Study (C19-C23): Thursday, May 22:  18:00-19:00
Translational Research (TR23-TR28): Friday, May 23: 18:00-19:00

ANR2008
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Instruction for Posters

All posters will be displayed at the Poster Session Area. Poster presenters are expected {o attend the
sessions to answer questions in front of their posters. Please be ready 20 minutes before the session in
front of your poster.

Set-up: Wednesday, May 21:  17:00-19:00
Thursday, May 22: 8:00-12:00

Presentation and Q&A: '
Basic Research (B43-B171): Thursday, May 22: 17:00-18:00
Translational Research (TR35-TR127): Friday, May 23: 17:00-18:00
Clinical Study and Nursing (C29-C94): Friday, May 23: 17:00-18:00
Removal: Friday, May 23: 19:00-20:00

You are also responsible for setting up and removing your poster. The Secretariat will not be responsible
for loss of the poster after removal time.

ANR2008 | 11



Opening Scientific Lecture 1 Wednesday, May 21 17:30-18:15 Hall A&B

Chairperson: Akira Nakagawara
Sponsored by Dainippon Sumitomo Pharma Co., Ltd.

Page
17:30-18:15 OLA1 Enjoyment of Science, Serendipitous Discovery, and Regrets of Dilettantism: 71
Still Mysterious Mechanisms of Carcinogenesis
Takashi Sugimura
g National Cancer Center and the Japan Academy, Japan
>
2
0.
Opening Scientific Lecture 2 Wednesday, May 21 18:15-19:00 Hall A & B
Chairperson: Yasuhiko Kaneko
Page
18:15-19:00 OL2 Themes of Hereditary Cancer in Children 72

Alfred G. Knudson
Fox Chase Cancer Center, USA

12 | ANR2008



Plenary Lecture 1 Thursday, May 22 8:15-9:00 HallA& B

Chairperson: Garrett M. Brodeur
Sponsored by Daiichi Sankyo Co., Ltd.

Page
8:15-9:00 PL1 The von Hippel-Lindau Tumor Suppressor Gene: 73
Potential Insights into Paraganglioma and Neuroblastoma
William G. Kaelin
Howard Hughes Medical Institute, Dana-Farber Cancer Institute and Brigham and Women’s
Hospital, Harvard Medical School, Boston, MA, USA )
Plenary Lecture 2 Friday, May 23  8:00-8:45 HallA&B
Chairperson: Tohru Sugimoto
Sponsored by Chugai Pharmaceutical Co., Ltd.
Page
8:00-8:45 PL2 Proliferation and Differentiation of Various Stem Cells in vitro and in vivo 74
Tatsutoshi Nakahata
Depertment of Pediatrics, Graduate School of Medicine, Kyoto University, Japan
Plenary Lecture 3 Saturday, May 24  8:00-8:30 HallA & B
Chairperson: Hirofumi Arakawa
Page
8.00-8:30 PL3 The Concept of Dependence Receptors 75
Dale E. Bredesen
Buck Institute for Age Research, Novato, CA, USA
Plenary Lecture 4 Saturday, May 24 8:30-9:00 Hall A & B
Chairperson: Hirofumi Arakawa
Page

8:30-9:00 PL4 The Dependence Receptor Notion: When Apoptosis Regulates Tumor Progression 76

and Metastasis, from a Cell Biology Concept to a Putative Targeted Therapy in
Aggressive Neuroblastoma

Patrick Mehlen

Apoptose, Cancer et Développement. UMR CNRS5238, Centre Léon Bérard, Université de Lyon
28 rue Laennec, France

ANR2008 § 13



Program
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Educational Lecture 1

Thursday, May 22 12:45-13:20 Hall A

12:45-13:20 ELA1

Educational Lecture 2

Chairperson: Michelle Haber

Page
International Neuroblastoma Risk Groups 77
Andrew D. J. Pearson, Susan L. Cohn for the INRG Task Force
Section of Paediatrics, Institute of Cancer Research and Royal Marsden Hospital, Surrey, UK,
the Department of Pediatrics, The University of Chicago, Chicago, IL, USA

Thursday, May 22 12:45-13:20 Hall B

12:45-13:20 EL2

Educational Lecture 3

Chairperson: Toshihisa Ishikawa

Page
The FRAGILOME Project and MYCN 78
Manfred Schwab

German Cancer Research Center (DKFZ), Heidelberg, Germany

Friday, May 23 12:45-13:20 Hall A

12:45-13:20 EL3

Educational Lecture 4

Chairperson: Patrick C. Reynolds

Page
New Approaches to Neuroblastoma Therapy (NANT) Consortium: 79
Phase | Trials Targeting Neuroblastoma
Katherine K. Matthay
UCSF School of Medicine Leader, NANT Consortium

Friday, May 23 12:45-13:20 Hall B

12:45-13:20 EL4

Educational Lecture 5

Chairperson: Takeo Tanaka

Page
Session of the Japanese Heart: Inazo Nitobe: The Soul of Japan 80
Okio Hino

Dept. of Pathology & Oncology, Juntendo University School of Medicine Tokyo, Japan

Saturday, May 24 12:45-13:20 Hall A

12:45-13:20 ELS5S

Educational Lecture 6

Chairperson: Eiichi Ishii

Page
The SIOPEN-R-NET Project: Building a European Network for Neuroblastoma 81
Treatment (HR-NBL-1/ESIOP) und Research
Ladenstein Ruth', Pétschger Ulrike', Schreier Giinter?, B. De Bernardi®, I. Yaniv®,
D. Valteau-Counet®, P Brock®, V. Castef®, P Kogner®, G. Laureys®, V. Papadakis®, J. Malis®,
A. Forjaz De Lacerda®, P Ambros', A. Pearson® for the SIOP Europe Neuroblastoma Group®
'CCRI - St. Anna Kinderspital, Vienna | International Study Centre and Austrian Research Centres®

Saturday, May 24 12:45-13:20 Hall B

12:45-13:20 EL6

ANR2008

Chairperson: Shuki Mizutani

Page
Epigenetics in Neuroblastomas 82
Toshikazu Ushijima

Carcinogenesis Division, National Cancer Center Research Institute, Tokyo, Japan
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Workshop 1 Wednesday, May 21 14:00-17:00 Hall A
Chairpersons: Javed Kahn, Miki Ohira, Peter Ambros
Sponsored by NGK Insulators, Lid.
Page
14:00-17:00 Translational OMICS in Neuroblastoma 83
Workshop 2 Wednesday, May 21 14:00-17:00 Hall B
Chairpersons: David Kaplan, Frank Spelemann, Takehiko Kamijo
Page
14:00-17:00 Neuroblastoma Stem Cell 84
Workshop 3 Saturday, May 24 14:00-17:00 Hall A
Chairpersons: Simone Fulda, Patrick C. Reynolds, Murray D. Norris
Page
14:00-17:00 Translational Targeting Therapies Against High-Risk Neuroblastoma 85

ANR2008

15



Program

International Neuroblastoma Risk Group (INRG)
May 21; 8:00-11:00: Hall A

Organizers: Andrew D. J. Peason, Susan L. Cohn

Agenda:
Time
8:00 Review of Progress to date Cohn/Peg rson.
Group Discussion
. . Shimada
8:20 INRG Histology Group Discussion
8:40 Update of INRG MIBG score Y v
roup Discussion
9:00 INRG Response Definitions Pearson{Cohn.
Group Discussion
. . . Ambros/Maris
9:30 Future Biology Studies Group Discussion
10:00 Expansion of INRG Database Iéondon . .
roup Discussion
10:20 Authorship Pearson/Cohn
New working groups:
1. Guidelines for imaging tumors .
10:40 2. Definition of INSS stage 4s Pearson/Cohn/Monclair
. : . Group Discussion
3. Guidelines for scoring threatening symptoms
4. Others?

International Nurses Meeting
May 22; 15:30 - 17:00 : Room 202

Organizer: Junko Ogawa

International Neuroblastoma Pathological Classification (INPC)

May 23; 16:00 -17:30 : Room D
Organizer: Hiro Shimada

International Neuroblastoma Tissue Bank (INTB)
May 23; 17:00 - 18:00 : Room 202

Organizers: Frank Berthold, Akira Nakagawara

# 2008 International Open Symposium on Childhood Cancer Survivorship

May 24; 13:30 — 16:30 : International Conference Room

16 § ANR2008




Plenary Session: Basic Research 1 ~ 9:00-10:15 HallA&B

9:00-9:15 B1
9:15-9:30 B2
9:30-9:45 B3
9:45-10:00 B4

10:00-10:15 B5

10:15-10:30

Chairpersons: Manfred Schwab, Caro! Thiele, Kenji Kadomatsu

Page
A Genome-Wide Association Study (GWAS) Identifies Susceptibility Loci to High- 86
Risk Neuroblastoma
John M. Maris'?®, Mario Capasso', Yael P Mosse'?®, Jonathan P. Bradfield’, Cuiping Hou',
Stefano Monni?, Richard H. Scott®, Shahab Asgharzadeh®®, Edward F. Attiyeh'?¢, Sharon J. Diskin’,
Marci Laudenslager’, Cynthia Winter', Kristina Cole', Joseph T. Glessner', Cecilia Kim',
Edward C. Frackelton', Tracy Casalunovo', Andrew W. Eckert', Eric F. Rappaport’,
Carmel McConville’, Wendy B. London®, Robert C. Seeger*®, Nazneen Rahman®,
Struan F. A. Grant'?, Hongzhe Li?, Marcella Devoto'?, Hakon Hakonarson'?
"Children’s Hospital of Philadelphia, USA, *University of Pennsylvania, USA, °Institute of Cancer
Research, UK, *Children’s Hospital Los Angeles, USA, SUniversity of Birmingham, UK, °Children’s
Oncology Group, USA

Prognostic Multigene Expression Classification of Neuroblastoma Patients, a 86
SIOPEN Study

Joélle Vermeulen', Katleen De Preter’, Liesbeth Vercruysse', Nadine Van Roy’, Jan Hellemans’,
Katrien Swerts?, Paola Scaruffi’, Gian Paolo Tonini®, Rosa Noguera®, Marta Piqueras®,

Isabelle Janoueix-Lerosey’, Olivier Delattre’, Valérie Combaret®, Matthias Fischer',

André Oberthuer™, Peter Ambros'', Klaus Beiske', Jean Bénard™, Barbara Marques',

Jean Michon®, Gundrun Schleiermacher®, Bruno De Bernardi®, Hervé Rubie™, Adela Cafiete®,
Janice Kohler'®, Ulrike Pétschger'’, Ruth Ladenstein"', Geneviéve Laureys?, Frank Speleman’,

Jo Vandesompele'

"Center for Medical Genetics, Department of Paediatric Hematology and Oncology, Ghent
University Hospital, Ghent, Belgium, *Unit of Translational Paediatric Oncology, National Institute
for Cancer Research, “Department of Hematology-Oncology, G. Gaslini Children’s Hospital,
Genoa, ltaly, °Department of Pathology, Medical School, University of Valencia, Spain, INSERM
U830, *Département of Paediatric Oncology, Institut Curie, Paris, France, *Department of Cellular
Biology, Centre Léon Bérard, Lyon, France, "°Paediatric Oncology Centre, University Children’s
Hospital, Cologne, Germany, "'Children’s Cancer Research Institute, St. Anna Children’s Hospital,
Vienna, Austria, ?Department of Pathology, Rikshospitalet, Oslo, Norway, *Department of
Tumour Genetics, Institut Gustave Roussy, Villejuif, France, "*Center of Human Genetics, National
Institute of Health Dr. Ricardo Jorge, Lisbon, Portugal, “Department of Paediatric Hematology
and Oncology, Children’s Hospital, Toulouse, France, ®Department of Paediatric Oncology,
Southampton General Hospital, Southampton, United Kingdom

A Genome-Wide Linkage Screen Identifies a Hereditary Neuroblastoma 86
Predisposition Locus at Chromosome 2p24-23

Yaél P Mossé'?, Luca Longo®, Marci Laudenslager', Patrizia Perri**, Gian Paclo Tonini®,

Carmel M. McConville®, Nadine Van Roy®, Genevieve Laureys®, Frank Speleman®, Cuiping Hou',

Cecilia Kim', Hakon Hakonarson'?, Garrett M. Brodeur'?, Eric Rappaport'?, Marcella Devoto'?,

John M. Maris'?

"Children’s Hospital of Philadelphia, USA, *University of Pennsylvania, USA, *ltalian Neuroblastoma
Foundation, National Institute for Cancer Research, Genoa, ITALY, *Advanced Biotechnology

Center, Genoa, ITALY, *University of Birmingham, UK, ®Center for Medical Genetics, Ghent

University Hospital, GENT

KIF1B f is a Haploinsufficient Tumor Suppressor Gene Mapped to Chromosome 86
1p36.2 in Neuroblastoma

Arasambattu K. Munirajan™?, Kiyohiro Ando', Masato Takahashi', Akira Mukai', Yusuke Suenaga',

Miki Ohira', Toshinori Ozaki', Akira Nakagawara'

"Chiba Cancer Center Research Institute, Chiba, Japan, *University of Madras, Chennai, India

CHDS5, the Best Candidate Tumor Suppressor Gene Deleted from 1p36.31 in 87
Neuroblastomas

Tomoyuki Fuijita’, Jun Igarashi’, Erin R. Okawa', Takahiro Gotoh', Jayanthi Manne’,

Venkatadri Kolla', Wendy B. London?, John M. Maris’, Peter S. White', Garrett M. Brodeur'

"Division of Oncology, Department of Pediatrics, The Children’s Hospital of Philadelphia, The

University of Pennsylvania, Philadelphia, PA, USA, *the COG Statistics and Data Center, University

of Florida, Gainesville, FL, USA

Coffee Break
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Program

Plenary Session: Basic Research 2 10:30-11:45 HallA&B

18

10:30-10:45 B6

10:45-11:00 B7

11:00-11:15 B8

11:15-11:30 B9

11:30-11:45 B10

11:45-12:45

ANR2008

Chairpersons: Rogier Versteeg, John M. Maris, Murray D. Norris

MYCN Modulates P53 Activity Through Direct Transcriptional Regulation of
MicroRNAs

Jason M. Shohet, Andrew Ludwig, Maxim Debortoli, Eveline Barbieri and Zaowen Chen

Texas Children’s Cancer Center and Center for Cell and Gene Therapy, Department of Pediatrics,
Baylor College of Medicine, Houston, Texas, USA

The MYCN Oncogene is a Direct Target of miR-34a

Jun Stephen Wei', Young Kook Song’, Steffen Durinck’, Qing-Rong Chen’, Adam Tai Chi Cheuk’,
Quangeng Zhang', Carol Jean Thiele’, Andrew Slack®, Jason Shohet?, Javed Khan'

"National Cancer Institute, Bethesda, USA, *Baylor College of Medicine, Houston, USA

A Novel Function of Aurora-A: Kinase-Independent Stabilization of N-Myc Protein
in MYCN-Amplified Neuroblastoma

Bernd Berwanger', Tobias Otto?, Sebastian Horn?, Lars Schuettstrumpf?, Anna Kenney®,

Ursula Eilers®, Angelika Eggert’, Holger Christiansen’, Martin Eilers®

"Children’s Hospital Medical Center; Philipps-University, Marburg, Germany, *Institute for Molecular
Biology and Tumor Research (IMT), Philipps-University, Marburg, Germany, *Memorial Sloan-
Kettering Cancer Center, New York, USA, “Department of Pediatric Oncology and Haematology,
University Children’s Hospital Essen, Germany

Neuroblastoma Cells Isolated from Bone Marrow Metastases Contain a Naturally
Enriched Tumor-Initiating Cell

Loen Hansford', Amy McKee? Libo Zhang®, Rani George®, Miki Ohira®, Akira Nakagawara®,

Freda Miller®”, Meredith Irwin', Carol Thiele?, David Kaplan'’

'Cell Biology, *Developmental and Stem Cell Biology, *Physiology and Experimental Medicine
Programs, Hospital for Sick Children, Toronto, ON, Canada, *Pediatric Branch, National Institutes
of Heaith, Bethesda, MD, USA, *Department of Pediatric Hematology and Oncology, Dana-Farber
Cancer Institute, Boston, MA, USA, °Division of Biochemistry, Chiba Cancer Center Research
Institute, Chiba, Japan, "Department of Molecular and Medical Genetics, University of Toronto, ON,
Canada

Investigating the Role of PHOX2B in Neuroblastoma Development
Rani E. George, William Luther |l, Rodney Stewart, Tenzin Bayul, John Kanki, A. Thomas Look
Dana-Farber Cancer Institute, Harvard Medical School, Boston, USA

Lunch (Restaurant NOA)

Page
87

87

88

88

88



Neuroblas

Parallel Session: Basic Research 1 13:30-15:00 Hall A

Chairpersons: Angelika Eggert, Michael D Hogarty, Jun-ichiro Fujimoto

Page
13:30-13:45 B11 CASZ1, a Developmental Gene that is Frequently Lost on Chromosome 1p36 89
Induces Cell Differentiation, Inhibits Growth and Neuroblastoma Tumor Initiating
Capability
Zhihui Liu, Christine McMahon, Amy McKee, Carol J. Thiele
Pediatric Oncology Branch, Center for Cancer Research, National Cancer Institute, NIH, Bethesda,
MD, USA

13:45-14.00 B12 N-Myc Initiates Tumorigenesis in Embryonal Cells by Effects on the Intrinsic 89
Apoptosis Pathway
Joanna Keating', Neil Davies', Anna Raif', Eric Sekyere', Wayne Thomas', Jin Biao Chen’,
Yan Ru Gao', Belamy Cheung’, David R Kaplan®, Freda Miller®, Brandon Wainwright®, Tammy Ellis®,
Murray D. Norris', Michelle Haber®, Patricia Armati®, William Weiss®, Glenn M. Marshall'?
"Children’s Cancer Institute Australia for Medical Research, Sydney, NSW, Australia, *Sydney
Children’s Hospital, Sydney, NSW, Australia, *University of Sydney, Sydney, NSW, Australia,
“University of California, San Francisco, USA, 5University of Queensland, Brisbane, Qld, Australia,
®Hospital for Sick Children Toronto, Canada

14:00-14:15 B13 N-Myc Directly Represses Transcription of the TRKA and p75 Neurotrophin 89
Receptor Genes through the Association with the Sp1 and Miz-1 Transcription
Factors
Giovanni Perini', Nunzio Iraci', Daniel Diolaiti', Antonio Porro', Emanuele Valli', Antonella Papa’,
Samuele Gherardi’, Roberto Bernardoni’, Stefi Herold?, Martin Eilers?, Giuliano Della Valle'
"University of Bologna, Bologna, Italy, *University of Marburg, Marburg, Germany

14:15-14:30 B14 The HECT-Domain Ubiquitin Ligase Ureb1 Controls Neural Differentiation and 89
Proliferation by Destabilizing the N-Myc Oncoprotein
Xudong Zhao', Julian Ik-Tsen Heng?, Daniele Guardavaccaro®, Richeng Jiang', Michele Pagano®,
Francois Guillemot?, Antonio lavarone'*®, Anna Lasorella"*®
'Institute for Cancer Genetics, “Department of Pathology, *Department of Neurology, °Department
of Pediatrics, Columbia University Medical Center, New York, USA *Division of Molecular
Neurobiology, National Institute for Medical Research, The Ridgeway, Mill Hill, London, United
Kingdom, *Department of Pathology, NYU Cancer Institute, New York University School of
Medicine, New York, USA

14:30-14:45 B15 MDM2 Haploinsufficiency Delays Tumorigenesis in pth-MYCN Transgenic Mice 90
Jason M. Shohet, Eveline Barbieri, Andrew Ludwig, Zaowen Chen
Texas Children’s Hospital, Baylor College of Medicine, Houston, Texas, USA

14:45-15:.00 B16 Novel MYCN Upregulated Genes with Oncogenic Potential in Neuroblastoma 90
Filip Pattyn', Pieter Mestdagh', Tom Van Maerken', Joélle Vermeulen', Katleen De Preter',
Frank Westermann®, Frank Speleman', Jo Vandesompele'
'Ghent University Hospital, Ghent, Belgium, *German Cancer Research Center (DKFZ), Heidelberg,
Germany

15:00-15:15 Coffee Break
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Program

Parallel Session: Translational Research 1 13:30-15:00 Hall B.

13:30-13:45

13:45-14:00

14:00-14:15

14:15-14:30

14:30-14:45

14:45-15:00

15:00-15:15

TR11

TR12

TR13

TR14

TR15

TR16

20 | ANR2008

Chairpersons: Barbara Hero, Nili Peylan-Ramu, Oliver Witt

Page
Stem Cell Marker CD133 is a Novel MYCN Target and Regulates Aggressiveness in 0
Neuroblastoma
Hisanori Takenobu', Osamu Shimozato', Masaki Kimura', Hidemasa Ochiai', Miki Ohira’,
Akira Nakagawara®, Takehiko Kamijo'
'Division of Biochemistry, Chiba Cancer Center Research Institute, Chiba, Japan, ’Chiba Cancer
Center Research Institute, Chiba, Japan

In vivo Anti-Tumor and Anti-Metastatic Activity of Administration of Sunitinib in a 90
Preclinical Neuroblastoma Mouse Model

Sylvain Baruchel, Libo Zhang, Amy Lee Chong, Diana Stempak

New Agent and Innovative Therapy Program division of Hematology-Oncology Hospital for Sick

Children, Toronto, ON, Canada .

Targeted Mcl1 Reduction Inhibits Neuroblastoma In Vitro and In Vivo 91
Brian J. Lestini', Mark Fluchel', Kelly C. Goldsmith’, Xueyaun Liu', Bruce Pawel'?,

Michael D. Hogarty'?

'Children’s Hospital of Philadelphia, *University of Pennsylvania School of Medicine, Philadelphia,

PA, USA : :

Immunotherapy of Neuroblastoma (NB) by an Interleukin-21-Secreting Cell 91
Vaccine is Potentiated by CD4+ T Cell Depletion

Michela Croce’, Anna Maria Orengo’, Martina Borghi', Antonella Brizzolara', Marina Fabbi',

Raffaella Meazza®, Barbara Carlini®, Vito Pistoia®, Silvano Ferrini', Maria Valeria Corrias®

"Laboratory of Immunological Therapy, Istituto Nazionale per la Ricerca sul Cancro, Genoa, ltaly,
®Laboratory of Clinical and Experimental Immunology, *Laboratory of Oncology, Gaslini Institute,

Genoa, ltaly

Histone Demethylase LSD1 is Highly Expressed in Poorly Differentiated NB and is 91
a Novel Therapeutic Target

Johannes H. Schulte’, Soyoung Lim?, Alexander Schramm’, Ingrid Ora®, Steffi Kuhfittig-Kulle',

Eric Metzger®, Roland Schille®, Reinhard Buettner?, Angelika Eggert’, Jutta Kirfel®

"University Children’s Hospital Essen, Germary, %Institute of Pathology, University of Bonn,

Germary, *Dept. of Human Genetics, AMC, University of Amsterdam, “Freiburg University Medical

Center

Fenretinide/Lym-X-Sorb Oral Powder Combined with the Oral Microtubule Inhibitor 91
ABT-751 is Highly Active against Multidrug-Resistant Neuroblastoma Xenografts

C. Patrick Reynolds, Nancy Tran, Vanessa Maldonado, Vazgen Khankaldyyan, Hirouki Shimada,

Barry J. Maurer '

Developmental Therapeutics Program, USC-CHLA Institute for Pediatric Clinical Research, Division

of Hemotology-Oncology, Children’s Hospital Los Angeles and Department of Pediatrics and

Pathology, Kerk School of Medicine, University of Southern California, Los Angeles, CA, USA

Coffee Break



Parallel Session: Basic Research 2

15:15-16:45 Hall A

156:15-156:30

16-30-15:45

15:45-16:00

16:00-16:15

16:15-16:30

16:30-16:45

B17

B18

B19

B20

B21

B22

Chairpersons: Isabelle Janoueix-Lerosey, Jason M. Shohet, Tatsuro Tajiri

Neuronal Leucine Rich Repeat Protein 1 (NLRR1) is a Direct Transcriptional
Target of N-Myc as Well as C-Myc and Contributes to Aggressiveness of Primary
Neuroblastomas

Shamim Hossain, Wang Hong, Toshinori Ozaki, Miki Ohira, Hisanori Takenobu, Takehiko Kamijo,
Akira Nakagawara

Chiba Cancer Center Research Institute, Chiba, Japan

Recruitment of Histone Deacetylase 1 by N-Myc as a Mechanism of Transcriptional
Repression and OncogeneS|s

Glenn M. Marshall"? Andrew Tee', Antonio Porro®, Stewart A. Smith’, Tanya Dwarte', Pei V. Liu',
Michelle Haber', Murray D. Norris', Daniel Diolaiti®, Giuliano Della Vaile®, Giovanni Perini®, Tao Liu'
'Children’s Cancer Institute Australia for Medical Research, Australia, 2The Centre for Children’s
Cancer and Blood Disorders, Sydney Children's Hospital, High Street, Randwick, Sydney, Australia,
*Department of Biology, University of Bologna, Bologna, Italy

Transcriptional Repression of MYCN is Mediated by TAp63 in Favorable
Neuroblastomas

Yusuke Suenaga, Toshinori Ozaki, Tomoe Ichikawa, Takehiko Kamijo, Akira Nakagawara
Chiba Cancer Center Research Institute, Chiba, Japan

ApodJiclusterin is a Novel Haploinsufficient Neuroblastoma Suppressor Gene
Negatively Regulated by MYCN

Olesya Chayka', Daisy Corvetta', Alessandro E. Caccamo®, Saverio Bettuzzi?, Giorgia Santilli",
Sian Gibson', Neil J. Sebire', Nourredine Himoudi', John Anderson’, Arturo Sala’

"Molecular Haematology and Cancer Biology Unit, Institute of Child Health, London, UK,
*Dipartimento di Medicina Sperimentale Sezione di Biochimica, Biochimica Clinica e Biochimica
dell’Esercizio Fisico Universita degli Studi di Parma, Parma, ltaly

Expression and Sequence Analysis of Candidates for the 1p36.31 Tumor
Suppressor Gene Deleted in Neuroblastomas

Erin R. Okawa, Takahiro Gotoh, Jayanthi Manne, Jun Igarashi, Tomoyuki Fujita,

Karen A. Silverman, Huaqing Zhao, Yael P Mosse, Peter S. White, Garrett M. Brodeur

The Children’s Hospital of Philadelphia and the Universily of Pennsylvania, Philadelphia, USA

Wild-Type CADM1 Expression Suppresses Growth and Invasion of Neuroblastoma
Cell Lines

Edward F. Attiyeh, Jennifer L. Stundon, Katlyn M. Pecor, Yael P Mossé, John M. Maris

Children’s Hospital of Philadelphia and University of Pennsylvania School of Medicine, USA

Page
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Program

Parallel Session: Translational Research 2 15:15-16:45 Hall B

16:15-15:30 TR17

15:30-15:45 TR18

15:45-16:00 TR19

16:00-16:15 TR20

16:15-16:30 TR21

16:30-16:45 TR22

22 I ANR2008

Chairpersons: Victoria Castel, Julie Park, Junko Takita

Page
Th CXCR4 Strongly Promotes Neuroblastoma Growth but not Invasion 93
Nicole Gross', Roland Meier®, Julie Liberman', Marjorie Flahaut', Annick Miihlethaler-Mottet’,
Daudigeos Estelle®, Louache Fawzia®, Curzio Rilegg*, Gilles Vassal’, Jean-Marc Joseph®
'Pediatric Oncology Research Unit, 2University Hospital, CHUV, Switzerland, *UPRES EA3535,
Institut Gustave Roussy, Villejuif France, *Division of Experimental Oncology, Lausanne Cancer
Center, Lausanne, Switzerland, *Pediatric Surgery Unit, Pediatrics

Risk Estimation of Neuroblastoma Patients by Gene Expression Based 93
Classification: Ready for Clinical Application?

Matthias Fischer', André Oberthuer’, Benedikt Brors?, Frank Westermann®, Shahab Azgharzadeh®,
Robert Seeger*, Paola Scaruffi®, Gian Paclo Tonini®, Isabelle Janoueix-Lerosey®, Olivier Delattre®,
Jo Vandesompele’, Frank Speleman’, Rosa Noguera®, Jean Bénard®, Alexander Valent’,

Smadar Avigad', Isaac Yaniv'®, Axel Weber"', Holger Christiansen', Richard Grundy™,

Thorsten Simon', Barbara Hero', Frank Berthold'

'Children’s Hospital, Department of Pediatric Oncology and Hematology, University of Cologne,
Department of Theoretical Bioinformatics (B080), *Department of Tumor Genetics (B030),
German Cancer Research Center, Heidelberg, Germany, *Children’s Center for Cancer and Blood
Diseases, Children’s Hospital Los Angeles, USA, *Translational Pediatric Oncology, National
Institute for Cancer Research, Genova, Italy, ®Institut Curie, INSERM Unit 830, Paris, France,
"Center for Medical Genetics, Ghent University Hospital, Belgium, *Department of Pathology,
University of Valencia, Spain, °Department of Tumor Genetics, Institut Gustave Roussy, Villejuif,
France, °Schneider Children’s Medical Center of Israel, Pediatric Hematology Oncology, Petah
Tikva, Israel, "'Children’s Hospital, Department of Pediatric Oncology and Hematology, University
of Marburg, Germany, "*Children’s Cancer Leukaemia Group, University of Leicester, UK

R2: A Public User-Friendly Web-Tool for Integral Analysis of Clinical and 94
Expression Data in Neuroblastoma

Jan Koster', Huib Caron’, Rogier Versteeg'

"Dept. of Human Genetics, *Pediatric Oncology, Academic Medical Center; Amsterdam, the

Netherlands

Segmental Chromosomal Abnormalities are Associated with a Higher Risk 94
of Relapse in Infants with Neuroblastoma — Array-CGH Analysis of Tumours

of Infants Included in the INES 99.1, 99.2 and 99.3 Trials. A SIOPEN/ENQUA
Collaborative Study

Gudrun Schleiermacher’, Jean Michon', Agnés Ribeiro’, Gaelle Pierron’, Véronique Mosseri',
Isabelle Janoueix—Lerosey‘, Hervé Rubie?, Alexander Valent®, Valérie Combaret®, Andrew Pearson®,
Rosa Noguera®, Adela Cafiete’, Gian Paolo Tonini®, Katia Mazzocco®, Raffaela Defferrari®,

Bruno de Bernardi®, Nadine van Roy", Joélle Vermeulen', Frank Speleman'®, Geneviéve Laureys™,
Ruth Ladenstein", Inge Ambros'', Peter Ambros"", Olivier Delattre’, Jéréme Couturier'

'Institut Curie, Paris, France, *Hopital des Enfants, Toulouse, France, *Institut Gustave Roussy,
Villejuif, France, *Centre Léon Bérard, Lyon, France, °Royal Marsden Hospital, Surrey, UK,
6University of Valencia, Valencia, Spain, "Children’s Hospital, Valencia, Spain, ®National Institute for
Cancer Research, Genova, ltaly, *Giannina Gaslini Children’s Hospital, Genova, Italy, "°Centre for
Medical Genetics, Ghent, Belgium, ''St. Anna Children’s Cancer Research Institute, Vienna, Austria

Human Exon Array Gene Expression Profiling in Patients with Metastatic 94
Neuroblastoma

Shahab Asgharzadeh'?, Roger Pique-Regi', Diana Abdueva', Cathy Wei Yao Liu',

Hiroyuki Shimada'?, Katherine K. Matthay**, Timothy J. Triche'?, Richard Sposto'?,

Robert C. Seeger'?

"Children’s Hospital Los Angeles and Saban Research Institute, Keck School of Medicine,

University of Southern California, Los Angeles, USA, 2Children’s Oncology Group, Arcadia, USA,

*UCSF, San Francisco, USA

A Six-Gene Molecular Signature Detects Neuroblastoma Cells among %
Hematopoietic Cells with High Sensitivity and Specificity

Cathy Wei Yao Liu', Shahab Azgharzadeh'?, Lingyun Ji', Richard Sposto'?, Robert C. Seeger'?

"Children’s Hospital Los Angeles and Saban Research Institute, Keck School of Medicine,

University of Southern California, Los Angeles, CA, USA, *Children’s Oncology Group, Arcadia,

CA, USA



NeurobTastoma

Selected Poster Session: Basic Research 18:00-19:00 Room C
Chairpersons: Nicole Gross, Dwayne G. Stupack, Tomoro Hishiki
Page
18:00-18:08 B38 LMO3 Acts as an Oncogene via Its Interaction with the Tumour Suppressor, p53, 95
in Neuroblastoma
Steven Larsen'?, Eriko Isogai’, Toshinori Ozaki', Akira Nakagawara'
'Chiba Cancer Center Research Institute, Chiba, Japan, Chiba University, Graduate School of
Medicine, Chiba, Japan
18:08-18:16 B39 Using Whole Genome Based Chromatin Immunoprecipitation (ChiP) to Analyze 95
MYC(N) Functions in Neuroblastoma
Daniel Muth', Tobias Bauer?, Benedikt Brors?, Rainer Kénig®, Tim Beissbarth®, Manfred Schwab',
Frank Westermann'
'German Cancer Research Center (DKFZ), Department of Tumor Genetics, Germany, *German
Cancer Research Center (DKFZ), Départment of Theoretical Bioinformatics, Germany, *German
Cancer Research Center (DKFZ), Department of Molecular Genome Analysis, Germany
18:16-18:24 B40 NGFR/p75"™® is Activated through TAp73 during Retinoic Acid-Induced 95
Differentiation of Neuroblastoma Cells
Sétha Douc-Rasy',Emilie Horvilleur®, David Goldschneider?, Jean Bénard’
'CNRS UMR 8126, University Paris Sud-11, Institut Gustave Roussy, Villejuif, France °CNRS FRE
2870, Centre Léon Bérard, Lyon, France
18:24-18:32 B4t Gene-Expression Based Classification Predicts the Biology of Metastasized 95

Neuroblastoma under 2 Years of Age Better than Current Clinical Risk
Stratification

André Oberthiir', Frank Berthold', Barbara Hero', Thorsten Simon', Benedikt Brors?,

Frank Westermann®, Matthias Fischer'

"Department of Pediatric Oncology, University of Cologne Children’s Hospital, Germany,
*Department of Theoretical Bioinformatics (B080), *Department of Tumor Genetics (B030),
German Cancer Research Center, Heidelberg, Germany

18:32-18:40 B42 Gene Expression Profiles Distinguish Two Prognostically Different Subgroups of 96
Neuroblastomas with Loss of Chromosome 11q
Matthias Fischer', Tobias Bauer?, André Oberthiir', Ridiger Spitz', Barbara Hero',
Frank Westermann®, Benedikt Brors?, Rainer Konig?, Frank Berthold’
"Children’s Hospital, Department of Pediatric Oncology and Hematology, University of Cologne,
“Department of Theoretical Bioinformatics (B080), *Department of Tumor Genetics (B030),
German Cancer Research Center, Heidelberg, Germany
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Program

Selected Poster Session: Clinical Study

18:00-19:00 Room D

24

18:00-18:08

18:08-18:16

18:16-18:24

18:24-18:32

18:32-18:40

c19

C20

Cc21

C22

c23

ANR2008

Chairpersons: Dominique Plantaz, Masaaki Kumagai, Kate Matthay

The Treatment of Children over the Age of One Year with Unresectable Localised
Neuroblastoma without MYCN Amplification: a SIOPEN Study

Janice Kohler', Herve Rubie?, Victoria Castel®, Alberto Garaventa®, Riccardo Haupt*

'Southampton General Hospital, Southampton, UK, *Hopital des Enfants, Toulouse, France, *RO: U.
Hospital La FE, Valencia, Spain, *Institut G. Gaslini, Genova, Iltaly

Long Term Outcome and Late Effects after Successful Treatment of Stage 4
Neuroblastoma

Thorsten Simon, Barbara Hero, Frank Berthold

Children’s Hospital, University of Cologne, Germany

A Large-Scale Analysis of TRK-A Expression and Neurotrophin Responsiveness
in Primary Neuroblastomas

Hidetaka Niizuma'?, Hiroko Nakanishi', Yohko Nakamura’, Eriko Isogai’, Miki Ohira’,

Shinichi Toyabe®, Kohei Akazawa®, Shigeru Tsuchiya®, Akira Nakagawara'

"Division of Biochemistry, Chiba Cancer Center Research Institute, Chiba, Japan, *Department
of Pediatrics, Tohoku University School of Medicine, Sendai, Japan, *Department of Medical
Informatics, Niigata University Medical and Dental Hospital, Niigata, Japan

Natural Course of Neuroblastoma Detected by Mass Screening: A 10 Years
Prospective Study of Observation Program at A Single Institution

Mio Tanaka’', Keisuke Kato'?, Rieko ljiri', Kiyoshi Gomi', Noriko Aida’, Youkatsu Ohama’,
Hisato Kigasawa', Yukichi Tanaka'

'Kanagawa Children’s Medical Center, Kanagawa, Japan, Ibaragi Children’s Hospital, Ibaragi,
Japan

Efficacy of Double High-Dose Chemotherapy and Autologous Stem Cell Rescue
in Patients over 1 Year of Age with Stage 4 Neuroblastoma: The Korean Society of
Pediatric Hematology-Oncology (KSPHO) 6 Year Experience (2000-2005)

Ki Woong Sung, Kun Soo Lee, Hack Ki Kim, Tai Ju Hwang, Hyo Seop Ahn, Yong Mook Choi
Korean Society of Pediatric Hematology-Oncology, Seoul, South Korea
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Plenary Session: Translational Research 1

9:00-10:15 HallA&B

9:00-9:15

9:15-9:30

9:30-9:45

9:45-10:00

10:00-10:15

10:15-10:30

TR1

TR2

TR3

TR4

TR5

Chairpersons: Frank Berthold, Robert C. Seeger, Godfrey C. F. Chan

Targeting Neuroblastoma Tumor-Initiating Cells: High-Throughput Screening
Strategies to Identify Novel Chemotherapeutics

David R. Kaplan'?, Kristen M. Smith', Alessandro Datt’, Libo Zhang', Loen M. Hansford',

Freda D. Miller™?, Herman Yeger', Sylvain Baruchel’, Jeffrey L. Wrana®®

"The Hospital for Sick Children, Tronto, Canada, “Department of Molecular Genetics, University of
Toronto, Canada, *The Robotics Facility, Samuel Lunenfeld Research Institute, Mt. Sinai Hospital,
Toronto, Ontario, Canada

ODC1 Overexpression is Associated with Poor Outcome in Childhood
Neuroblastoma and Represents an Important Therapeutic Target

Murray D. Norris', Ngan Ching Cheng’, Janice Smith', Jayne Murray’, Michael D. Hogarty’,

Wendy B. London®, Glenn M. Marshall', Michelle Haber'

"Children’s Cancer Institute Australia, Sydney, Australia, *The Children’s Hospital of Philadelphia,
Philadelphia, USA, *University of Florida and Children’s Oncology Group Statistics and Data Center
Department, Gainesville, USA

Activation of BMP4 Signalling via Inhibition of HDAC11 Represses Neuroblastoma
Cell Tumorigenicity both In Vitro and In Vivo

Hedwig E. Deubzer'?, Ina Oehme', Johannes Schulte®, Lennart Opitz*, Volker Enemann®,

Andreas E. Kulozik?, Angelika Eggert’, Manfred Schwab®, Olaf Witt"?

"Clinical Cooperation Unit Pediatric Oncology (G340), German Cancer Research Center (DKFZ),
Heidelberg, Germany, *Pediatrics Ill, University of Heidelberg, Heidelberg, Germany, *Department
of Pediatric Hematology and Oncology, University of Essen, Essen, Germany, *Transcriptome
Analysis Laboratory, University of Goettingen, Goettingen, Germany, *Department of General
Pathology, Institute for Pathology, University of Heidelberg, Heidelberg, Germany, *Department of
Tumor Genetics (B030), DKFZ, Heidelberg, Germany

Therapy of Metastases of Drug-Resistant Neuroblastoma Cells in NOD/SCID

Mice with Human Natural Killer Cells and Anti-GD2 Antibody Combined with
Cyclophosphamide, Zoledronic Acid, and Bevacizumab

Hong-wei Wu, Xiao Hui Peng, Jianping Sun, Rex Moats, Mike Rosol, Leonid S. Metelitsa,

Yves A. DeClerck, Wei Ye Susan Groshen, Robert C. Seeger

Children’s Hospital Los Angeles and Saban Research Institute, Keck School of Medicine, University
of Southern California, Los Angeles, CA, USA

Neuropeptide Y and its Y2 Receptors — Potential Targets in Neuroblastoma
Therapy

Joanna Kitlinska', Lindsay Everhart', Congyi Lu', Lijun Li", Jason Tilan', Lydia Kuo', Ken Abe’,
Chen-Chih Sun®, Zofia Zukowska', Jeffrey Toretsky”

'Depart. of Physiology and Biophysics, *Depart. of Oncology, Georgetown University Medical
Center, Washington, DC, USA, *Depart. of Pathology, University of Maryland, Baltimore, MD, USA

Coffee Break -
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Plenary Session: Translational Research 2 10:30-11:45 HallA&B

26

10:30-10:45 TR6

10:45-11:00 TRY

11:00-11:15 TRS8

11:15-11:30 TR9

ANR2008

Chairpersons: Per Kogner, Susan L. Cohn, Hitoshi lkeda
Page
Genomic Aberration Patterns Predict Relapse in Low-And Iintermediate-Risk 99
Neuroblastoma (NB): A Children’s Oncology Group (COG) Study
Edward F Attiyeh'®, Sharon Diskin', Yael P Mossé'®, Cuiping Hou', Marc A. Attiyeh',
Susan L. Cohn?®, Katherine K. Matthay®?, David Baker*?, Douglas Strother®®, Mary Lou Schmidt®®,
Wendy B. London”®, John M. Maris*®
"Children’s Hospital of Philadelphia and University of Pennsylvania, *University of Chicago,
SUniversity of California San Francisco, *Princess Margaret Hospital, Perth, Australia, *Alberta
Children’s Hospital and University of Calgary, Alberta, Canada, *University of lllinois at Chicago,
"University of Florida, *Children’s Oncology Group

The Overall Genomic Pattern is a Predictor of Outcome in Neuroblastoma 99
Isabelle Janoueix-Lerosey', Gudrun Schleiermacher'?*, Evi Michels®, Véronique Mosseri*,
Agnés Ribeiro®, Ekaterina Svetiova®, Delphine Lequin', Joélle Vermeulen®, Jo Vandesompele?,
Gaélle Pierron®, Jérdme Couturier'®, Michel Peuchmaur’, Séverine Lair®, Emmanuel Barillot?,
Jerzy Klijanienko®, Jean Bénard®, Alexander Valent'’, Dominique Plantaz'', Hervé Rubie™,
Dominique Valteau-Couanet®, Anne Auvrignon™, Caroline Thomas™®, Geneviéve Laureys®,
Valérie Combaret”, Raphaél Rousseau'®, Pascal Chastagner', Alexander Schramm?,

Angelika Eggert®, Jean Michon’®, Frank Speleman®, Olivier Delattre™®

'INSERM U830, Institut Curie, Paris, France, *Institut Curie, Département de Pédiatrie, Paris,
France, *Center for Medical Genetics, Ghent University Hospital, Ghent, Belgium, “Institut Curie,
Service de Biostatistiques, Paris, France, °Institut Curie, Unité de Génétique Somatique, Paris,
France, ®Institut Curie, Unité de Cytogénétique, Paris, France, "Hopital Robert Debré, Service de
Pathologie, Paris, France, 8Institut Curie, Service Bioinformatique, Paris, France, ®Institut Curie,
Département de Biologie des Tumeurs, Paris, France, "Institut Gustave Roussy, Département de
Biologie et de Pathologie Médicales, Villejuif, France, ''Centre Hospitalier Universitaire, Service
Hématologie Infantile, Grenoble, France, *Hépital des Enfants, Unité d’Hémato-Oncologie
Pédiatrique, Toulouse, France, “Institut Gustave Roussy, Département de Pédiatrie, Villejuif
France, “Hépital d’Enfants Armand Trousseau, Service d’Hématologie-Oncologie, Paris, France,
Centre Hospitalier Régional, Service Hémato-Oncologie Infantile, Nantes, France, "*Department
of Paediatric Haematology and Oncology, Ghent University Hospital, Ghent, Belgium, "Centre
Léon Bérard, Laboratoire d’Oncologie Moléculaire, Lyon, France, "®Centre Léon Bérard,
Département de Pédiatrie, Lyon, France, *Centre Hospitalier Universitaire, Service Hématologie
Oncologie Pédiatrique, Vandoeuvre-lés-Nancy, France, *University Childrens Hospital of Essen,
Department of Paediatric Oncology and Haematology, Essen, Germany

*IJL and GS contributed equally to this work

Segmental Chromosomal Alterations Have Prognostic Impact In Neuroblastoma: 100
A Report From The INRG Project

Gudrun Schleiermacher’, Véronique Mosseri', Wendy B. London?, John M. Maris®,

Garrett M. Brodeur®, Michelle Haber®, Javed Khan®, Akira Nakagawara®, Frank Speleman’,
Ruediger Spitz®, Inge Ambros®, Tom Monclair'®, Kate K. Matthay", Peter Ambros®,

Susan L. Cohn™, Andy Pearson™

'Institut Curie, Paris, France, *Children’s Oncology Group (COG), Department of Statistics,
University of Florida, USA, *Children’s Hospital of Philadelphia, PA, USA, *Children’s Cancer
Institute Australia, Australia, °National Cancer Institute, Bethesda, USA, °Chiba Cancer Center
Research Institute, Japan, "Centre for Medical Genetics, Ghent, Belgium, "University of Cologne,
Germany, °St. Anna Children’s Cancer Research Institute, Vienna, Austria, "°Rikshospitalet
University Hospital, Oslo, Norway, '"UCSF Children’s Hospital, San Francisco, USA, ?The
University of Chicago, IL, USA, "*Royal Marsden Hospital, Surrey, UK

Comparison of Early Passage Neuroblastoma Cell Lines to Matched Primary 100
Tumors Using SNP Arrays

Samuel L. Volchenboum'?, Cheng Li*, Shuli Li®, Edward F. Attiyeh®, C. Patrick Reynolds®,

John M. Maris*, A. Thomas Look’, Rani E. George'

'Dana-Farber Cancer Institute & Children’s Hospital, Harvard Medical School, ’Department of

Pediatrics, The University of Chicago, USA, *Harvard School of Public Health, Boston, USA,

“Children’s Hospital of Philadelphia, University of Pennsylvania School of Medicine, Philadelphia,

USA, °Children’s Hospital of Los Angeles, Los Angeles, USA



11:30-11:45 TR10

11:45-12:45

Page

Prediction of Outcome for Children with Metastatic MYCN Non-Amplified 100
Neuroblastoma with a Multi-Gene TagMan Low Density Array

Shahab Asgharzadeh'?, Jill Salo', Lingyun Ji', Roger Pique-Regi', Cathy Wei Yao Liu’,

Hiroyuki Shimada'?, Katherine K. Matthay®*, Matthias Fischer®, Andre Oberthuer®, Frank Berthold®,
Richard Sposto'?, Robert C. Seeger'?

"Children’s Hospital Los Angeles and Saban Research Institute, Keck School of Medicine,

University of Southern California, Los Angeles, USA, *Children’s Oncology Group, Arcadia, USA,

*UCSF, San Francisco, USA, *Children’s Hospital, University of Cologne, Cologne, Germany

Lunch (Restaurant NOA)
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Parallel Session: Basic Research 3 13:30-15:00 Hall A
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13:30-13:45

13:45-14:00

14:00-14:15

14:15-14:30

14:30-14:45

14:45-15:00

15:00-15:30

B23

B24

B25

B26

B27

B28

ANR2008

Chairpersons: Gian Paolo Tonini, Yasuhide Hayashi, Thorsten Simon

Page
Expression Profiling of a New Class of Non-Coding RNAs in Human 101
Neuroblastoma -
Pieter Mestdagh, Filip Pattyn, Katleen De Preter, Joélle Vermeulen, Anne De Paepe,
Frank Speleman, Jo Vandesompele
Center for Medical Genetics, Ghent University Hospital, Ghent, Belgium

ncRAN, a Novel Non-Coding RNA Mapped to Chromosome 17g25.1, Promotes Cell 101
Proliferation and Transformation and Its Expression Predicts Poor Ontcome in
Neuroblatoma

Meng Yu'?, Miki Ohira', Yuanyuan Li', Hidetaka Niizuma', Myat Lin Oo’, Toshinori Ozaki’,

Eriko Isogai', Takehiko Kamijo', Akira Nakagawara’

'Division of Biochemistry, Chiba Cancer Center Research Institute, Chiba, Japan, *Department of
Molecular Biology and Biochemistry, China Medical University, Shenyang, China

Unmasking of Epigenetically Silenced MicroRNAs in Neuroblastoma 101
Jasmien Hoebeeck, Geert Declerck, Pieter Mestdagh, Filip Pattyn, Katleen De Preter,

Joélle Vermeulen, Nurten Yigit, Anne De Paepe, Frank Speleman, Jo Vandesompele

Center for Medical Genetics, Ghent University Hospital, Ghent, Belgium

MYCN Regulates Oncogenic and Tumour Suppressor miRNA Networks in 101
Neuroblastoma

Pieter Mestdagh', Joélle Vermeulen', Filip Pattyn', Liesbeth Vercruysse', Anne De Paepe’,

Geneviéve Laureys', Rosa Noguera®, Marta Piqueras?, Frank Speleman’, Jo Vandesompele'

"Center for Medical Genetics, Ghent University Hospital, Ghent, Belgium, *Department of

Pathology, Medical School, University of Valencia, Spain

MYCN Regulates Oncogenic MicroRNAs in Neuroblastoma 102
Stefanie Schlierf', Johannes H. Schulte’, Sebastian Horn?, Tobias Otto?, Kathy Astrahantseff,

Alexander Schramm’, Holger Christiansen®, Martin Eilers, Bernd Berwanger®, Angelika Eggert’

"University Children’s Hospital Essen, Germany, *Institute of Molecular Biology and Tumor

Research (IMT), Philipps University of Marburg, Germany, *Children’s Hospital Medical Centre,

University Hospital Giessen and Marburg, Germany

A Novel MicroRNA Targeting Inhibitor-of-Apoptosis Proteins Acts as a Tumour 102
Suppressor in Neuroblastoma

Pietro Carotenuto', Anna Maria Bello', Cristin Roma', Garzia Livia', Gabriella Vitale',

Luigi De! Vecchio'?, Fabio Pastorino®, Claudia Angelini, Paola Scaruffi®, Gianpaolo Tonini®,

Mirco Ponzoni®, Gianluigi Arrigoni®, Johannes H. Schulte’, Angelika Eggert’, Achille lolascon'?,
Massimo Zollo™?

'CEINGE, Advanced Biotechnology, Via Comunale Margherita, Naples, Italy, "DBBM, Dipartimento
di Biochimica e Biotecnologie Mediche, Universita di Napoli "Federico II", Napoli, Italy,
*Differentiation Therapy Unit, Laboratory of Oncology, Genova, Italy, “Istituto per le Applicazioni del
Calcolo “Mauro Picone”, CNR, Naples, Italy, *Translational Paediatric Oncology, National institute
for Cancer Research, Genova, *Department of Anatomy and Pathology, Ospedale San Raffaele,
HSR, Milan, ltaly, "Department of Pediatric Oncology and Haematology, University Children’s
Hospital, Essen, Germany

Coffee Break



Parallel Session: Basic Research 4

13:30-14:30 Hall B

13:30-13:45

13:45-14:00

14:00-14:15

14:15-14:30

B34

B35

B36

B37

Chairpersons: Tommy Martinsson, Hiro Shimada, Michio Kaneko

Netrin-1 Acts as a Survival Factor for Aggressive Neuroblastoma

Céline Delloye', Raphaél Rousseau?, Valérie Combaret?, Alain Puisieux’, Jean Bénard’,

Agnés Bernet', Patrick Mehlen'

'"CNRS UMR5238 Centre Léon Bérard, Lyon, France, 2lINSERM U580 Centre Léon Bérard, Lyon,
France, °CNRS UMR8126 Gustave Roussy Institute, Villejuif, France

Unc5H4, a Novel Dependence Receptor of Netrin-1 for Survival, is a Direct Target
of p53 and Its Expression Levels are Downregulated in High-Risk Neuroblastomas
Wang Hong"?, Toshinori Ozaki', Shamim Hossain', Yohko Nakamura', Atsuko Nakagawa®,

Miki Ohira’, Hisanori Takenobu', Takehiko Kamijo', Xindong Xue?, Akira Nakagawara'

'Chiba Cancer Center Research Institute, Chiba, Japan, “China Medical University, ShengdJian,
China, *National Center for Child Health and Development, Tokyo, Japan

Delineation of Notch Signaling Reveals an Integrated Network of CDK2, MYCN and
Notch Genes Involved in Neuroblastoma Development

Johan van Nes, Alvin Chan, Jan Koster, Rogier Versteeg

Academic Medical Center, Amsterdam, The Netherlands

The Wnt/ 8-catenin Signalling Pathway Cooperates with MDR7 Gene-Encoded
P-Glycoprotein in Multi-Drug Resistant Neuroblastoma Cells

Marjorie Flahaut', Annick Miihlethaler', Roland Meier?, Aurélie Coulon’, Felix Niggli®,
Jean-Marc Joseph', Nicole Gross'

'Paediatric Oncology Research Unit, Paediatrics, CHUV, Lausanne, Switzerland, *Life Sciences
Division, Lawrence Berkeley National Laboratory, University of California, Berkeley, USA,
®Paediatrics, University Children Hospital, Ziirich, Switzerland
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Parallel Session: Basic Research 5 15:15-16:30 Hall A

30

15:16-15:30 B29

15:30-15:45 B30

15:45-16:00 B31

16:00-16:15 B32

16:15-16:30 B33

ANR2008

Chairpersons: Frank M. W. Westermann, Naochiko Ikegaki, Hajime Okita

Page
Highly Tumorigenic and Tumor Stem Cell Like Neuroblastoma Side-Population 103
Cells are Localized in Their Hypoxic Niche
Bikul Das™, Rika Tsuchida', David Malkin'#, Sylvain Baruchel'*®, Herman Yeger®®
"Division of Hematology & Oncology, “Department of Paediatric Laboratory Medicine, *The Hospital
for Sick Children, Toronto, Department of Laboratory Medicine and Pathobiology, *Institute of
Medical Sciences, *Department of Medical Biophysics, University of Toronto, Canada

Combined Genomic and Molecular Signatures of Neuroblastoma: Implication of 103
Their Clinical Application

Miki Ohira’, Shigeyuki Oba?, Nobumoto Tomioka"*, Yohko Nakamura', Eriko Isogai’,

Takehiko Kamijo', Tadayuki Koda®, Yasuhiko Kaneko®, Burt Feuerstein®, Daniel Pinkel”,

Donna Albertson’, Shin Ishii*®, Akira Nakagawara'

'Div. Biochem., Chiba Cancer Center Res. Inst. Chiba, Japan, ?Grad. Sch. Info. Sci., Nara Inst. Sci.

Tech., Ikoma, Japan, *1st surgery, Hokkaido Univ. Sch. Med., Sapporo, Japan, *Hisamitsu Pharm.

Co. Inc., Res. Center Functional Genomics, Tokyo, Japan, °Res. Inst. Clin. Oncol., Saitama Cancer

Center, Ina, Japan, °Dept. Neurol., Barrow Neurol. Inst., St. Joseph’s Hosp. Med. Cntr, Phoenix,

Az, USA, "Cancer Cntr, UCSF, USA, *Kyoto Univ. Grad. Sch., Kyoto, Japan

A Genome-Wide Association Study (GWAS) of Copy Number Variants (CNVs) 104
ldentifies Neuroblastoma Predisposition Loci

Sharon J. Diskin"?, Cuiping Hou', Joseph T. Glessner', Edward F. Attiyeh'?*, Yael P Mosse'??,

Jonathan P, Bradfield’, Cecilia Kim', Tracy Casalunovo’, Andrew Eckert', Edward Frackelton',

Marcella Devoto'?, Struan F. A. Grant'?, Hongzhe Li?, Hakon Hakonarson'?, John M. Maris"**

"Children’s Hospital of Philadelphia, USA, *University of Pennsyivania, USA, *Children’s Oncology

Group, USA

Sub-Classification and Individual Survival Time Prediction from Gene-Expression 104
Data of Neuroblastoma Patients Using CASPAR

André Oberthuer’, Lars Kaderal®®, Yvonne Kahlert', Barbara Hero', Frank Westermann®,

Frank Berthold', Benedikt Brors®, Roland Eils?, Matthias Fischer®

"Department of Pediatric Oncology, University of Cologne Children’s Hospital, Germany,

“Department of Theoretical Bioinformatics (B080), “Department of Tumor Genetics (B030),

German Cancer Research Center, Heidelberg, Germany, *Viroquant Research Group Modeling

(BQ26), Bioquant, University of Heidelberg, Germany

Meta-Analysis of Array CGH Datasets Reveals New Genomic Markers for Improved 104
Prediction of Neuroblastoma Treatment Failure

Katleen De Preter’, Jo Vandesompele', Evi Michels’, Ruediger Spitz®, Matthias Fischer?,

Yael Mosse®, John Maris®, Miki Ohira®, Akira Nakagawara®, Raymond Stallings®,

Alexander Schramm?®, Angelika Eggert®, Frank Speleman’

'Center for Medical Genetics, Ghent University Hospital, Ghent, Belgium, *University Children’s
Hospital of Cologne, Department of Pediatric Oncology, Cologne, Germany, *Division of Oncology,
Children’s Hospital of Philadelphia, University of Pennsylvania School of Medicine, Philadelphia,
USA, *Division of Biochemistry, Chiba Cancer Center Research Institute, Chiba, Japan, *Royal
College of Surgeons in Ireland, Dublin, Ireland, °Division of Hematology and Oncology, University
Children’s Hospital Essen, Essen, Germany



Parallel Session: Clinical Study 1

14:30-16:45 Hall B

14:30-14:45 C11

14:45-15:00

15:00-15:15

15:15-156:30

15:30-15:45

15:45-16:00

16:00-16:15

16:15-16:30

16:30-16:45

Cc12

C13

c14

C15

Cc16

c17

C18

Chairpersons: Tommy Martinsson, Hiro Shimada, Michio Kaneko

Effective Intrathecal Radioimmunotherapy-Based Salvage Regimen for Metastatic
Central Nervous System (CNS) Neuroblastoma (NB)

Kim Kramer, Brian H. Kushner, Shakeel Modak, Neeta Pandit-Taskar, Peter Smith-Jones,

Pat Zanzonico, John L. Humm, Suzanne L. Wolden, Mark M. Souwedaine, Steven M. Larson,
Nai-Kong V. Cheung

Memorial Sloan-Kettering Cancer Center, New York, USA

Potential Prognostic Value of "*’I mIBG Scintigraphy in High Risk Neuroblastoma:
Development of a Semi-Quantitative Reporting Method

Val Lewington', Zvi BarSever?, Francesco Giammarile®, Tom Lynch?, Alexander McEwan®,

Barry Shulkin®, Anton Staudenherz’, Ruth Ladenstein®

'Royal Marsden Hospital, UK, *Schneider Childrens Medical Centre of Israel, Israel, *CHU de Lyon,
France, “Belfast City Hospital, Northern Ireland, °Cross Cancer Institute, Canada,

®St. Judes Childrens Research Hospital, USA, "University Clinic of Nuclear Medicine, Vienna,
Austria, ®Children’s Cancer Research Institute, Vienna, Austria

Coffee Break

Chairpersons: Ruth Ladenstein, Sylvain Baruchel, Devendra K. Gupta

Late Sequelae of Localized Neuroblastoma Presenting with Epidural Compression.
A Study of the Italian and French Neuroblastoma Groups

Paola Angelini', Dominique Plantaz?, Bruno De Bernardi', Jean-Guy Passagia®, Herve Rubie?,
Guido Pastore*

'Istituto Giannina Gaslini, Genova, ltaly, *Centre Ospitalier Universitaire, Grenoble, France, *Hopital
des Enfants, Toulose, France, “Childhood Cancer Registry, Torino, ltaly

Crossing the Midline does not Influence Outcome in Infants with Stage 4S
Neuroblastoma

Barbara Hero', Thorsten Simon', Barbara Krug?®, Rudolf Erttmann®, Glinter Henze®,

Freimut H. Schilling®, Frank Berthold'

'Pediatric Oncology, *Radiology, University Hospital Cologne, Germany, *Pediatric Oncology,
University Hospital Hamburg, Germany, *Pediatric Oncology, University Hospital Berlin, Germany,
*Olgahospital Stuttgart, Germany

Peripheral Neuroblastic Tumours of the Stroma-Rich and Stroma-Dominant
Histotypes are Distinguished by Different DNA Content and Patterns. Analysis of
50 Italian Cases

Francesca Negri', Paola Angelini?, Bruno De Bernardi®, Claudio Gambini', Angela Rita Sementa’
'Pathology Department Gaslini Hospital, Genoa, Italy, “Oncology Department Gaslini Hospital,
Genoa, ltaly

Management and Outcome of INSS Stage 3 Neuroblastoma: the Memorial Sloan-
Kettering Cancer Center Experience

Shakeel Modak, Brian H. Kushner, Kim Kramer, Michael LaQuaglia, Nai-Kong V. Cheung
Departments of Pediatrics and Surgery, Memorial Sloan-Kettering Cancer Center, New York, USA

T Cell Augmentation Given Immediately after SCT Produces Rapid T Cell Recovery
and Robust Vaccine Responses

Stephan Grupp'?, Trish Hankins', Bruce Levine?, Kate Sullivan™?, Carl June?

'Children’s Hospital of Philaldelphia, USA, *University of Pennsylvania, Philadelphia, PA, USA

Analysis of Copy Number Gain of MYCN in Neuroblastoma — a Children’s
Oncology Group Study

Rani E. George', Lisa Moreau', Wendy B. London?, Patrick McGrady?, Michael Hogarty®,

Susan Cohn*, John Maris®, A. Thomas Look'

'Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA, USA, *Children’s Oncology
Group, Gainsville, FL, USA, *Children’s Hospital of Philadelphia, University of Pennsylvania School
of Medicine, Philadelphia, PA, USA, *Universtiy of Chicago, Chicago, IL, USA
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Selected Poster Session: Translational Research

18:00-19:00 Room C

18:00-18:08

18:08-18:16

18:16-18:24

18:24-18:32

18:32-18:40

18:40-18:48

TR23

TR24

TR25

TR26

TR27

TR28
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Chairpersons: Jaume Mora, Darrell Yamashiro, Eiso Hiyama

Identification of Neuroblastoma Therapeutic Targets Using an Integrative
Genomics Strategy in the Murine and Human Systems

Naomi Balamuth', Qun Wang', Andrew Wood', Zhe Zhang', Jay Jaganathan', Eric Rappaport',
Rosalind Manning', Bruce Pawel', Eric Sekyere?, Joanna Keating®, Glenn Marshall?, John M. Maris'
"The Children’s Hospital of Philadelphia and The University of Pennsylvania School of Medicine,
Philadelphia, USA, 2Children’s Cancer Institute Australia and the Sydney Children’s Hospital,
Sydney, Australia

Perifosine, an Akt Inhibitor, Sensitizes Neuroblastoma to Etoposide Treatment
Zhijie Li, Amy McKee, Carol J. Thiele

Cell & Molecular Biology Section, Pediatric Oncology Branch, Center for Cancer Research,
National Cancer Institute, National Institutes of Health, USA

A Genomic Approach to the International Neuroblastoma Pathology Classification
Hiroyuki Shimada, Diana Abdueva, Shahab Asgharzadeh, Robert C. Seeger, Timothy J. Triche
Childrens Hospital Los Angeles & USC Keck School of Medicine, Los Angeles, CA, USA

A Novel Minigene DNA Vaccine Encoding for Survivin-Derived Peptides with
Superior MHC Class | Binding Affinities is Effective against Neuroblastoma

Stefan Fest', Nicole Huebener', Matthias Bleeke', Tahir Durmus', Alexander Stermann’,

Anja Woehler', Ana C. Zenclussen?, Elke Michalsky', Ines S. Jaeger', Robert Preissner’,

Gerhard Gaedicke', Rong Xiang®, Ralph A. Reisfeld®, Holger N. Lode'

"Charité Universitdtsmedizin Berlin, Berlin, Germany, *Otto-von-Guericke University of Magdeburg,
Magdeburg, Germany, *The Scripps Research Institute, La Jolla, CA, USA

Xenogeneic Immunization with a Human Tyrosine Hydroxylase DNA Vaccine
Effectively Eradicates Established Neuroblastoma and Induces Long Lasting
Protective Immunity in Mice

Nicole Huebener, Stefan Fest, Alexander Stermann, Anja Woehler, Bianca Baykan,

Gerhard Gaedicke, Holger N. Lode

Charité-Universitaetsmedizin Berlin, Dept. of General Pediatrics, Experimental Oncology, Berlin,
Germany

Evaluation of Array-Based Outcome Predictors for Neuroblastoma

Qing-Rong Chen'?, Jun S. Wei', Young K. Song', Shahab Asgharzadeh®, Robert C. Seeger’,
Andre Oberthuer, Frank Berthold*, Javed Khan'

'Oncogenomics Section, National Cancer Institute, USA, 2ABCC, SAIC-Frederick, Inc., USA,
*Childrens Hospital Los Angeles, USA, *University of Cologne, Germany
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Plenary Session: Clinical Styudy 1 9:00-10:15 Hall A &B

9:00-9:15

9:15-9:30

9:30-9:45

9:45-10:00

10:00-10:15

10:15-10:30

C1

C2

C3

C4

C5

Chairpersons: Andrew D. J. Peason, Audrey E. Evans, Purna Kurkure
Page

International Neuroblastoma Risk Group (INRG) Classification System 109
Andrew David John Pearson’, Susan L. Cohn? Wendy B. London®, Tom Monclair*, Peter F. Ambros®,
Katherine K. Matthay® for the INRG Task Force

'Section of Paediatrics, Institute of Cancer Research and Royal Marsden Hospital, Surrey, UK,
2Department of Pediatrics, University of Chicago, Chicago lilinois, USA, *Children’s Oncology

Group Statistics and Data Center, University of Florida, Gainesville, Florida, USA, *Section for

Paediatric Surgery, Division of Surgery, Rikshospitalet University Hospital, Oslo, Norway, *Children’s
Cancer Research Institute, St. Anna Kinderspital, Vienna, Austria, 6University of California School

of Medicine, San Francisco, USA

weiboud

Data-Driven INPC (International Neuroblastoma Pathology Classification): 109
Analysis of Age, Grade of Neuroblastic Differentiation, and MKI

- A Report from the INRG Project -

Hiroyuki Shimada’, Emanuele SG d’Amore?, Michel Peuchmaur’, Klaus Beiske®,

Catherine J. Cuilinane®, Chizuko Okamatsu’, Hideki Sano’, Katherine K. Matthay®, John M. Maris’,
Tom Monclair*, Peter E Ambros®, Susan L. Cohn®, Andrew D. J. Pearson'®, Wendy B. London'’
"Children’s Hospital of Los Angeles and University of Southern California, Los Angeles CA,

USA, 2Ospedale San Bortolo, Vicenza, italy, *Hépital R. Debré et Université P7, Paris, France,
*Rikshospitalet-Radiumhospitalet, Oslo, Norway, °St. James’s University Hospital, Leeds, UK,
GUniversity of California, San Francisco CA, USA, "Children’s Hospital of Philadelphia and
University of Pennsylvania, Philadelphia PA, USA, °Children’s Cancer Research Institute, St.
Anna Kinderspital, Vienna, Austria, *University of Chicago, Chicago IL, USA, “Institute of Cancer
Research and Royal Marsden Hospital, Surrey, UK, "'Children’s Oncology Group Statistics and
Data Center and University of Florida, Gainesville FL, USA

Significance of MYCN Amplification in INSS Stage 1 and 2 Neuroblastoma (NB): 109
a Report from the INRG Project

Maja Beck Popovic', Rochelle Bagatell?, Yang Zhang®, Wendy B. London®, Andrew Pearson®,

Kate Matthay®, Tom Monclair®, Peter Ambros’, Susan L. Cohn®

"University Hospital CHUY, Lausanne, Switzerland, *University of Arizona, Tucson, Arizona, USA,

*COG Statisics and Data Center, Univeristy of Florida, Gainesville, Florida, USA, *Institute of

Cancer Research/Royal Marsden Hospital, Sutton, UK, *University of California, San Francisco,

California, USA, °Rikshospitalet University Hospital, Oslo, Norway, "St. Anna Children’s Cancer

Research Institute, Vienna, Austria, °The University of Chicago, Chicago, lfiinois, USA

Prognostic Markers for Stage 3 Neuroblastoma: A Report from the International 109
Neuroblastoma Risk Group (INRG) Project

Julie R. Park', Wendy B. London?, John M. Maris®, Hiroyuki Shimada®, Yang Zhang?,

Katherine K. Matthay®, Tom Monclair®, Peter F. Ambros’, Susan L. Cohn®, Andrew Pearson®
"Children’s Hospital and Regional Medical Center and University of Washington, Seattle WA, USA,
2Children’s Oncology Group Statistics and Data Center and University of Florida, Gainesville FL,
USA, *Children’s Hospital of Philadelphia and University of Pennsylvania, Philadelphia PA, USA,
“Children’s Hospital of Los Angeles, Los Angeles CA, USA, *University of California, San Francisco
CA, USA, °Rikshospitalet-Radiumhospitalet, Oslo, Norway, "Children’s Cancer Research Institute,
St. Anna Kinderspital, Vienna, Austria, *University of Chicago, Chicago IL, USA, °Institute of
Cancer Research and Royal Marsden Hospital, Surrey, UK

Adolescents and Young Adults with Neuroblastoma: A Report from the INRG 110
Project

Yaél P Mossé'?, Wendy London®, Yang Zhang®, Patrick McGrady®, Peter F. Ambros®, Tom Monclair’,

Susan L. Cohn®, Andrew D. Pearson’, Katherine K. Matthay® John M. Maris"?

'Children’s Hospital of Philadelphia, USA, *University of Pennsylvania, USA, *Children’s Oncology

Group, University of Florida, USA, *Children’s Cancer Research Institute, St. Anna Kinderspital,

Vienna, Austria, *Department of Surgery, The National Hospital, Rikshospitalet, Oslo, Norway,

®University of Chicago, USA, "Northern Institute for Cancer Research, UK, *UCSF School of

Medicine, San Francisco, USA

Break
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Plenary Session: Clinical Study 2

10:30-11:45 HallA&B

10:30-10:45 C6

10:45-11:00 C7

11:00-11:15 C8

11:15-11:30  C9

11:30-11:45 C10

11:45-12:45

34 I ANR2008

Chairpersons: Hideo Mugishima, Jin Hua Zhang, Judith Villablanca

A Randomized Phase 3 Trial of Myeloablative Autologous Peripheral Blood Stem
Cell (PBSC) Transplant (ASCT) for High-Risk Neuroblastoma (HR-NB) Employing
Immunomagnetic Purged (P) versus Unpurged (UP) PBSC: A Children’s Oncology
Group (COG) Study

C. Patrick Reynolds’', Judith Villablanca', Robert Seeger', Stephen Grupp?, Wendy London?,

John Maris?, Julie Park’, Katherine Matthay®, Susan Cohn®, Susan Kreissman’

'Children’s Hospital Los Angeles, Los Angeles, USA, *Children’s Hosptial of Philadelphia,
Philadelphia, USA, *Childrens Oncology Group, Gainsville, USA, *University of Washington,
Seattle, USA, *UCSF School of Medicine, San Francisco, USA, *Northwestern University, Chicago,
USA, "Duke University Medical Center, Durham, USA

Excellent Outcome with Reduced Treatment for Infants with Disseminated
Neuroblastoma without MYCN Gene Amplification. Results of Two Siopen Studies
Andrea Di Cataldo', Mary Gerrard®, Luca Boni®, Hervé Rubie’, Adela Canete®, Caroline Ellershaw?®,
Ruth Ladenstein’, Jerome Couturier®, Jean Michon®, Bruno De Bernardi'

'Department of Paediatrics, University of Catania, Italy, *Paediatrics, Sheffield Children’s Hospital,
United Kingdom, *Biostatistics Unit, Istituto Nazionale Tumori, Genova, Italy, ‘Department of
Haematology and Oncology, Hépital des Enfants, Toulouse, France, *Department of Haematology
and Oncology, Hopital La Fe, Valencia, Spain, °CCLG Data Centre, University of Leicester, United
Kingdom, "St. Anna’s Children’s Hospital, Vienna, Austria, ®Pathology Service, Institut Curie, Paris,
France, *Department of Paediatrics, Institut Curie, Paris, France, "’Department of Haematology
and Oncology, Istituto Giannina Gaslini, Genova, Italy

Reduction of Treatment Intensity in Infants with Localized Neuroblastoma
Barbara Hero', Thorsten Simon', Barbara Krug?, Norbert Jorch®, Hans-Gerhard Scheel-Walter®,
Freimut H. Schilling®, Frank Berthold'

'Pediatric Oncology and *Radiology, University Hospital Cologne, Pediatric Oncology, Germany;
3Children’s Hospital Bielefeld, Germany, *University Hospital Tuebingen, Germany, *Olgahospital
Stuttgart, Germany

Consolidation Treatment with anti-GD2-Antibody ch14.18 in Children with Stage 4
Neuroblastoma Might Prevent Late Relapses

Thorsten Simon', Barbara Hero', Andreas Faldum?, Rupert Handgretinger®, Martin Schrappe®,
Dietrich Niethammer®, Frank Berthold'

'Children’s Hospital, University of Cologne, Germany, “Institute for Medical Biostatistics,
Epidemiology, and Informatics, University of Mainz, Germany, *Children’s Hospital, University of
Tubingen, Germany, *Children’s Hospital, University of Schleswig-Holstein, Kiel, Germany

A Comprehensive Review of the Role of Primary Tumor Resection in Stages 3 and
4 Neuroblastoma

Michael P La Quaglia', Daniel von Alimen?, Andrew Davidoff’, Lisa M. McGregor®,

Shoshana Rosenberg', Wendy London®, Edward Kiely®, Brian H. Kushner', Shakeel Modak',
Nai-Kong Cheung’, Kim Kramer"

'Memorial Sloan-Kettering Cancer Center, New York, USA, *University of North Carolina, Chapel
Hill, USA, °St. Jude Children’s Research Hospital, Memphis, USA, *Childen’s Oncology Group Data
Center, Gainesville, USA, °Great Ormond Street Children’s Hospital, London, UK

Lunch (Restaurant NOA)
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Poster Session: Basic Research

B43

B44

B45

B46

B47

B48

B49

B50

B51

Identification and Manipulation of Genes Involved in the Differentiation of
Neuroblastoma

Pei-Ju Sung, Nidal Boulos, Michael J. Tilby, Deborah A. Tweddle, John Lunec

Northern Institute for Cancer Research, University of Newcastle upon Tyne, United Kingdom

Sleeping Beauty Insertional Mutagenesis and Genetic Linkage Mapping Identify
Loci Governing Tumor Susceptibility in a Mouse Model for Neuroblastoma
Christopher S. Hackett', Timothy K. Starr, Lara S. Collier?, Gary Churchill®,

Fernando Pardo-Manuel de Villena®*, Javed Khan®, Pui-Yan Kwok', David Largaespada?,

Allan Balmain’, William A. Weiss'

'University of California San Francisco, San Francisco, CA, USA, *University of Minnesota,
Minneapolis, MN, *The Jackson Laboratory, Bar Harbor, ME, *University of North Carolina, Chapel
Hill, NC, *Pediatric Oncogogy Branch, National Cancer Institute, Gaithersburg, MD, USA

A Road to Elucidate Molecular Pathways Involved in Neuroblastoma Pathogenesis
Rogier Versteeg, Dirk Geerst, Linda Velentijn, Johan van Nes, Ingrid @ra, Huib Caron,

Jan Molenaar, Jan Koster

Dept. of Human Genetics, Academic Medical Center, University of Amsterdam, the Netherlands

Gene Expression Profiling of /n Vivo Resistance to Irinotecan in a Neuroblastoma
Model

Marie Regairaz’, Loreley Calvet', Serge Koscielny?, Ovidiu Balacescu®, Jean Delbé’, José Courty*,
Jackie Morizet', Thomas Robert’, Virginie Marty®, Paule Opolon®, Vladimir Lazar®, Gilles Vassal’
'Pharmacology and New Treatments of Cancer UPRES EA 3535, Gustave-Roussy Institute,
Villejuif, France, 2Service of Biostatistics and Epidemiology, Gustave-Roussy Institute, Villejuif,
France, *Unit of Functional Genomics, Gustave-Roussy Institute, Villejuif, France, “Research on
Cell Growth, Tissue Repair and Regeneration (CRRET) FRE CNRS 2412, Paris XlI University,
Créteil, France, 5Laboratory of Translational Research, Gustave-Roussy Institute, Villejuif, France,
*Vectorology and Gene Transfer UMR 8121, Gustave-Roussy Institute, Villejuif France

Direct and Coordinate Regulation of ABC Transporter Genes by N-Myc in
Neuroblastoma

Giovanni Perini', Antonio Porro’, Daniel Diolaiti', Nunzio Iraci', Samuele Gherardi', Emanuele Valli',
Murray Norris?, Michelle Haber?, Cheng Xue?, Giuliano Della Valle’

"University of Bologna, Bologna, Italy, *Children Cancer Institute Australia, Sydney, Australia

Exploiting Gene Expression Profiling to Identify Novel Markers of Neuroblastoma
Irene Y. Cheung, William Gerald, Nai-Kong V. Cheung
Memorial Sloan-Kettering Cancer Center, New York, NY, USA

MYC Overexpression and MYCN Pathway Activation in MYCN-Nonamplified
Unfavorable Neuroblastoma

Hitoshi Ichikawa', Jun Yasuda', Miki Ohira®, Akira Nakagawara®

"National Cancer Center Research Institute, Tokyo, Japan, “Chiba Cancer Center Research
Institute, Chiba, Japan

Moecular Allelo-Karyotyping of Neuroblastoma Using High-Resolution Single
Nucleotide Polymorphism Genomic Microarrays

Motohiro Kato', Junko Takita"?, Miki Ohira®, Yuyan Chen', Masashi Sanada®*, Akira Kikuchi®,
Takashi Igarashi', Akira Nakagawara®, Yasuhide Hayashi®, Seishi Ogawa®*

"Department of Pediatrics, University of Tokyo, Tokyo, Japan, *Department of Cell Therapy and
Transplantation Medicine, University of Tokyo, Tokyo, Japan, *Chiba Cancer Center Research
Institute, Chiba, Japan, *21st Century COE program, University of Tokyo, Tokyo, Japan,
®*Department of Hematology/Oncology, Saitama Childrens Medical Center; Saitama, Japan,
®Gunma Childrens Medical Center, Gunma, Japan

Gene Expression Profile in the Precancerous and Initial Stage of Neuroblastoma
in MYCN Tg Mice

Peng Huang', Satoshi Kishida', Hitoshi Ichikawa?®, Keniji Kadomatsu'

'Nagoya University, Nagoya, Japan, *National Cancer Center, Tokyo, Japan
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B56
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Molecular Phenotyping of True Positive and False Negative Primary 114
Neuroblastomas from the German Mass Screening Program

André Oberthuer', Matthias Fischer', Patrick Warnat’, Benedikt Brors?, Frank Westermann®,

Barbara Hero', Freimut Schilling*, Rudolf Erttmann®, Claudia Spix®, Frank Berthold’

"Department of Pediatric Oncology, University of Cologne Children’s Hospital, “Department of

Theoretical Bioinformatics (B080), *Department of Tumor Genetics (B030), German Cancer

Research Center, Heidelberg, Germany, *Klinikum Stuttgart, Olgahospital, Pediatrics 5 (Oncology,
Hematology, and Immunology), *University Hospitals Eppendorf. Pediatric Hematology and

Oncology, Hamburg, Germany, *German Childtren’s Cancer Registry, Mainz, Germany

Disentangling MYCN Downstream Signaling via Meta-Analysis of Targets in the 114
MYCNot Database

Filip Pattyn', Pieter Mestdagh', Tom Van Maerken', Pieter De Bleser?, Daniel Muth?®,

Frank Westermann®, Frank Speleman’, Jo Vandesompele'

"Ghent University Hospital, Ghent, Belgium, *VIB — Ghent University, Ghent, Belgium, *German

Cancer Research Center (DKFZ), Heidelberg, Germany

Genome-Wide Analysis of Epigenetic Abnormalities in Neuroblastoma Using 114
Oligonucleotide Tiling Array

Motohiro Kato', Mitsuru I10?, Junko Takita™®, Yuyan Chen’, Fumihiko Nakamura®,

Masashi Sanada®*, Toshiki Watanabe?, Takashi |garashi', Seishi Ogawa’®*, Yasuhide Hayashi®
"Department of Pediatrics, University of Tokyo, Tokyo, Japan, *Department of Medical Genome

Sciences, University of Tokyo, Tokyo, Japan, *Department of Cell Therapy and Transplantation

Medicine, University of Tokyo, Tokyo, Japan, *21st Century COE Program, University of Tokyo,

Tokyo, Japan, *Gunma Children’s Medical Center, Gunma, Japan

Hypoxia Signature of Neuroblastoma Cells: Role Of N-myc Overexpression 115
Paolo Fardin', Lorenzo Rosasco™®, Maura Puppo’, Rogier Versteeg®, Alessandro Verri?,

Luigi Varesio'

"Laboratory of Molecular Biology, G. Gaslini Institute, Genoa, Italy, °DISI, University of Genoa,

Genoa, Italy, *Brain & Cognitive Sciences Department McGovern Institute for Brain Research,
Massachusetts Institute of Technology, Cambridge, MA, USA, *Department of Human Genetics,
Academic Medical Centre, University of Amsterdam, Amsterdam, Netherlands

Genome-Wide Copy Number Variation Analysis of Neuroblastoma Using High 115
Density Oligonucleotide Genotyping Array

Toshio Kojima', Miki Ohira®, Takafumi Niwa', Aki Hasegawa', Akihiko Konagaya', Yoko Nakamura?,
Takehiko Kamijo®, Akira Nakagawara®

'RIKEN Genomic Sciences Center, Yokohama, Japan, 2Chiba Cancer Center Research Institute,

Chiba, Japan

DNA-Repair Gene Expression at Different Stages of Neural Crest Cells in Mouse 115
Embryos: A Study to Search Genes Associated to Neuroblastoma Pathogenesis
Domenico Albino', Antonella Brizzolara®, Stefano Moretti’, Mauro Truini*, Paola Scaruffi®,

Gian Paolo Tonini®

"Laboratory of Italian Neuroblastoma Foundation, *Laboratory of Immunological Therapy, *Unit

of Molecular Epidemiology, *Department of Advanced Diagnostic Technologies, *Translational

Paediatric Oncology, National Institute for Cancer Research (IST), Genoa, Italy

Topotecan Antagonizes Hypoxia Effects on Gene Expression of Neuroblastoma 115
Tumors

Paolo Fardin, Maura Puppo, Maria Luisa Belli, Luigi Varesio

Laboratory of Molecular Biology, G. Gaslini Institute, Genoa, Italy

Gene Expression Analysis of MYCN Downstream Genes by Expulsion of 116
Extrachomosomally Amplified MYCN Copies in Neuroblastoma Cell Lines

Filip Pattyn', Pieter Mestdagh', Rita Narath?, Peter Ambros?, Frank Speleman’, Jo Vandesompele'

'Ghent University Hospital, Ghent, Belgium, °CCRI - Children’s Cancer Research Institute, Vienna,

Austria

Low Expression of miRNAs miR-30e, miR-135 and miR-338 Correlate to Poor 116
Clinical Outcome in Primary MYCN Amplified Neuroblastoma Tumors

Tommy Martinsson', Linda Olsson'*, Pietro Carotenuto®, Frida Abel?, Pasqualino De Antonellis?,

tvan Orlotti?, Cristin Roma®, Annamaria Bello?, Massimo Zollo®

'Department of Clinical Genetics, Sahigrenska Univ. Hospital, Gothenburg, Sweden, ?CEINGE
Biotecnologie Avanzate, Naples, Italy, *Equally contribuited to the work
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B62

B63

B64

B65

B66
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B69
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Bayesian Detection of Genome Copy Number Alterations from Microarray
Analysis of Neuroblastoma Cell Lines

Page
116

Roger Pique-Regi’, Jordi Monso-Varona®, Antonio Ortega®, Timothy J. Triche'?, Robert C. Seeger'?,

Shahab Asgharzadeh'?
Children’s Hospital Los Angeles and Saban Research Institute, Keck School of Medicine,

University of Southern California, Los Angeles, USA, *Children’s Oncology Group, Arcadia, USA,

3Viterbi School of Engineering, USC, Los Angeles, USA

Discovering Hidden Significance in Neuroblastoma Gene Expression Studies
Using the Neuroblastoma Gene Server

Filip Pattyn, Katleen De Preter, Jasmien Hoebeeck, Evi Michels, Tom Van Maerken,

Joélle Vermeulen, Anne De Paepe, Frank Speleman, Jo Vandesompele

Ghent University Hospital, Ghent, Belgium

Two Distinct Gene Expression Signatures Drive the Separation between

Neuroblastic and Schwannian Stromal Cells in Neuroblastic Tumours Indicating a

Different Cell Lineage

Gian Paolo Tonini', Paola Scaruffi', Stefano Morett?, Stefano Bonassi®, Simona Coco',
Domenico Albino®

"Translational Paediatric Oncology, *Unit of Molecular Epidemiology, *Laboratory of Italian
Neuroblastoma Foundation, National Institute for Cancer Research (IST), Genoa, Italy

Genome-Wide Analysis of Neuroblastoma Cells with Differential Expression of
the Tumor Suppressor SPARC

116

117

117

Samuel L. Volchenboum, Alexandre Chlenski, Lisa J. Guerrero, Helen R. Salewn, Susan L. Cohn

Unicersity of Chicago Hospitals, Chicago, IL, USA

MYCN Gain Cases Analyzed by Neuroblastoma Specific Multiplex Ligation-
Dependent Probe Amplification (MLPA)

17

Victoria Castel', Eva Villamén?, Samuel Navarro®, Marta Piqueras®, Amparo Ruiz?, Adela Cafete’,

Rosa Noguera®

"Pediatric Oncology Unit, Hospital Universitario La Fe, Valencia, Spain, *Department of Pathology,

Medical School, University of Valencia, Valencia, Spain

High-Resolution Mapping of Single Nucleotide Polymorphisms and DNA
Methylation in Human Neuroblastoma Using Oligonucleotide Microarray
Eiso Hivama'?, Hiroaki Yamaoka', lkuko Fukuba'? Emi Fukuda', Arata Kamimatsuse',
Naomi Kamei', Yoshiyuki Onitake', Keiko Hiyama'?, Taijiro Sueda’

117

'Department of Pediatric Surgery, Graduate School of Biomedical Science, Hiroshima University,

Japan, 2N-BARD, Hiroshima University, Japan, *Department of Translational Cancer Research,
RIRBM, Hiroshima University, Hiroshima, Japan

The POU Transcription Factor Brn-3b; A Tumor Suppressor in High-Stage or a
Survival Factor in Low-Stage Neuroblastoma Tumors?

118

Frida Abel’, Kaisa Thorelll, Asa Hellgvist’, Rose-Marie Sjéberg', Per Kogner®, Tommy Martinsson'

'Department of Clinical Genetics, Institution of Biomedicine, Goteborg Univeristy, Sweden,
*Bijoinformatics Core Facility, Goteborg, Sweden, *Childhood Cancer Research Unit, Karolinska
Institute, Stockholm, Sweden

Asymmetrical Activity of a Bidirectional Promoter between the Divergently
Oriented Genes HAND2 and DEIN in Neuroblastoma

Harald Voth, Thorsten Simon, Frank Berthold, Matthias Fischer

Children’s Hospital, Department of Pediatric Oncology and Hematology, University of Cologne,
Germany

118

Prognostic Significance of NTRK7 Gene Polymorphisms in Human Neuroblastoma 118
Beata Stefania Lipska*??, Elzbieta Adamkiewicz-Drozynska®, Paola Scaruffi*, Gian Paolo Tonini*,

Janusz Limon'

"Department of Biology and Genetics, Institute of Pediatrics, *Postgraduate School of Molecular

Medicine, Medical University of Gdansk, Poland, “Translational Pediatric Oncology, National
Institute for Cancer Research, Genova, ltaly

Investigation of the Function of ‘S-Type’ Cells in Neuroblastoma

118

Carmel McConville, Timothy Wilkes, Marie-Anne Brundler, Victoria James, Kerri Hodgetts, Andrew

Peet, Wenbin Wei

Dept. of Paediatrics and Child Health, CRUK Inst. for Cancer Studies, University of Birmingham,

Depts. of Oncology and Histopathology, Birmingham Children’s Hospital, UK
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Page

Presence of 1p Loss and 1q Gain and Absence of 7p Gain Predict Risk of 119
Metastatic Relapse But not Overall Survival Probability in Localized Resectable
Neuroblastoma.

Annalisa Pezzolo', Elena Rossi®, Stefania Gimelli®,Federica Parodi', Francesca Negri?,

Gian Paolo Tonini®, Massimo Conte®, Angela Pistorio*, Angela Sementa?, Vito Pistoia’,

Orsetta Zuffardi®, Claudio Gambini®

"Laboratory of Oncology, *Laboratory of Pathology, *Hematology-Oncology Unit, *Epidemiology

and Biostatistics Unit, IRCCS G. Gaslini Hospital, Genoa, Italy, *Translational Pediatric Oncology,

National institute for Cancer Research (IST), Genoa, Italy, *Medical Genetics Department,

University of Pavia, Pavia, Italy

Three New Targets of “Unknown Function” are Associated to Tumoral Progression 119
in Neuroblastoma

Achille lolascon', Veruska Aglio’, Nicola Orlotti’, Mario Capasso’, Gianpaolo Tonini?,

Massimo Zollo'

'Cattedra di Genetica Medica- DBBM Universita Federico Il and C.E.I.N.G.E., Naples, ’IST, Istitufo
Nazionale Per La Ricerca Sul Cancro, Genova, Iltaly

Protein-Protein Interaction Network of AHR and MYCN Involved in Neuroblastoma 119
Kai-Lin Cheng', Hsuan-Cheng Huang®, Chun-Wei Hsu?, Wen-Ming Hsu®, Hsueh-Fen Juan'#®

'Institute of Molecular and Cellular Biology, National Taiwan University, Taipei, Taiwan, *Institute

of Biomedical Informatics, National Yang-Ming University, Taipei, Taiwan, *Department of Surgery,
National Taiwan University Hospital and National Taiwan University College of Medicine, Taipei,

Taiwan, *“Departments of Life Science, National Taiwan University, Taipei, Taiwan, Sinstitute of

Biomedical Electronics and Bioinformatics, National Taiwan University, Taipei, Taiwan

Alternative Splicing of PIK3CD is Common in Aggressive Neuroblastoma 119
Susanng Fransson, Katarina Ejeskéar )
Dept. of Clinical Genetics, G6teborg University, Géteborg, Sweden

Status and Function of the Tumour Suppressor p14ARF in Neuroblastoma 120
Daniel Dreidax', Kai-Oliver Henrich', Marc Zapatka’, Jessica Berthold®, Matthias Fischer?,

Frank Westermann', Manfred Schwab'

'German Cancer Research Center, Heidelberg, Germany, *University Children’s Hospital, Cologne,
Germany

Regulation of BIRC5/survivin at the mRNA and Protein Level by E2Fs in 120
Neuroblastoma

Eckerle |.', Muth D.", Batzler J.", Berthold J.%, Fischer M.2, Schwab M.", Westermann F

’Departement of Tumor Genetics, German Cancer Research Center, Heidelberg, Germany,

*Pediatric Oncology, University of Cologne, Cologne, Germany

Optimizing Tumor-Based Proteome Profiling Platforms for Neuroblastoma 120
Investigation

Michael D. Hogarty"?, Michael Rosenblatt', Lynn Spruce’, Liu X, Steven R. Master’,

Wade T. Rogers®, Yair Argon'?

'Childrens Hospital of Philadelphia, USA, *University of Pennsylvania School of Medicine,

Philadelphia, PA, USA, *CIRA Discovery Sciences, Philadeiphia, PA, USA

Functional Analysis of Neuroblastoma Phox2b Missense and Frameshift 120
Mutations in Immature Sympathetic Neurons

Tobias Reiff, Katharina Tsarovina, Hermann Rohrer

RG Developmental Neurobiology, Dept. Neurochemistry, Max-Planck-Institute for Brain Research,
Frankfurt, Germany

Control of the Skp2 Ubiquitin Ligase as a New Therapeutic Concept for High-Risk 121
Neuroblastomas

Daniel Muth', Emily Beckett', Claudia Beisel?, Matthias Fischer?, Manfred Schwab',

Frank Westermann’

'German Cancer Research Center (DKFZ), Department of Tumor Genetics, Germany, *University
Children’s Hospital of Cologne, Department of Pediatric Oncology, Germany
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B85
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Page
TSLC1 Mapped to Chromosome 11923 is a Candidate Tumor Suppressor in 121
Neuroblastoma
Kiyohiro Ando', Miki Ohira', Toshinori Ozaki', Atuko Nakagawa?®, Kohei Akazawa®,
Yusuke Suenaga’, Yohko Nakamura', Tadayuki Koda®, Takehiko Kamijyo®, Yoshinori Murakami®,
Akira Nakagawara'
"Chiba Cancer Center Research Institute, Chiba, Japan, *National Center for Child Health and
Development, Tokyo, Japan, °Niigata University Medical and Dental Hospital, Nigata, Japan,
*Center for Functional Genomics, Hisamitsu Pharmaceutical Co. Inc., ®Institute of Medical Science,
The University of Tokyo, Tokyo, Japan

Expression of the Tumor Suppressor Gene CADM1 is Associated with Favorable 121
Outcome and Inhibits Cell Survival in Neuroblastoma

Sandra Nowacki', Matthias Skowron', André Oberthuer', Anja Fagin®, Benedikt Brors®,

Frank Westermann®, Angelika Eggert’, Riidiger Spitz', Barbara Hero', Frank Berthold',

Matthias Fischer'

"Department of Pediatric Oncology and Hematology, Children’s Hospital, University of Cologne,

Cologne, Germany, *“Department of Pediatric Oncology and Hematology, University Hospital of

Essen, Germany, *Department of Theoretical Bioinformatics (B080), German Cancer Research

Center, Heidelberg, Germany, “Department of Tumour Genetics (B030), German Cancer Research

Center, Heidelberg, Germany

Frequent SLC16A5 Promoter Methylation in Progressive Neuroblastomas 121
Hiroyuki Kawashima', Kiminobu Sugito', Yui Shinojima’, Jun Igarashi’, Srimoyee Ghosh?,

Taro lkeda', Tugumichi Koshinaga', Hideo Mugishima', Takeshi Kusafuka’', Hiroki Nagase'?

'Nihon University, Japan, 2Roswell Park Cancer Institute, USA

Identification of Candidate Genes Involving in Neuroblastoma Using a New 122
Mathematical Model for GeneChip Data

Naomi Kamei', Eiso Hiyama'?, Keiko Otani®, Keiko Hiyama®, Arata Kamimatsuse',

Hiroaki Yamaoka', Megu Ohtaki®

'Graduate School of Biomedical Science & Department of Pediatric Surgery, *Natural Science

Center for Basic Research and Development, *Department of Environmetrics and Biometrics,

*Research Institute for Radiation Biology and Medicine, Hiroshima University, Hiroshima, Japan

Apitd1, a 16kDa Protein with a Histone-Fold Superfamily Domain Induces 122
Apoptosis in Neuroblastoma Cells

Cecilia Krona, Hanna Kryh, Katarina Ejeskar, Linda Olsson, Helena Carén, Rose-Marie Sjéberg,

Tommy Martinsson

Géteborg University, Gothenburg, Sweden

Simultaneous Multifocal Neuroblastoma and Embryonal Rhabdomyosarcoma in a 122
Patient with Combined Germline TP53 R248W Mutation and Turner Syndrome

Fredrik Hedborg'?, Johan Wadenback®, Teresita Diaz de Stahl?

'Dpt. of Women'’s and Children’s Health, °Dpt. of Genetics and Pathology, Uppsala University,

Sweden

Screening of Candidate Differentially Methylated Regions (DMRs) to Identify New 122
Candidate Tumor-Related Genes in Neuroblastic Tumors

Kiminoby Sugito', Hiroyuki Kawashima', Yui Shinojima', Jun Igarashi’, Srimoyee Ghosh?,

Taro lkeda', Tugumichi Koshinaga', Hideo Mugishima', Takeshi Kusafuka', Hiroki Nagase'”

'Nihon University, Japan, *Roswell Park Cancer Institute, USA

EMP3 may be a Tumor Suppressor Gene in Late Stage of Neuroblastoma 123
Development

Ikuko Fukuba'?*®, Keiko Hiyama®, Arata Kamimatsuse', Hiroaki Yamaoka', Emi Fukuda',

Tetsuya Tazaki, Eiso Hiyama'?

'Department of Pediatric Surgery, Graduate School of Biomedical Science, Hiroshima University,
Hiroshima, Japan, N-BARD, Hiroshima University, Hiroshima, Japan, *Department of Translational
Cancer Research, RIRBM, Hiroshima University, Hiroshima, Japan

Low Expression of the 1p36 Tumor Suppressor Candidate CAMTA1 is an 123
Independent Predictor of Poor Outcome in Neuroblastoma Patients

Kai-Oliver Henrich', Matthias Fischer?, Manfred Schwab', Frank Westermann'

'German Cancer Research Center DKFZ, Heidelberg, Germany, *University Children’s Hospital,

Cologne, Germany
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Identification of Neuroblastoma Specific Stem Cells Markers by Micro-Array Time-
Course Analysis of Neurospheres

Nicole Gross', Aurélie Coulon', Marjorie Flahaut', Gregor Kiowski?, Annick Miihlethaler-Mottet',
Roland Meier', Sebastian Fuchs?, Jean-Marc Joseph®, Lukas Sommer’

'Paediatric Oncology Research, Paediatric Department, University Hospital, CHUV, Switzerland,
2Cell and Developmental Biology, University of Zurich, Institute of Anatomy, Ziirich, Switzerland,
*Paediatric Surgery, Paediatric Department, University Hospital, CHUV, Switzerland

Identification of Neural-Specific MicroRNAs that Contribute to the Pathogenesis
of Neuroblastoma

Marie Henriksson, Therese Wahlstrom, Nikolay Zinin, Jakob Lovén

Department of Microbiology, Tumor and Cell Biology (MTC), Karolinska Institutet, Stockholm,
Sweden

A Novel p53-Target Gene UNC5A Induces Caspase-Dependent Apoptosis in
Neuroblastoma Cells

Manabu Futamura, Noriaki Kitamura, Yasuyuki Nakamura, Yuji Miyamoto, Kouki Kabu,

Hongyan Cui, Hirofumi Arakawa

Cancer Medicine and Biophysics Division, National Cancer Center Research Institute, Tokyo, Japan

Significance of TrkA Isoform Expression in Neuroblastomas

Anisha Simpson’, Jane E. Minturn', Ruth Ho', Jennifer Light', Radhika lyer', Huaqing Zhao?,
Audrey E. Evans', Garrett M. Brodeur'

'Division of Oncology, *The Biostatistics and Data Management Core, Department of Pediatrics;
The Children’s Hospital of Philadelphia, The University of Pennsylvania, Philadelphia, PA, USA

The Dependence Receptor TrkC Regulates Apoptosis in Neuroblastoma

Jimena Bouzas-Rodriguez', Céline Delloye’, Raphaél Rousseal?, Valérie Combaret’, Jean Bénard?®,
Servane Tauszig-Delamasure', Patrick Mehlen'

"CNRS UMR5238 Centre Léon Bérard, Lyon, France, 2INSERM U590 Centre Léon Bérard, Lyon,
France, *CNRS UMRB8126 Goustave Roussy, Villejuif France

E2F-1-Mediated Modulation of p73 Isoforms by COX-2 Inhibitor in Neuroblastoma
Loretta M. S. Lau'?, Jennifer K. Nugent', Joanne Lau', Lynn S. Cheng’, Libo Zhang',

Sylvain Baruchel'?, Meredith S. Irwin'?

'Research Institute, *Division of Haematology/Oncology, Hospital for Sick Children, University of
Toronto, Canada, *Oncology Research Unit, Children’s Hospital at Westmead, University of Sydney,
Australia

Opposite Transcriptional and Post-Transcriptional Regulation of MYCN by p73
Emilie Horvilleur, Jean Bénard, David Cappellen, Sétha Douc-Rasy
UMR 8126 CNRS, University Paris-Sud 11, Institut Gustave Roussy, Villejuif, France

Hypoxia Abrogates NGF-Induced Differentiation by Inhibition of MAPK Signaling
in Human Neuroblastoma Cells

Marie Ovenberger, Erik Fredlund, Siv Beckman, Sven Pahlman

Center of Molecular Pathology, Malmoe University Hospital, Malmoe, Sweden

Role of the Plasminogen-Plasminogen Activator System in Neuroblastoma
Angiogenesis

Khalid Bajou', Hongjun Peng’, Agnes Noel?, Jean-Michel Foidart, Yves A. DeClerck'

"Division of Hematology-Oncology, Department of Pediatrics, University of Southern California
and The Saban Research Institute of Childrens Hospital Los Angeles, Los Angeles, CA, USA,
*Laboratory of Tumor and Development Biology, University of Liége, Liege, Belgium

Favorable Neuroblastoma Genes are MIZ-1 Targets

Naohiko Ikegaki', Robby Edo', Jaime Torres', Payton Leonhardt', Yasuhiro Indo?, Ashok Kumar®,
Xao X. Tang'

"University of linois at Chicago, Chicago, USA, “Kumamoto University, Kumamoto, Japan,
University of Ottawa, Ottawa, Canada

Identification of Cells Coexpressing Glial and Neuroblastic Markers in Both
Neuroblastic Primary Tumors and Neuroblastoma Bone Marrow Metastasis
Sandra Acosta, Eva Rodriguez, Cinzia Lavarino, Carmen de Torres, Idoia Garcia, Helena Beleta,
Jaume Mora

Developmental Tumor Biology Laboratory, Hospital Sant Joan de Déu-Fundacid Sant Joan de Déu,
Barcelona, Spain
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B103

B104

B105

B106

B107

B108

Slug (SNAI2) Silencing by RNA Interference Affects Apoptosis and Inhibits
Invasion of Neuroblastoma Cells in Vitro and in Vivo

Roberta Vitali', Camillo Mancini', Vincenzo Cesi', Barbara Tanno', Mariateresa Mancuso',
Gianiuca Boss?, Ying Zhang®, Robert V. Martinez®, Bruno Calabretta*, Carlo Dominici®®”,
Giuseppe Raschella'

'ENEA, Research Center Casaccia, Section of Toxicology and Biomedical Sciences, Rome, Italy,
®Regina Elena Cancer Institute, Department of Experimental Oncology, Rome, ltaly, *Department of
Biological Technologies, Wyeth Research, Cambridge, MA, USA, *Kimmel Cancer Center, Thomas
Jefferson University, Philadelphia, PA, USA, °La Sapienza University, Department of Pediatrics,
Rome, italy, “Bambino Gest Children’s Hospital, Laboratory of Oncology, Rome, ltaly, "Liverpool
University, School of Reproductive and Developmental Medicine, Division of Child Health,
Liverpool, United Kingdom

Retinoids Decrease Expression of BDNF in Neuroblastoma (NB) Cells
Hideya Onishi, Zhihui Liu, Zhijie Li, Fei Tan, Amy E. McKee, Christine McMahon, Carol J. Thiele
Pediatric Oncology Branch, National Cancer Institute, Bethesda, Maryland, USA

Differences Between TrkA vs. TrkB-Mediated Signal Transduction and Inhibition in
Neuroblastoma
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of Pediatric Hematology and Oncology, University of Essen, Essen, Germany, *Pediatric Surgery,
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Jo Vandesompele', Frank Speleman’

'Center for Medical Genetics, Ghent University Hospital, Ghent, Belgium, *Division of Hematology

and Oncology, University Children’s Hospital Essen, Essen, Germany

Specific Gene Expression Profiles and Unique Chromosomal Abnormalities 145
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Cinzia Lavarino', Nai-Kong V. Cheung?, Idoia Garcia', Carmen de Torres', Gema Domenech®,

Jose Rios®, William L. Gerald®, Brian Kushnera?, Mike LaQuaglia*, Jaume Mora'

"Developmental Tumor Biology Laboratory, Hospital Sant Joan de Déu, Fundacié Sant Joan de
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School of Medicine and Abramson Family Cancer Research Institute, Philadelphia, PA, USA

High-Resolution aCGH ldentifies Different Risk Groups in Neuroblastoma, but 145
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Gudrun Schleiermacher®®, Isabelle Janoueix-Lerosey®®, Ruediger Spitz', Frank Berthold'
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'Department of Pediatric Oncology and Hematology, Children’s Hospital, University of Cologne,
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Center, Heidelberg, Germany
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Hospital of Philadelphia, PA, USA, *Children’s Cancer Institute Australia, Australia, *National
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Claudio Brigati’, Giorgio Allemanni’, Luana Borzi', Gian Paolo Tonini*, Massimo Romani'
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Neuroblastoma Subtyping and Therapy Stratification

Bettina Brunner', Robert Schuit?, Gerhard Aigner®, Gudrun Schleiermacher®, Raffaella Defferrari,
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Institute for Cancer Research, Genoa, Italy, *University of Newcastle upon Tyne, Newcastle, UK,
"Center for Medical Genetics, Ghent, Belgium, ®Facultad de Medicina, Valencia, Spain, *Schneider
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Practical Application and Validation of a Customized Expression Microarray- 147
Based Diagnostic System toward the New Risk Classification of Neuroblastoma

Miki Ohira', Shigeyuki Oba?, Yohko Nakamura', Takehiko Kamijo', Eriko Isogai’, Tadayuki Koda®,
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'Div. Biochem., Chiba Cancer Center Res. Inst.Chiba, Japan, *Grad. Sch. Info. Sci., Nara Inst. Sci.
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“Ctr. Molecular Biol. Cytogenet., SRL Inc., Tokyo, Japan, *Kyoto Univ. Grad. Sch., Kyoto, Japan

Evaluation of Twenty-Six Housekeeping Genes in Neuroblastoma Using 147
Expression Profiling

Li-Xuan Qin, Qianxing Mo, William Gerald, Nai-Kong V. Cheung

Memorial Sloan-Kettering Cancer Center, New York, NY, USA
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Neuroblastoma Cells
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'CCRI, Children’s Cancer Research Institute Vienna, Austria, ’Inst. of Pathology, General Hospital

of Vienna, University of Vienna, Austria, °St. Anna Kinderspital, Vienna, Austria
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Human Neuroblastoma Cell Lines
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Serum Profiling of Neuroblastoma Patients Using SELDI Mass Spectrometry 148
Reveals Neuroblastoma-Specific Patterns and Novel Potential Marker Proteins
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Helmut E. Meyer*, Roland Eils®, Alexander Schramm’, Ferdinand von Eggeling?, Angelika Eggert'
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Unit Chip Application, Friedrich Schiller University Hospital, Jena, Germany, *Dept. of Theoretical
Bioinformatics, German Cancer Research Center, Heidelberg, Germany,"Medical Proteome Center,
Ruhr-University Bochum, Bochum, Germany

Identification of GRP75 as an Independent Favorable Prognostic Marker of 148
Neuroblastoma by a Proteomics Analysis

Wen-Ming Hsu', Yung-Feng Liac?, Hsinyu Lee®, Yeou-Guang Tsay*, Hsueh-Fen Juan®,

Fon-Jou Hsieh', Yung-Ming Jeng', Hsiu-Hao Chang', Kai-Hsin Lin’

"National Taiwan University Hospital, >Academia Sinica, *National Taiwan University, *Nationa Yang-

Ming University, Taipei, Taiwan

Identification of Peripheral Blood Markers of Neuroblastoma Using Proteomic 148
Profiling

Rachel A. Egler', Yiting Li', Tu Anh Dang? Heidi V. Russell’, Tsz-Kwong Man'

"Texas Children’s Cancer Center; Baylor College of Medicine, Houston TX, USA, *U. of Texas MD
Anderson Cancer Center, Houston TX, USA

CDK2 Targeting is Synthetic Lethal to MYCN Expressing Cancer Cells 149
Jan J. Molenaar, Marli E. Ebus, Ellen M. Westerhout, Jan Koster, Linda Valentijn, Dirk Geerts,

Rogier Versteeg, Huib N. Caron

Institute of Human Genetics and Paediatric Oncology, University of Amsterdam

The Role of UBE4B and EGFR Trafficking in Neuroblastoma 149
Peter E. Zage', Qing Yan?, Lizhi Zeng', Andrew J. Bean®

'Divsion of Pediatrics, The University of Texas M.D. Anderson Cancer Center, Houston, TX, USA
2Department of Neurobiology and Anatomy, The University of Texas Medical School, Houston, TX,

USA
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Rupert Handgretinger'

"Children’s University Hospital, Tuebingen, Germany, *University of Heidelberg, Dept. of
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Mejia C.', Martinez-Torres A.", Ruiz-Azuara L.2
"Facultad de Quimica UNAM, México, %Instituto de Neurobiologia

Repression of BIRC5/Survivin by the Transcription Factor FOXO3/FKHRL1 150
Sensitizes Neuroblastoma Cells to Doxorubicin- and Etoposide-Induced Cell

Death

Petra Obexer'?, Judith Hagenbuchner', Thomas Unterkircher', Christof Seifarth’, Giinther Béck®,

Martin Hermann®, Verena Porto', Kathrin Geiger', Michael Ausserlechner'

"Tyrolean Cancer Research Institute, Innsbruck, Austria, >Experimental Neonatology, Department

of Pediatrics, Medical University Innsbruck, Austria, *Department of Pediatrics, Medical University
Innsbruck, Austria, *Division of Experimental Pathophysiology and Immunology, Biocenter, Medical
University Innsbruck, Austria, °KMT-Laboratory, Innsbruck, Austria
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Intratumoural Heterogeneity of the MYCN Oncogene in Neuroblastoma
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of Biostatistics and Epidemiology, Gustave-Roussy Institute, Villejuif, France, *‘Department of
pathology, Bicétre Hospital, Le Kremiin-Bicétre, France, Research on Cell Growth, Tissue Repair
and Regeneration (CRRET) FRE CNRS 2412, Paris XIi University, Créteil, France, ®Laboratory of
Translational Research, Gustave-Roussy Institute, Villejuif, France

Topotecan Inhibits Activation of Vascular Endothelial Growth Factor Production
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Luigi Varesio', Maria Carla Bosco'

"Laboratory of Molecular Biology, G. Gaslini Institute, Genova, Italy, “Department of Human
Anatomy and Histology, University of Bari, Italy

Implications of EPHA2 Expression in Neuroblastoma

Bing Kung', Sakeenah L. Hicks?, Huaging Zhao', Xao X. Tang®, Naohiko Ikegaki®

"The Children’s Hospital of Philadelphia, Philadelphia, USA, *University of Illinois at Chicago,
Chicago, USA

The Development of a New Murine MYCN-Amplified Neuroblastoma Cell Line
Alexander Stermann, Nicole Huebener, Stefan Fest, Anja Wéhler, Bianca Baykan,

Gerhard Gaedicke, Holger N. Lode

Charité-Universitdtsmedizin Berlin, Dept. of Pediatrics, Experimental Oncology, Berlin, Germany

Tumor Cell Senescence in MYCN Amplified Neuroblastoma: Senescence Initiation
and Possible Effects of Senescent Tumour Cells

Inge M. Ambros’, Heide-Marie Binder', Agata Kowalska', Eva Bozsaky', Rita Narath',

Andrea Luegmayr’, Bettina Brunner', Dietmar Rieder?, Zlatko Trajanoski’, Filip Pattyn®,

Javed Khan*, Thomas von Zglinicki®, Jo Vandesompele®, Peter E Ambros'

"CCRI, Children’s Cancer Research Institute Vienna, Austria, 2University of Technology, Graz,
Austria, *Ghent University Hospital, Belgium, ‘National Cancer Institute, Bethesda, USA, *University
of Newcastle, Newcastle, UK

Allogeneic Bone Marrow Transplants are Significantly more Efficient than
Autologous Transplants in Treatment of Murine Neuroblastoma

Shifra Ash'?, Vered Gigi', Jerry Stein'?, Isaac Yaniv'?

'Frankel Laboratory, Schneider Children’s Medical Center of Israel, Petah-Tikva, Israel, 2pediatric
Hematology Oncology, Schneider Children’s Medical Center of Israel, Sackler Faculty of Medicine,
Tel Aviv University, Israel
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Significant Decreased Expression of PhosphoAKT in Mass Screening than in
Standard Neuroblastoma
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oncology, Institut Gustave Roussy Villejuif, France

Potential Use of Mesenchymal Stem Cells in Experimental Neuroblastoma
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Lizzia Raffaghello', Fabio Morandi', Giovanna Bianchi', Federica Piccardi?, Michele Cilli%,

Vito Pistoia’

"Laboratory of Oncology, G. Gaslini Children’s Hospital, >Animal Research Facility, Istituto Tumori,
Genoa, ltaly, *supported by Fondazione ltaliana per la Lotta al Neuroblastoma

A Review of Our Twenty-Year Experience with Established Neuroblastoma Cell
Lines

Tohru Sugimoto'?, Hiroshi Kuroda?, Takahiro Gotoh?, Shinichi Tamura®, Yoshiki Katsumi?,
Shigeki Yagyu®, Tomoko lehara®, Hajime Hosoi®, Tadashi Sawada®

'Saiseikai Shiga Hospital, Saiseikai Imperial Gift Foundation Inc., Shiga, Japan, *Department of
Pediatrics, Kyoto Prefectural University of Medicine, Kyoto, Japan

Clinical Implications of the Slight Increase for the Gene Dosage of MYCN
Determined Using Quantitative PCR in Neuroblastoma

Ryota Souzaki, Tatsuro Tajiri, Yoshiaki Kinoshita, Sakura Tanaka, Tomoaki Taguchi
Pediatric Surgery, Kyushu University, Fukuoka, Japan

Id2 Protein Expression in Neuroblastoma Patients: Initial Results

Aleksandra Wieczorek, Walentyna Balwierz

Department of Oncology and Hematology, Institute of Pediatrics, Jagiellonian University Medical
College, Krakow, Poland

Chromosomal Alterations (unb11pLOH and 1pLOH) and Histologic Changes in
Peripheral Neuroblastic Tumors

P Dominique Berrebi', Michel Peuchmaur', Chizuko Okamatsu?, Klaus Beiske®,

Catherine J. Cullinane®, Emanuele S. G. d'’Amore®, Edward F. Attiyeh®, Susan L. Cohn’,

Katherine K. Matthay®, John M. Maris®, Wendy B. London®, Hiroyuki Shimada®

"Hopital R. Debré et Université P7, Paris, France, *Childrens Hospital Los Angeles and University of
Southern California, Los Angeles CA, USA, *Rikshospitalet University Hospital, Oslo, Norway, *St
James’s University Hospital, Leeds, UK, *Ospedale San Bortolo, Vicenza, ltaly, *Children’s Hospital
of Philadelphia and University of Pennsylvania, Philadelphia PA, USA, "University of Chicago,
Chicago IL, USA, *University of California, San Francisco CA, USA, °Children’s Oncology Group
Statistics and Data Center and University of Florida, Gainesville FL, USA

HIF-2 a in Perivascular Neural Crest-Like Neuroblastoma Cells

Alexander Pigtras’, David Gisselsson?, Ingrid @ra'?, Rosa Noguera®, Siv Beckman',
Samuel Navarro®, Sven Pahiman’

"Lund University, Malmé, Sweden, *Lund University, Lund, Sweden, *University of Valencia,
Valencia, Spain

Extensive Validation of the Standardized Immunocytochemical Technique

for Detection of Disseminated Neuroblastoma Cells: a SIOPEN Bone Marrow
Subcommittee Study

Katrien Swerts', Peter F. Ambros?, Marta Jeison®, Ales Vicha®, Walentyna Balwierz®,

José Maria Fernandez Navarro®, Nicole Gross’, Jerzy Klijanienko®, Aleksandra Niezgoda®,
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'Ghent University Hospital, Ghent, Belgium, °CCRI Children’s Cancer Research Institute, Vienna,
Austria, *Schneider Childrens Medical Center; Petah Tiqwa, Israel, *University Hospital Motol,
Prague, Czech Republic, *University Children’s Hospital, Krakow, Poland, °Hospital Infantil La Fe,
Valencia, Spain, "University Hospital CHUV, Lausanne, Switzerland, ®Institut Curie, Paris, France,
*Istituto G. Gaslini, Genoa, ltaly, "°St. Anna Children’s Hospital, Vienna, Austria, ''Rikshospitalet,
Oslo, Norway
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Multi-target Model Using DCX and TH by QRT-PCR for the Detection of Residual
Cells in High-Risk Neuroblastoma Patients

Silvestre Oltra, Elena Grau, Carmen Orellana, Francisco Martinez, Chema Fernandez,

Adela Canete, Victoria Castel

Hospital Universitario La Fe, Valencia, Spain

A Novel Celecoxib Derivate, OSU03012, Suppress Neuroblastoma Growth by
Inhibiting -Catenin Function and MYCN Expression

John |. Johnsen, Lova Segerstrom, Ninib Baryawno, Lotta Elfman, Baldur Sveinbjérnson,
Per Kogner

Karolinska Institutet, Stockholm, Sweden

Tailored Neuroblastoma Therapy - Identification of Small Molecules that Induce
Apoptosis in a MYCN-Dependent Manner

Marie Henriksson, Hao Mo, Magdalena Lindén, Marina Vita

Department of Microbiology, Tumor and Cell Biology (MTC), Karolinska Institutet, Stockholm,
Sweden

Chk1 Inhibitor AZD7762 Synergizes with Chemotherapeutic Agents in p53
Defective Neuroblastoma (NB)

Hong Xu, Xiao Wei, Nai-Kong V. Cheung

Department of Pediatrics, Memorial Sloan-Kettering Cancer Center, New York, USA

The Multidrug Transporter Genes ABCC1/MRP1, ABCC3/MRP3 and ABCC4/MRP4

are Powerful Predictors of Clinical Outcome in Childhood Neuroblastoma
Michelle Haber', Janice Smith', Alan Kwek', Claudia Flemming', Giovanni Perini?, Antonio Porro?,
Susan L. Cohn®, Wendy B. London®*, Allen Buxton®, Glenn M. Marshall', Murray D. Norris'
'Children’s Cancer Institute Australia, Sydney, Australia, *University of Bologna, Bologna, Italy,
*University of Chicago, Chicago, USA, “University of Florida and Children’s Oncology Group
Statistics Department, Gainesville, USA

Decitabine in Combination with Doxorubicin and Cyclophosphamide in
Neuroblastoma and Other Solid Tumors - A Children’s Oncology Group Phase 1
Consortium Study '

Rani E. George', Jill M. Lahti®, Kejin Zhu?, David Finkelstein?, A. Mark Ingle®, Joel M. Reid®,
Mark Krailo®, Donna Neuberg', Peter C. Adamson®, Susan M. Blaney?®, Lisa Diller'

'Dana-Farber Cancer Institute, Harvard Medical School, Boston, USA, *St. Jude Children’s

Research Hospital, Memphis, US, *Children’s Oncology Group, Arcadia, USA, *Mayo Clinic College

of Medicine, Rochester, USA, °Children’s Hospital of Philadelphia, Philadelphia, USA, °Texas
Children’s Cancer Center, Houston, USA

Antitumor Activity of the Selective MDM2 Antagonist Nutlin-3 in a Chemoresistant

Model of Neuroblastoma

Tom Van Maerken', Liesbeth Ferdinande’, Jasmien Taildeman®, Nurten Yigit', Liesbeth Vercruysse',

Martin Michaelis?, Jindrich Cinatl Jr?, Anne De Paepe', Marc Bracke', Frank Speleman’,

Jo Vandesompele’

'Ghent University Hospital, Ghent, Belgium, *Hospital of the Johann Wolfgang Goethe University,
Frankfurt am Main, Germany

Schedule-Dependent Synergistic' Cytotoxicity of Vorinostat and Flavopiridol

against Multi-drug Resistant Neuroblastoma Cell Lines with Loss of p53 Function

Jen-Ming Huang, Nino Keshelava
USC-CHLA institute for Pediatrics Clinical Research, Childrens Hospital Los Angeles and The
University of Southern California School of Medicine, Los Angeles, CA, USA

The Hsp90 Inhibitor, 17-DMAG, Inhibits Growth of Neuroblastoma Cell Lines in
vitro and in vivo

Kathy Astrahantseff, Martin Leise, Annette Bitter, Johannes H. Schulte, Alexander Schramm,
Angelika Eggert

Dept. of Hematology/Oncology, University Children’s Hospital Essen, Essen, Germany

Methionine Depletion Synergizes with Microtubule-Depolymerizing Agents in
Neuroblastoma

Jian Hu, Nai-Kong V. Cheung

Department of Pediatrics, Memorial Sloan-Keftering Cancer Center, New York, USA
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Development of Pl Polyamides Targeting N-myc as a Gene Silencer and a Gene
Probe for Neuroblastoma
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of Pediatrics and Childhealth, Nihon University School of Medicine, Tokyo, Japan

A Novel Therapeutic Combination for Neuroblastoma: The VEGFR/EGFR/RET
Inhibitor Vandetanib with 13-cis-Retinoic Acid

Peter E. Zage', Lizhi Zeng', Shana Palla®, Wendy Fang', Monigue B. Nilsson®, John V. Heymach?®,
Patrick Zweidler-McKay'

'Children’s Cancer Hospital, Divsion of Pediatrics, ’Djvision of Quantitative Sciences, *Department
of Thoracic/Head & Neck Medical Oncology, The University of Texas M.D. Anderson Cancer
Center, Houston, TX, USA

Dendritic Cell-Based Immunotherapy Using Sendai Virus Vector - a Preclinical
Efficacy Study against Neuroblastoma -

Sakura Tanaka', Kyosuke Tatsuta', Tatsuro Tajiri', Yoshikazu Yonemitsu?, Yasuiji Ueda?,

Mamoru Hasegawa®, Sachiyo Suita', Tomoaki Taguchi'

'Department of Pediatric Surgery, Graduate School of Medical Sciences, Kyushu University,
Fukuoka, Japan, *Department of Gene Therapy, Chiba University Graduate School of Medicine,
Chiba, Japan, DNAVEC Corporation, Tsukuba, Japan

High-throughput siRNA and Drug Screening in Neuroblastoma

Patricia Tsang', Qing-Rong Chen', Adam Cheuk', Scott Martin®, Natasha Caplen?, Javed Khan'
'Pediatric Oncology Branch, 2Genetics Branch, Center for Cancer Research, National Cancer
Institute, Bethesda, USA

Combined Therapeutic Effects of Bortezomib and Fenretinide on Neuroblastoma
Cell Growth and Apoptosis

Gabriella Pagnan'*, Daniela Di Paolo', Roberta Carosio', Fabio Pastorino’#, Chiara Brignole',
Danilo Marimpietri’, Monica Loi', Annalisa Pezzolo', Federica Piccardi®, Michele Cilli%,

Domenico Ribatti®, Vito Pistoia', Mirco Ponzoni'

'Laboratory of Oncology, “G. Gaslini” Children’s Hospital, Genoa, Italy, ’Animal Research Facility,
Istituto Tumori, Genoa, Italy, *Department of Human Anatomy and Histology, University of Bari,
Bari, Italy, “Supported by Fondazione Italiana per la Lotta al Neuroblastoma, Genoa, Italy

increased Expression of Sphingosine Kinase 1 Mediates Acquired Resistance

to Fenretinide in a Neuroblastoma Cell Line that is Partially Reversed by the
Sphingosine Kinase Inhibitor Safingol

Youngleem Kim, Zesheng Wan, C. Patrick Reynolds

Developmental Therapeutics Program, USC-CHLA Institute for Pediatric Clinical Research, Division
of Hemotology-Oncology, Children’s Hospital Los Angeles and Department of Pediatrics and
Pathology, Kerk School of Medicine, University of Southern California, Los Angeles, CA, USA

4lg-B7H3: A Target for Monoclonal Antibody (mAb) Therapy of Human
Neuroblastoma (NB)

Hong Xy, Irene Y. Cheung, Nai-Kong V. Cheung

Department of Pediatrics, Memorial Sloan-Kettering Cancer Center, New York, USA

Receptor Tyrosine Kinase (RTK) Inhibition of Human Neuroblastomas

Ruth Ho', Jane E. Minturn®, Anisha Simpson’, Jennifer Light', Radhika lyer’, Huaqing Zhao?,
Audrey E. Evans', Garrett M. Brodeur'

'Division of Oncology, and ?the Biostatistics and Data Management Core, Department of Pedjatrics,
The Children’s Hospital of Philadelphia, The University of Pennsylvania, Philadelphia, PA, USA

ALK Receptor is a Potential Therapeutic Target for Neuroblastoma

Lorena Passoni’, Marta Podda’, Paola Collini?, Claudio Gambini®, Alberto Garaventa®, Vito Pistoia®,
Massimo Di Nicola®, Franca Fossati-Bellani’, Roberto Luksch’

'Pediatric Oncology Unit, 2Pathology Unit, 6 Cristina Gandini Medical Oncology Unit, "**IRCCS
Foundation, Istituto Nazionale Tumori, Milan, Italy, *Laboratory of Pathology, “Division of Medical
Oncology, °Laboratory of Oncology, **°G.Gaslini Institute, Genoa, Italy
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In Vivo Molecular Imaging of Neuroblastoma Progression by Small-Animal PET in
the TH-MYCN Murine Transgenic Model

Roberto Tonelli', Erika Cantelli’, Korinne Di Leo',Cristina Nanni?, Carmelo Quarta’,

William A. Weiss®, Stefano Fanti, Andrea Pession’

"Pediatric Hematology-Oncology, University of Bologna, Italy, 2Department of Nuclear Medicine,
University of Bologna, Italy, *University of California San Francisco, CA, USA

In Vivo Silencing of a Molecular Target by Short Interfering RNA Electroporation
Yoshifumi Takei, Kenji Kadomatsu
Nagoya University Graduate School of Medicine, Nagoya, Japan

A Novel P53 Ubiquitination Pathway In Neuroblastoma

Eveline Barbieri, Mayank Srivastava, Zaowen Chen, Andrew Ludwig, Jason M. Shohet

Texas Children’s Cancer Center, Baylor College of Medicine, Center for Cell and Gene Therapy,
Houston, TX, USA

A Better Neuroblastoma Xenograft Model for Pre-Clinical Drug Testing

Libo Zhang, Kristen M. Smith, Amy L. Chong, Herman Yeger, Loen Hansford, David R. Kaplan,
Sylvain Baruchel

Hospital for Sick Children, Toronto, ON, Canada

Enhanced /n Vivo Anti-Tumor Efficacy of Erlotinib for Neuroblastoma
Kristen N. Keck, Peter E. Zage, Patrick A. Zweidler-McKay, Dennis P M. Hughes
The Children’s Cancer Hospital at M.D. Anderson Cancer Center, Houston, Texas, USA

MSO (Methionine Sulfoximine) Enhances Cytotoxicity of L-asparaginase in
Neuroblastoma Cell Lines

Sakurako Izaki, Hiroaki Goto, Shumpei Yokota

Department of Pediatrics, Yokohama City University School of Medicine, Yokohama, Japan

HDM2 Attenuates Neuroblastoma Apoptotic Cell Death via Regulation of p53-
Dependent Pro-apoptotic Effector Noxa Expression and Localization

Kenji Kurata', Chiharu Uchida®, Ryu Yanagisawa', Miki Ohira?, Hisanori Takenobu?,

Masatoshi Kitagawa®, Kenichi Koike', Akira Nakagawara?, Takehiko Kamijo®

"Dept. of Pediatrics, Shinshu Univ. School of Med., Matsumolo, Nagano, Japan, Chiba Cancer
Center Research Institute, Chiba, Japan, *Dept. of Biochem, Hamamatsu Univ. School of Med.,
Hamamatsu, Shizuoka, Japan

Chalcone Constituents of Angelica Keiskei Induces Apoptosis in Neuroblastoma
Keiichi Tabata', Reiko Nishimura®, Kou Motani', Yoshihisa Ito", Toshihiro Akihisa?,

Yoshimitsu Abiko®, Takashi Suzuki'*

"Coll. Pharm. Nihon Univ., Chiba,Japan, *Coll. Sci. Tech. Nihon Univ., Tokyo, Japan, *Nihon Univ.
Sch. Dent. Matsudo, Chiba, Japan, “Nihon Univ. Sch. Med., Tokyo, Japan

The Tyrosine Kinase Inhibitor Imatinib Mesylate Potentiates the Cytotoxic
Effect of Chemotherapeutic Drugs in Neuroblastoma in Clinically Achievable
Concentrations

Ebba Palmberg', John Inge Johnsen', Janna Paulsson?, Bim Ericsson’, Arne Ostman’, Per Kogner',

Magnus Lindskog' _
"Childhood Cancer Research Unit, Department of Woman and Child Health, “Department of
Oncology-Pathology, Karolinska Institutet, Stockholm, Sweden

Detection of Circulating Tyrosine Hydroxylase mRNA in a MYCN Transgenic
Mouse Model of Neuroblastoma is not an Early Predictor of Tumour Formation
Helen Imrie’, Penny E. Lovat'?, Frida Ponthan’, Sebastian Horn', John Lunec',

Deborah A. Tweddle', Chris P F Redfern’

'Northern Institute for Cancer Research, “Dermatological Sciences, Newcastle University,
Newecastle upon Tyne, UK

A Novel Drug RKS-2-62 is Cytotoxic to Neuroblastoma In Vitro and In Vivo

Lee Dorf', Laurent Brard®, Karen Koto', Marcus Bosenberg', Sharon lllenye’, Rakesh Singh?,
Kyukwang Kim?, Giselle L. Saulnier Sholler'

"University of Vermont, Burlington, VT, USA, *Women and Infant’s Hospital, Providence, R, USA
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Phage Display Technology for Novel Tumor- and Vascular-Targeted Therapies
against Neuroblastoma

Fabio Pastorino"’, Daniela Di Paolo’, Monica Loi', Serena Marchid?, Marco Soster?,

Renato Longhi®, Angelo Corti®, Theresa M. Allen®, Federico Bussolino?, Wadih Arap®,

Renata Pasqualini®, Mirco Ponzoni'

"Laboratory of Oncology, G. Gaslini Children’s Hospital, Genoa, Italy, *University of Torino,

Dept. Oncological Sciences, IRCC, Candiolo, Italy, ®Istituto di Chimica del Riconoscimento
Molecolare, CNR, Milan, Italy, *immunobiotechnology Unit, San Raffaele Inst., Milan, Italy, *Dept. of
Pharmacology, University of Alberta, Edmonton, Canada, *The University of Texas M. D. Anderson
Cancer Center, G-U Medical Oncology, Houston, TX, USA, "Supported by Italian Foundation for
Neuroblastoma Research and AIRC-MFAG

["*'IIMIBG Targeted Radiotherapy for NAT-Expressing Tumours:

Improving Treatment by Combination with Cytotoxic Drugs

Anthony Gerald McCluskey, Marie Boyd, Annette Sorensen, Robert James Mairs

Targeted Therapy Group, Cancer Research UK Beatson Laboratories, Garscube Estate, UK

Prospects of a Survivin-Based Tumor Vaccine in NB
Stephan Grupp'?, Chris Coughlin’, Xiao Shan?, Robert Vonderheide®, Gregor Reid’
"Children’s Hospital of Philaldelphia, *University of Pennsylvania, Philadelphia, PA, USA

Enhancing Specificity of Cisplatin to Neuroblasts Employing Evolutionary
Microarrays

Duncan Ayers', Joshua Knowles?, Philip J. R. Day'

"Medical Faculty, *School of Computer Science, Manchester Interdisciplinary Biocentre, The
University of Manchester, Manchester, United Kingdom

Starvation-Dependent Differential Stress Resistance Protects Normal but not
Cancer Cells against High Dose Chemotherapy

Lizzia Raffaghello™, Changhan Lee? Fernando M. Safdie?, Min Wei?, Federica Madia?,

Stavros Gonidakis® Giovanna Bianchi', Valter D. Longo®

Laboratory of Oncology, G. Gaslini Children’s Hospital, Genoa, ltaly, 2Andrus Gerontology Center,
Dept. of Biological Sciences and Norris Cancer Center, University of Southern California,

Los Angeles, CA, USA, “supported by Fondazione ltaliana per la Lotta al Neuroblastoma

Metabolic Dysregulation Via the Combination of the Novel Glycolysis Inhibitor
3-BrOP and Rapamycin is a Promising Therapeutic Approach for Neuroblastoma
Alejandro G. Levy', Lauren J. Akers', Lizhi Zeng', Riitta Nolo, Peter E. Zage', Wendy Fang’',
Sankar Kannan', Anna R. Franklin®, Peng Huang? Patrick A. Zweidler-McKay'

"Children’s Cancer Hospital, UT M. D. Anderson Cancer Center, Houston, Texas, USA, *Molecular
Pathology, UT M. D. Anderson Cancer Center Houston, Texas, USA

Optimization of NB Cell Response to Chemotherapeutic Drugs by Combining
Epigenetic Modifiers and Various Other Drugs to Increase Caspase-8 Expression
and Cell Death — Comprehensive Preclinical Studies

Jill M. Lahti, Manrong Jiang, Jose A. Grenet, Kejin Zhu

St. Jude Children’s Research Hospital, Memphis, TN, USA

Celecoxib Potentiates the Cytotoxic Effect of Retinoids in Neuroblastoma Cells In
Vitro Independently of COX-2 Expression

Frida Ponthan, Christopher P. F. Redfern

Northern Institute for Cancer Research, Newcastle University, Newcastle upon Tyne, United
Kingdom

Omega-3 Docosahexaenoic Acid as a Potential Adjuvant to Conventional
Neuroblastoma Therapy

Helena Gleissman’, Magnus Lindskog', Mats Hamberg', Charles N. Serhan?, Frida Ponthan®,
Lotta Elfman’, John . Johnsen', Per Kogner'

'Karolinska Institutet, Stockholm, Sweden, *Harvard Medical School, Brigham and Womens
Hospital, Boston, USA, *Newcastle University, Newcastle upon Tyne, United Kingdom

Valproic Acid Enhances Etoposide-Induced Cytotoxicity in Neuroblastoma Cells
Dolly Aguilera, Chandra M. Das, Johannes E. A. Wolff, Peter E. Zage, Vidya Gopalakrishnan
Divsion of Pediatrics, The University of Texas M.D. Anderson Cancer Center, Houston, TX, USA
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MYCN Amplification is Detectable from Sera of Metastatic Neuroblastoma Patients 164
but Not those with Small Tumor Burdens

Alain Puisieux'?, Michael D. Hogarty®, Wendy B. London®, Isabelle lacono', Stéphanie Brejon',

Patrick McGrady*, Raphael Rousseau?, Valérie Combaret’

"Centre Léon Bérard, Unité d’Oncologie Moléculaire, Lyon, France, 2Inserm, U590, Lyon,

France, *Children’s Hospital of Philadeiphia and University of Pennsylvania School of Medicine,
Philadelphia, PA USA, *Children’s Oncology Group Statistics and Data Center, University of Florida,
Gainesville, Florida, USA

High Frequency of Minimal Disease Detected in Bone Marrow and Peripheral 164
Blood from Children with High Risk Neuroblastoma by QRT-PCR. A SIOPEN

Study

Maria-Valeria Corrias’, Sandro Dallorso’, Bertil Kagedal?, Silves Soler’, Katrien Swerts®,

Andrei Tchirkov®, Ale$ Vicha®, Virginie Viprey’, Ruth Ladenstein®, Sue Burchill’

'Istituto G. Gaslini, Genova, ltaly, 2University Hospital, Link6ping, Sweden, *Hospital Universitario

"La Fe”, Valencia, Spain, “University Hospital Ghent, Gent, Belgium, *Centre Jean Perrin, Clermont-
Ferrand, France, °2nd Medical Faculty Charles University, Prague, Czech Republic, "Leeds Instiute

of Molecular Medicine, Leeds, United Kingdom, °*CCRI | St. Anna Children's Hospital, Vienna,

Austria

Methylation Analysis of DCR2 Gene Using Tumor and Serum DNA of 164
Neuroblastoma Patients

Shigeki Yagyu', Takahiro Gotoh', Tomoko lehara’, Mitsuru Miyachi', Yoshiki Katsumi®,

Satoko Tsubai-Shimizu’, Shinichi Tamura', Ken Kikuchi', Kunihiko Tsuchiya',

Akiko Misawa-Furihata', Tohru Sugimoto'?, Tadashi Sawada', Hajime Hosoi'

"Department of Pediatrics, Kyoto Prefectural University of Medicine, Kyoto, Japan, *Saiseikai Shiga
Hospital, Shiga, Japan

p38 Mapk Inhibition Restores Bortezomib-Induced Apoptosis in Resistant 165
Neuroblastoma

Raphaéi Rousseau'?, Sandrine Boyault®, Isabelle lacono®, Stéphanie Brejon®, Alain Puisieux’>*,

Valérie Combaret®

"Centre Léon Bérard, Département de Pédiatrie, Lyon, France, “Inserm, U590, Lyon, France,

3Centre Léon Bérard, Unité d’Oncologie Moléculaire, Lyon, France, *Université de Lyon, Lyon,

France

Plasma Midkine Level is a Prognostic Factor for Human Neuroblastoma 165
Shinya lkematsu', Akira Nakagawara®, Yohko Nakamura®, Miki Ohira?, Masaki Shinjo®,

Satoshi Kishida®, Kenji Kadomatsu*

'Okinawa National College of Technology, Nago, Japan, Chiba Cancer Research Center Research
Institute, Chiba, Japan, *Okinawa Prefectural College of Nursing, Naha, Japan, ‘Nagoya University
Graduate School of Medicine, Nagoya, Japan

Detection of GD2 Positive Cells in Bone Marrow Samples and Survival of Patients 165
with Localized Neuroblastoma

Maria Valeria Corrias', Stefano Parodi?, Riccardo Haupt?, Laura Lacitignola®, Francesca Negri®,

Angela Rita Sementa*, Daniela Dau®, Francesca Scuderi®, Lawrence Faulkner®, Alberto Garaventa®

'L aboratory of Oncology, *Epidemiology and Biostatistics Section, Scientific Directorate, Gaslini

Institute, Genoa, *Meyer Children’s Hospital, Florence, *Service of Pathology, *Department of
Hematology-Oncology, Gaslini Institute, Genoa, Ifaly.

Notch Signaling Pathway and Calreticulin in Neuroblastoma: Interactions and 165
Prognostic Significance

Hsiu-Hao Chang’, Wen-Ming Hsu?, Hsinyu Lee**, Hsueh-Fen Juan®3, Hong-Shiee Lai,

Wei-Jao Chen?, Ya-Ling Lee®, Yung-Feng Liao"’, Fon-Jou Hsieh® Kai-Hsin Lin'

'Department of Pediatrics, 2Department of Surgery, National Taiwan University Hospital and

National Taiwan University College of Medicine, Taipei, Taiwan, *Department of Life Science,

“Institute of Zoology, °Institute of Molecular and Cellular Biology, National Taiwan University, Taipei,
Taiwan, *Department of Nursing, National Taiwan University College of Medicine, Taipei, Taiwan,

"Institute of Cellular and Organismic Biology, Academia Sinica, Taipei, Taiwan, *Graduate Institute

of Clinical Medicine, National Taiwan University College of Medicine, Taipei, Taiwan

Detection of Tyrosine Hydroxylase and GD2-Synthase by QRT-PCR in Bone 166
Marrow and Peripheral Blood from NB Patients with Localized Disease

Maria Valeria Corrias', Riccardo Haupt?, Barbara Carfini', Alberto Garaventa®, Angela Pistorio®

"Laboratory of Oncology, *Biostatistics and Epidemiology Section, Scientific Directorate,

*Department of Hematology-Oncology, Gaslini Institute, Genoa, ltaly
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DCX Expression in Bone Marrow after Induction Correlates Whit Reduced Survival 166
in High-Risk Neuroblastoma Patients
Silvestre Oltra, Elena Grau, Carmen Orellana, Francisco Martinez, Chema Fernandez,
Adela Canete, Victoria Castel
Hospital Universitario La Fe, Valencia, Spain

Isolated Tumor Cells are Routinely Detected by Immunohistochemistry in 166
Histologically Negative Bone Marrow Biopsies in Patients with Neuroblastoma

Chandra Krishnan, Teresa Fu, Daniel A. Arber, Clare J. Twist

Stanford University School of Medicine, Stanford, CA, USA

Implications of RARB Expression in Neuroblastoma 166
Naohiko lkegaki', Huaging Zhao?, Xac X. Tang'

"University of lllinois at Chicago, Chicago, USA, *The Children’s Hospital of Philadeiphia,

Philadelphia, USA

Highly Specific And Sensitive Risk Prediction for Appropriate Therapeutic 167
Intensity to Advanced Neuroblastomas

Takeo Tanaka', Yohko Horikawa-Kyo', Tomoko lehara®, Tohru Sugimoto?, Minoru Hamasaki?,

Michio Kaneko®, Tadashi Sawada®

"National Hospital Organization Kure Medical Center;, Hiroshima, Japan, The Japanese Infantile
Neuroblastoma Cooperative Study, Kyoto, Japan, *The Japanese Advanced Neuroblastoma

Cooperative Study, Tsukuba, Japan

Identification of Tyrosine Hydroxilase Cell-Free mRNAs in Plasma Samples from 167
Neuroblastoma Patients

Maria Valeria Corrias’, Barbara Carlini', Gino Tripodi?, Alberto Garaventa®, Vito Pistoia’,

Angela Pistorio*

'Laboratory of Oncology, *Service of Immuno-Hematology and Transfusional Medicine,

*Department of Hematology-Oncology, *Biostatistics and Epidemiology Section, Scientific

Directorate; Gaslini Institute, Genoa, Italy

Ganglioside Content in Blood Serum of Neuroblastoma Patients 167
Dominik Czaplicki', Irena Howacik', Aleksandra Kowalczyk', Anna Golda’, Aleksandra Wieczorek?,
Katarzyna Bolek-Marzec?, Walentyna Balwierz?, Andrzej Kozik', Hanna Rokita'

'Faculty of Biochernistry, Biophysics and Biotechnology, Jagiellonian University, Krakow, Poland,
2Department of Pediatric Oncology and Hematology, Polish-American Children's Hospital,

Collegium Medicum, Jagiellonian University, Krakow, Poland

Pretreatment of Neuroblastoma Cells with Cytostatic Drug Combinations Does 167
Not Impair Uptake of mIBG , Noradrenaline, and Noradrenaline Transporter

Expression

Gernot Bruchelt, Daniela Ballweg, Zyrafete Kugi, Gisela Merkel, Rupert Handgretinger

Children’s University Hospital, Tuebingen, Germany

Modulation of the Therapeutic Efficacy of Irinotecan by Se-(Methyl)selenocysteine 168
against Human Neurobiastoma Xenografts

Setsuko Kaneko, Michio Kaneko

Department of Pediatric Surgery, Graduate School of Comprehensive Human Science, University

of Tsukuba, Tsukuba, Ibaraki, Japan

['*F]6-FluoroDOPA and ['®F]6-Fluorodopamine for PET in Neuroblastoma: 168
Comparative in vitro and First in vivo Experiments Using the Small Animal PET

Model

Gernot Bruchelt', Zyrafete Kugi', Gerald Reischl?, Ingo Miller', Sabine Pirsig®,

Rupert Handgretinger', Reingard Senekowitsch-Schmidtke®

'Children’s University Hospital, Tuebingen, Germany, *Radiopharmaceutical Department, University

of Tiibingen, 3Dep. of Nuclear Medicine, Klinikum rechts der Isar, Technical Univerisity, Munich,

Germany

VIP-Secreting Neuroblastic Tumours: Two Distinct Entities According to the Time 168
at Onset of the Diarrhea
Emilie de Carli’, Sandra Timsit?, Carole Coze®, Pascal Chastagner®, Hervé Rubie®, Xavier Rialland’,

Jean Michon?, Franck Bourdeaut®
'CHU d'Angers, Angers, France, ’Institut Curie, Paris, France, *Hépital la Timone, Marseille, France,
*CHU de Nancy, Nancy, France, *CHU de Toulouse, Toulouse, France
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TR127 Cholinergic Switch might be a Common Process of Differentiation in Neuroblastic 168
Tumours )
Franck Bourdeaut', Carlo Lucchesi', Agnés Ribeiro?, Régine Paris®, Jérome Couturier?,
Gadlle Pierron?, Loic de Pontual®, Jeanne Amiel*, Isabelle Janoueix-Lerosey’, Michel Peuchmaur®,
Olivier Delattre”
'INSERM U830, Paris, France, “Institut Curie, Paris, France, *Hopital Robert Debré, Paris, France,
*INSERMU78, Univeristé Paris V-Hopital Necker, Paris, France
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Phase | Study of the Combination of Anti-GD2 Antibody 3F8 and Yeast-Derived
(1—3), (1—6)- B8-D-Glucan for Resistant Neuroblastoma

Shakeel Modak, Brian H. Kushner, Kim Kramer, Nai-Kong V. Cheung

Department of Pediatrics, Memorial Sloan-Keftering Cancer Center, New York, United States

Neuroblastoma in Adolescents and Adults

Frank Berthold', Thorsten Simon', Dorothee Schwamborn®, Michael C. Fruehwald?,
Meinolf Suttorp?®, Peter Bucsky*, Barbara Hero'

Children’s University Hospitals 'Cologne, “Muenster; *Dresden, *Luebeck, Germany

Determining the Prognosis of MYCN-Amplified Neuroblastoma in Infants Based
on Results of the Japanese Infantile Neuroblastoma Cooperative Study

Tomoko lehara™, Minoru Hamazaki?, Takeo Tanaka®, Tatsuro Tajiri%, Michio Kaneko?,

Hajime Hosoi'?, Tohru Sugimoto?, Tadashi Sawada®

"Department of Pediatrics Kyoto Prefectural University of Medicine, °The Japanese Infantile
Neuroblastoma Cooperative Study

High-dose Carboplatin-Irinotecan-Temozolomide (HD-CIT) for Resistant
Neuroblastoma (NB)

Brian H. Kushner, Kim Kramer, Shakeel Modak, Nai-Kong V. Cheung

Memorial Sloan-Kettering Cancer Center (MSKCC), New York, USA

High-Dose Cyclophosphamide-Topotecan-Vincristine (HD-CTV): Utility for a Broad
Spectrum of Resistant Neuroblastoma (NB)

Brian H. Kushner, Kim Kramer, Shakeel Modak, Nai-Kong V. Cheung

Memorial Sloan-Kettering Cancer Center (MSKCC), New York, USA

Clinical Features of Neuroblastoma in Patients with Opsoclonus Myoclonus
Syndrome

Barbara Hero', Thorsten Simon’, Franz Blaes®, Ingolf Juhasz-Boess®, Wolfgang Behnisch?,
Wolfgang Holter, Irene Schmid®, Frank Berthold'

Children’s University Hospitals 'Cologne, *Heidelberg, *Erlangen, *“Munich; *Neurology, University of
Giessen, Germany

Bone Marrow Infiltration at Diagnosis and after Chemotherapy as Early Prognosis
Marker in Neuroblastoma Stage 4

Roswitha Schumacher-Kuckelkorn, Erank Berthold, Anke Gradehandt, Barbara Hero,

Thorsten Simon

Children’s Hospital, University of Cologne, Germany

An Optimality Criterion for Prognostic Risk Groups in Neuroblastoma and
Hodgkin Lymphoma: An Analysis of Data from the Children’s Oncology Group
Wendy B. London'?, Todd A. Alonzo™*, Richard Sposto®**

'Department of Epidemiology and Health Policy Research, University of Florida, Gainesville, FL
USA, 2Children’s Oncology Group, Bethesda, MD USA, *Children’s Center for Cancer and Blood
Diseases, Children’s Hospital Los Angeles, Los Angeles, CA, USA, *Department of Preventive
Medicine, Keck School of Medicine, University of Southern California, Los Angeles, CA, USA

Outcome of Children with Relapsing or Resistant Neuroblastoma. A 25 Year
Experience in Italy

Alberto Garaventa', Stefano Parodi', Daniela Dau’, Massimo Conte', Maurizio Bianchi?,

Paolo D'Angelo®, Giulio Andrea Zanazzo*, Roberto Luksch®, Bruno De Bernardi', Riccardo Haupt'
'Gaslini Children’s Hospital Genoa, ltaly, *University of Turin, Italy, *University of Palermo, ltaly,
*University of Trieste, Italy, *National Cancer Institute, Milan, Italy
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Poor Neurological Outcome in Children with Opsoclonus-Myoclonus Syndrome
with or without Neuroblastoma

Gudrun Schleiermacher’, Pauline Krug', Jean Michon', Dominique Vaiteau-Couanet?,

Hervé Brisse®, Michel Peuchmaur®, Sabine Sarnacki®, Héléne Martelli®, Isabelle Desguerre’,

Marc Tardieu®

'Pediatric Oncology, Institut Curie, Paris, France, *Pediatric Oncology, Institut Gustave Roussy,
Villejuif, France, *Radiology, Institut Curie, Paris, France, ‘Department of Pathology, Hépital Robert
Debrsé, Paris, France, "Department of Surgery, Hopital Necker-Enfants Malades, Paris, France,
®Department of Surgery, Hopital Kremlin-Bicétre, Kremlin-Bicétre, France, "Neuropediatrics, Hopital
Necker-Enfants-Malades, Paris, France, ®Neuropediatrics, Hépital Kremlin-Bicétre, Kremlin-Bicétre,
France

The Prognostic Impact of Persisting 1231-MIBG Uptake in Patients with Stage 4
Neuroblastoma >1 Year

Thorsten Simon', Matthias Schmidt?, Barbara Hero', Harald Schicha®, Frank Berthold’

"Children’s Hospital, University of Cologne, Germany, *Department of Nuclear Medicine, University
of Cologne, Germany

Disease Outcome May Be Predicted by Molecular Detection of Minimal Residual
Disease in Bone Marrow in Stage 4 Neuroblastoma

Minoru Fukuda', Miho Yamada?, Keizo Horibe®

"Dept. of Pediatrics, Meitetsu Hospital, Nagoya, Japan, *Clinical Research Center, National Hospital
Organization Nagoya Medical Center, Nagoya, Japan, Tokai Pediatric Oncology Group

Glivec and Advanced Neuroblastoma

Lucia Calafiore’, Roberto Luksch? Carlo Dominici®, Maria Valeria Corrias’, Paola Collini?,

Marta Podda®, Alberto Garaventa’

"Department of Oncology, Gaslini Institute, Genova, Italy, *Division of Paediatric Oncology, National
Cancer Institute, Milan, Italy, *Department of Pediatrics, La Sapienza University, Rome, ltaly

Intra-Ommaya **I-8H9 Positron Emission Tomography (PET) for Detection and
Dosimetry of Neuroblastoma Metastases in the Central Nervous System (CNS)
Kim Kramer, Peter Smith-Jones, John L. Humm, Neeta Pandit-Taskar, Brian H. Kushner,
Shakeel Modak, Hong Xu, Pat Zanzonico, Jorge Carrasquillo, Steven M. Larson,

Nai-Kong V. Cheung
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Opening Scientific Lecture 1

OL1 Enjoyment of Science, Serendipitous Discovery, and Regrets of Dilettantism:
Still Mysterious Mechanisms of Carcinogenesis

Takashi Sugimura
National Cancer Center and the Japan Academy, Japan

| started my career as a radiotherapist in 1950. An unforgettable experience was as follows. A boy out-patient with
testicular tumors scattering in the lung was suffering from dysentery and was sent to the infectious disease hospital.
Upon his return to me after release from the hospital, his lung tumors had astonishingly disappeared. Since then, |
paid special attention to the spontaneous regression of tumors, including neuroblastoma. In animal experiments, |
found a phenotypic reversion in hexokinase isozyme pattern in a subline of slow growing Yoshida sarcoma. The
terms of “de-carcinogenesis” and “re-differentiation” were used to describe this phenomenon. | observed the
expression of aldolase ¢, which is specific to brain and nerve tissues, in malignant hepatoma of rat. The term of
dis(dys)-differentiation was proposed. During the 2nd World War, 4-nitroquinoline 1-oxide (4NQO) had been
synthesized as an anti-malaria agent in Japan, and it was mutagenic to microbes and carcinogenic towards rodents.
Metabolic activation pathways of 4NQO are common between microbe and mammalian cells, not involving
cytochrome P-450. Thus, 4NQO was useful for mechanistic studies using DNA repair-deficient microbes as well as
mammalian cells. The studies on 4NQO led us fo the concept that cancer cells arise from DNA damage. Later, by
using a metabolic activation system of rat liver, we discovered a series of mutagenic/carcinogenic heterocyclic amine
(HCA) compounds formed during the cooking of meat. Despite the low expose dosage of HCAs, some HCAs
produced prostate, breast and colon cancers in rats. This study was motivated by smoke which my wife produced by
broiling dried fish in our home kitchen. My scientific curiosity flew from one flower to the next flower, just like
butterflies. Potent tumor promoters other than TPA were found in fungus and green-blue algae. The science of TPA
advanced, but no clear report was available on human cancers resulting from TPA exposure. During studies of
disturbed allosteric inhibition (regulation) in hepatoma, a strange new biopolymer was found. That was poly(ADP-
ribose) synthesized by a nuclear enzyme from NAD. A splicing abnormality in non-albuminemic rat was analyzed.
Some carcinogens yielded cells, being albumin positive with immunostaining. After reaching over 70 years of age,
my scientific curiosity remained strong and consistent. | contemplated the fate of many late-phase larvae of cabbage
butterflies, and suggested that my colleagues investigate the presence of apoptogenic substances. It turned out that
a peptide causing apoptosis of cancer cells was present in late phase of larvae and early phase of pupae. A novel
peptide consisting of 850 amino acid residues was purified and named “Pierisin”. Serendipitously enough, Pierisin
ADP-ribosylated the guanine base in DNA, a new paradigm distinct from ADP-ribosylation on protein, which was
discovered 40 years ago. Application of Pierisin to cancer treatment is ongoing. Recalling my entire research life, |
enjoyed science very much with my colleagues but regret not devoting deeply enough on each subject, and remained
a life long dilettante. Fortunately, my young colleagues are currently expanding the subjects, working with their own
interests and enthusiasm. Carcinogenesis involves multiple genetic and epigenetic changes. Still, as indicated by the
regression of neuroblastoma, there are many unexplained courses between cancer and normal cells, and many
unexplained interactions between cancers and host conditions. Seeing a limited subject illuminated in greater detail,
and constructing a new theory are real joys of science. | am hopeful of great progress in the science of
neuroblastoma, and the success of this neuroblastoma meeting organized by Prof. Nakagawara.

1. Sugimura, T. Studies on environmental chemical carcinogenesis in Japan. Science, 233, 312-318 (1986).
2. Sugimura, T. Multiple carcinogenesis: a 1992 perspective. Science, 258, 603-607 (1992).
3. Sugimura, T. Establishment of the concept that cancer is a disease of DNA: serendipitous discoveries in my

research career concerning the science of carcinogenesis. In: Comprehensive Biochemistry, Vol. 43. eds. G.
Semenza and A.J. Turner, Elsevier B.V., the Netherlands, pp. 355-392 (2004).
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Lectures

Opening Scientific Lecture 2

OL2 Themes of Hereditary Cancer in Children

Alfred G. Knudson
Fox Chase Cancer Center, Philadelphia, USA

Hereditary predisposition to cancer is rare in children, but is well known and, in many cases, the causative mutant
gene and its function are known. Collectively the genes are functionally heterogeneous, but several categories are
readily recognizable: (1) Direct controllers of birth and death processes, (2) Signal transducers, and (3) DNA repair
genes. When new hereditary cancer genes are sought, as for neuroblastoma, it may be useful to consider these
categories.

Two of the first genes to be cloned were RB7 and 7P53, both well known tumor suppressor genes, the first involved
in regulating the birth of cells by the cell cycle, and the second involved in regulating the process of cell death. Both
were discovered by the study of familial cancers in children, namely retinoblastoma and rhabdomyosarcoma,
respectively, and both impose a predisposition to later cancers, notably sarcomas and lung cancer in the first and
breast cancer in the second.

The second category includes the phakomatoses, such as the neurofibromatoses, tuberous sclerosis, and von Hippel-
Lindau disease, all of whose genes are tumor suppressors, and a small group of hereditary oncogene disorders,
including MEN2 and hereditary gastrointestinal stromal tumor, whose genes are oncogenes.

The third category is large and includes not only dominantly inherited conditions, such as hereditary non-polyposis
colon cancer and hereditary breast cancer, but also recessive disorders, such as xeroderma pigmentosum, ataxia
telangiectasia and Bloom syndrome. Each of these has taught much about the process of repair of DNA damage,
including DNA double-strand breaks (DSBs), and this has stimulated the investigation of endogenous (spontaneous)
DSBs. Their existence emphasizes that DSBs in cancer may occur in cells by either exogenous means or by failure to
repair endogenous DSBs. Radiation is a known producer of DSBs; furthermore the effect of a given dose depends
upon the rate at which it is delivered. The repair of these induced DSBs is optimal when their rate of production is
approximately the same as the rate of production of endogenous DSBs.

Persons carrying predisposing genes have greatly increased risks of cancer, with one or more somatic events being
necessary. Therefore, attempts should be made to discover whether targeted measures could defer or preclude any
necessary further events in such predisposed individuals.
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PL1 The von Hippel-Lindau Tumor Suppressor Gene:
Potential Insights into Paraganglioma and Neuroblastoma

William G. Kaelin
Howard Hughes Medical Institute, Dana-Farber Cancer Institute and Brigham and Women’s Hospital, Harvard
Medical School, Boston, MA, USA

Inactivation of von Hippel-Lindau (VHL) tumor suppressor gene plays an important role in clear cell renal carcinoma,
hemangioblastoma, and pheochromocytoma (intraadrenal paragangliomas). Individuals with germline VHL
mutations (VHL disease) are at increased risk for these tumors in an allele-specific manner (genotype-phenotype
correlation). The VHL gene product (pVHL) has multiple functions including serving as the substrate recognition
subunit of an E3 ubiquitin ligase that targets the alpha subunits of the heterodimeric transcription factor HIF
(Hypoxia-inducible Factor) for destruction. HIFa must be hydroxylated on one (or both) of two conserved prolyl
residues by members of the EgIN family (also called PHD or HPH family), which are oxygen-dependent enzymes that
also require reduced iron, 2-oxoglutarate, and ascorbic acid, in order to bind to pVHL. Under low oxygen conditions,
or in cells lacking wild-type pVHL, HIFa accumulates and activates 100-200 genes involved in adaptation to hypoxia.
Deregulation of HIFa (especially HIF2a) appears to play a causal role in clear cell renal carcinoma and almost certainly
contributes to the development of hemangioblastomas, which are blood vessel tumors. In contrast, deregulation of
HiFa does not appear drive the development of pheochromocytoma. In particular, some VHL families have VHL
alleles that are essentially wild-type with respect to HIFa regulation and present with familial pheochromocytoma.
Higher metazoans, inciuding people, have three EgIN family members (EgIN1, EgIN2, and EgIN3). We made a
conditional EgIN1 mouse (Eg/N7-/- embryos are not viable) and confirmed cell culture experiments that suggested
EgIN1 is the primary HIF prolyl hydroxylase. Our recent studies suggest that EgIN2 and EgIN3 play roles in control
of cell proliferation and apoptosis, respectively. We found, for example, that the genes that, when mutated, cause
familial paraganglioma define a pathway that is activated in sympathetic neuroblasts during embryological
development by growth factor withdrawal. Interestingly, this pathway impinges upon EgIN3, which is both necessary
and sufficient for apoptosis in this setting. In an unbiased screen for shRNAs that confer protection against EgIN3-
induced apoptosis, we identified an shRNA directed against K/F7B8, which maps to 1p36.2. This region of the
genome is frequently deleted in a variety of tumors, including neuroblastoma. Notably, this gene is also one of only
6 annotated genes located within a 500 kB homozygous deletion in a neuroblastoma line. Restoration of KIiF1Bp
function in this line induces apoptosis and we have identified germline loss of function KIF1Bg mutations in some
neuroblastoma and pheochromocytoma patients, arguing that KIF1Bp is a potential tumor suppressor gene.
Preliminary data suggest that KIF1Bp haploinsuffiency is sufficient to protect from apoptosis, which might account
for the observation that many 1p deleted tumors retain a wild-type KIF1Bp allele.
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Plenary Lecture 2

PL2 Proliferation and Differentiation of Various Stem Cells in vitro and in vivo

Tatsutoshi Nakahata
Department of Pediatrics, Graduate School of Medicine, Kyoto University, Japan

Abstract

Recent progress of cell biology provides a significant insight into the characterization of various stem cells. There
are different kinds of stem cells such as somatic stem cells, embryonic stem (ES) cells and induced pluripotent stem
(iPS) cells, which are recently developed by Professor Yamanaka in Kyoto University.

Hematopoietic stem cells (HSC) are one of the well-defined somatic stem cells and possess capabilities of self-
renewal and differentiation into various hematopoietic cells, both of which are estimated by a long-term repopulating
ability /in vivo after transplantation. NOD/SCID mouse strain has been found to be an efficient recipient for
reconstitution of human HSC, however, the engraftability of human HSC is not satisfactory and complete multi-
lineage differentiation has not been achieved in this strain. Engraftment efficiency was slightly improved by using 2
microglobulin deficient NOD/NOD mice as recipients, but no human T cells were detected even if a large number of
human HSC are transplanted into the mice.

Recently, we developed a new strain of immunodeficient mice, NOD/SCID /yc-/- (NOG) mice. This mouse carried
various immunological abnormalities including complete deficient of NK cell activity in addition to lack of mature
lymphocytes, macrophage dysfuncrion and absence of circulating complement. Successful engraftment was
achieved even if less than 103 CD34+ cells isolated from human cord blood were transplanted into NOG mice without
administration of human cytokines. Multi-lineage reconstitution was confirmed in peripheral blood, bone marrow,
spleen, and thymus of NOG mice 3 months after transplantation. We observed human myeloid cells, B cells, T cells,
mast cells, NK cells, NKT cells, DC cells, megakaryocytes and erythroid cells in bone marrow of NOG mice. Human
IgG, IgA and IgM were detected in the murine sera, indicating functional maturation of the human B lymphocytes.
There has been a great interest in the plasticity of human HSC for a variety of clinical applications such as
regenerating medicine of hepatic injury. Several studies have shown that hepatocytes can be generated from HSC.
To investigate this phenomenon in human cells, we used a NOG mouse model. Human albumin and alpha-1-
antitrypsin-positive cells were invariably detected in the livers of NOG mice after intravenous transplantation of
human cord blood CD34+ cells. Human albumin was detected in the murine sera, indicating functional maturation of
the human hepatocytes. PCR analysis of recipient livers revealed the expression of a wide variety of human
hepatocyte- or cholangiocyte-specific mMRNAs. Flow cytometric analysis of recipient liver cells in single-cell
suspension demonstrated that human albumin-positive cells were also positive for both murine and human MHC and
were negative for human CD45. These results show that human CD34+ cells fuse with hepatocytes of NOG mice,
lose their hematopoietic phenotype, and begin hepatocyte-specific gene transcription. These phenomena were not
observed when CD34- cells were transplanted. Thus, our model revealed a previously unidentified pathway of human
hematopoietic stem/progenitor cell differentiation.

Recent studies have revealed that NOG mice are useful for not only examination of the developmental mechanism of
various lineages from human HSC and plasticity of human HSC but also the evaluation of various kind of other
human somatic stem cells and the cells differentiated from human ES cells and iPS cells. In this paper, | would like
to talk about the differentiation of human ES cells and iPS cells in vitro and in vivo, and human cancer stem cells
using NOG mice.
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PL3 The Concept of Dependence Receptors

Dale E. Bredesen
Buck Instisute for Age Research, Novato, CA, USA

Key words: transduction, apoptosis, caspase

Classical signal transduction is initiated by ligand-receptor interactions. An alternative form of signal transduction
may be initiated by the withdrawal of trophic ligands (or competition with trophic ligands) from specific receptors
referred to as dependence receptors. Fifteen such receptors are now known, including RET, DCC, Unc5H1-4, Ptc,
and APP, among others. Since these receptors induce cell death when their trophic ligands are withdrawn, but block
cell death when the trophic ligands are present, the expression of these receptors confers a state of dependence on
their respective trophic ligands. This process features in developmental cell death, carcinogenesis (including
metastasis), neurodegeneration, and subapoptotic events such as neurite retraction and somal atrophy. Mechanistic
studies of dependence receptors suggest that these receptors form complexes that include specific caspases.
Complex formation appears to be a function of ligand-receptor interaction, and dependence receptors act as
molecular switches that appear to exist in at least two conformational states. Complex formation in the absence of
ligand leads to caspase activation by a mechanism that is dependent on caspase cleavage of the receptor itself,
releasing pro-apoptotic peptides. Thus these receptors create states of dependence on their respective trophic
ligands, and may act to integrate extracellular signals in a fashion analogous to the integration provided by dendritic
arbors within the nervous system.
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Plenary Lecture 4

PL4 The Dependence Receptor Notion: When Apoptosis Regulates Tumor Progression and
Metastasis, from a Cell Biology Concept to a Putative Targeted Therapy in Aggressive
Neuroblastoma

Patrick Mehlen
Apoptose, Cancer et Développement. UMR CNRS5238, Centre Léon Bérard, Université de Lyon 28 rue Laennec,
France

Background: Dependence receptors share the ability to induce apoptosis in settings of absence of their respective
ligands. As such, these receptors that include p75nr, RET, TrkC, DCC, UNC5H, neogenin, some integrins, and Ptc
have been proposed to regulate tumorigenesis. For example, we reported that DCC (Deleted in Colorectal Cancer) and
UNC5H (UNC5H1-3), the receptors to the axon guidance cue netrin-1, are such prototype dependence receptors. We
thus have proposed that UNC5H and DCC may be considered as tumor suppressors that would induce apoptosis of
tumor cells that would grow out of ligand availability. Along this line, both DCC and UNC5H expression appears
drastically inhibited in numerous carcinomas including colorectal tumors. Moreover, ectopic expression of netrin-1
or inactivation of UNC5H3 in mice gut leads to an increased tumorigenesis. Thus, the netrin-1 dependence receptors
are conditional tumor suppressors.

Methods: We investigated whether netrin-1 dependence receptors, DCC and UNC5H, may also control tumorigenesis
of neuroblastoma (NB), the most common extracranial solid tumor of early childhood.

Results: We describe that a large fraction of aggressive NB, rather than to lose DCC or UNC5H as observed in
colorectal cancers, have selected a gain of netrin-1 expression, and that high netrin-1 expression is associated with
poor outcome especially for patients diagnosed before one year of age. We show that autocrine production of
netrin-1 is a tumor growth and dissemination selective advantage in aggressive NB as it blocks the pro-apoptotic
activity of the netrin-1 dependence receptors UNC5H. Moreover, we show that disruption of this autocrine loop is
associated with inhibition of NB growth and dissemination in different mice and chicken models.

Conclusion: Here we will provide an overview of the implication of the netrin-1 dependence receptors in
neuroblastoma and will describe how this may be used to propose a novel therapeutic approach.

76 | ANR2008



Educational Lecture 1

EL1 International Neuroblastoma Risk Groups

Andrew D. J. Pearson, Susan L. Cohn for the INRG Task Force
Section of Paediatrics, Institute of Cancer Research and Royal Marsden Hospital, Surrey, UK, the Department of
Pediatrics, The University of Chicago, Chicago, IL, USA

The International Neuroblastoma Risk Group (INRG) classification system is based on survival tree regression
analyses of 13 prognostic factors in a cohort of 8,800 children diagnosed with neuroblastoma (NB) between
1990-2002. Stage, age, histological category, tumour grade, MYCN status, chromosome 11q status, and DNA ploidy
were the most