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Friday, July 26", 2013 13:00~17:55

Opening Remarks

13:00 Osamu Nagayama, Chairman (Chugai Academy for Advanced Oncology)

1. Non-genetic dysregulation in tumor P4
13:10 TGF-p Signaling in Cancer
Speaker: Kohei Miyazono, MD, PhD (The University of Tokyo, Japan)
Chair: Bruce A.Chabner, MD (Harvard Medical School, USA)
13:55 Targeting Cancer Metabolism
Speaker: ChiVan Dang, MD, PhD (The University of Pennsylvania, USA)
Chair: Kohei Miyazono, MD, PhD (The University of Tokyo, Japan)
P.16

2. Genetic dysregulation in tumor

15:10 Targeting Activated HER2 in Solid Tumors
Speaker: Mark Sliwkowski, PhD (Genentech Inc., USA)
Chair: Masakazu Toi, MD, PhD (Kyoto University, Japan)

The Power of One: Use of Whole Genome Outlier Analysis to Identify Occult Biomarkers of

Drug Response
Speaker: David B.Solit, MD (Memorial Sloan-Kettering Cancer Center, USA)
Chair: Hiroyuki Mano, MD, PhD (The University of Tokyo, Japan)

Break

Role of Mutations in Epigenetic Regulators in Pathogenesis of Myeloid Malignancies
Speaker: Ross L.Levine, MD (Memorial Sloan-Kettering Cancer Center, USA)
Chair: Yuko Kitagawa, MD, PhD (Keio University, Japan)

15:55

16:40
17:10

18:00 Reception at Roppongi Hills Club, 51F
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IAAO 2013 Program

Saturday, July 27*", 2013 8:30~15:50

3.Tumor immunotolerance : basic and applications
8:30

Immune Checkpoint Blockade in Cancer Therapy: New Insights & Opportunities
Speaker: James P. Allison, PhD (The University of Texas, USA)
Chair: Makoto Ogawa, MD (Emeritus President, Aichi Cancer Center, Japan)

9:15 Immune Monitoring on Pre-surgical Clinical Trials with Anti-CTLA-4: Implicating the
ICOS/ICOSL Pathway in Anti-tumor Immune Responses
Speaker. Padmanee Sharma, MD, PhD (The University of Texas, USA)

Chair: Kiyohiko Hatake, MD, PhD (Cancer Institute Hospital, JFCR, Japan)
10:00
4.Right drugs on right patients P58

10:30  Approaches to Hypothesis Based Combination Therapy for Cancer
Speaker: Neal Rosen, MD, PhD (Memorial Sloan-Kettering Cancer Center, USA)
Chair: Mitsuaki Yoshida, PhD (Cancer Chemotherapy Center, JFCR, Japan)

11:15 Targeting Oncogenic Drivers in Lung Cancer
Speaker: Pasi A.Janne, MD, PhD (Harvard Medical School, USA)
Chair: Nagahiro Saijo, MD, PhD (Japanese Society of Medical Oncology, Japan)
12:40 Targeting Clinically Relevant Molecular Subtypes in Colorectal Cancer
Speaker: Patrick G. Johnston, MD, PhD (The Queen’s University of Belfast, UK)
Chair: Chikashi Ishioka, MD (Tohoku University, Japan)
13:25 Understanding and Targeting Mechanisms of Resistance to Next Generation AR and AR
Signaling Inhibitors
Speaker: Howard | . Scher, MD (Memorial Sloan-Kettering Cancer Center, USA)
Chair: Patrick G.Johnston, MD, PhD (The Queen’s University of Belfast, UK)
14:10 '

TR
5. Accessibility to new drugs P.90

14:40 Changing the Regulatory Pathway for Targeted Drugs
Speaker: Bruce A.Chabner, MD (Harvard Medical School, USA)
Chair: Isao Kamae, MD, ScD (The University of Tokyo, Japan)

15:00 Health Technology Assessment: Changing Landscape in Asia and Japan
Speaker: 1sao Kamae, MD, ScD (The University of Tokyo, Japan)
Chair: Yasuhiro Fujiwara, MD, PhD (National Cancer Center, Japan)
XCDEYYaVFERETTLET.
15:20 Discussion
Chair: Bruce A.Chabner, MD (Harvard Medical School, USA)

—
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Osamu Nagayama
Chairman, Chugai Academy for Advanced Oncology
(CHAAOQ), Incorporated Association

- Session

N

As chairman of Chugai Academy for Advanced Oncology (CHAAQ), it is a great honor and

pleasure to welcome all our distinguished guests, experts and investigators, both from overseas = . =

and from Japan, to the International Academy for Advanced Oncology 2013. __N___on-genetlc dysregl-"atlon In tumor

Cons:idering the success of the forums over the Iast_tl?ree years, | am very pleased that it was 1-1. TGF_ﬁ Signa"ng in Cancer

possible to organize a fourth one. The number of participants has continued to expand each time, . _

and this year we are welcoming more than 180 attendees. Past forums have generated very Speaker: Kohei Miyazono, MD, PhD (The University of Tokyo, Japan)

positive feedback from the participants, and | sincerely hope this year will become another
success as well.

1-2. Targeting Cancer Metabolism

As the term of Advisory Board members is three years, the forum this year marks the start of a Speaker: Chi Van Danag. M : . ; |
new organizing team, including Dr. Bruce Chabner, Dr. Patrick Johnston, Dr. Fujiwara, Dr. P g, MD, PhD (The University of Pennsylvania, USA)

Hatake, Dr. Ishioka, Dr. Kitagawa, Dr. Mano, Dr. Miyazono, Dr. Toi and Dr. Ueda. Under the
active leadership of these 10 board members, the forum this year has brought together an
extremely fascinating program with world-class speakers.

This year’s theme is “Frontier in Oncology Therapy.” In addition to the topics covered last year,
such as personalized healthcare by biomarkers, immunotherapy and genome-based therapy, we
will also be discussing areas such as Myeloid Malignancy and prostate cancer. Furthermore, as
well as the scientific topics, we will also focus on regulatory issues such as Health Technology
Assessment (HTA) and have a robust discussion considering the difference between the US and
Asia, including Japan. '

In line with the program, many experts from a broad range of specialties are participating, and |
am confident the forum this year will enable everyone to share their knowledge and exchange
deep insights into a wide range of fields.

In closing, let me emphasize that our sincere wish is for the two-day forum to be informative and
inspiring for everyone. CHAAO'’s goal is to create opportunities for researchers and academics
from around the world to exchange valuable information, and ultimately we hope that our
activities will lead to the realization of cancer treatments that allow patients to confront cancer
proactively and with hope.
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Kohei Miyazono, MD, PhD

Professor and Chair, Department of Molecular Pathology,
Graduate School of Medicine, The University of Tokyo,
Japan

Bruce A. Chabner, MD
Director of Clinical Research Cancer Center, Massachusetts
General Hospital, Boston Massachusetts, USA

Chairman

Kohei Miyazono, MD, PhD

CAREER HISTORY

1981: M.D. degree, Faculty of Medicine, Univ. of Tokyo

1988: Assistant of Professor, Third Dept. Int. Med., Univ. of Tokyo

1989: Doctor of Medical Science, Faculty of Medicine, Univ. of Tokyo

1990: Assistant Member, Ludwig Institute for Cancer Research, Uppsala, Sweden

1995: Member and Chief, Department of Biochemistry, The Cancer Institute, Japanese Foundation for
Cancer Research

2000: Professor, Department of Molecular Pathology, Graduate School of Medicine, Univ. of Tokyo
2011: Dean, Graduate School of Medicine, Univ. of Tokyo

AWARDS
1999: Honorary Doctor of Medicine of Uppsala University, Sweden
2000: Princess Takamatsu Cancer Research Award

5 TAAO 2013 Program
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Session 1-1

2009: Medal of honor with purple ribbon from the Japanese government
2011: Japan Academy Prize

TAAO 2013 Program 6
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IAAO2013 Title of the Talk:

TGF-f signaling in cancer

ABSTRACT:

TGF-8 elicits both pro-tumorigenic and tumor suppressive functions during progression of
cancer. We present our recent findings on TGF-f signaling in progression of cancer, focusing
on induction of epithelial-mesenchymal transition (EMT) by TGF-B. TGF- induces EMT through
activation of Smad and non-Smad signaling pathways. Inhibition of TGF- signaling by Smad7
or small molecular weight TGF-B inhibitor(s) results in prevention of cancer metastasis in mouse
models. Multiple transcription factors, including EF1/ZEB1, SIP1/ZEB2, and Snail, play critical
roles in TGF-B-induced EMT.

TGF-B induces EMT in normal and transformed cells. We have found that FGF-2 enhanced
TGF-B-induced morphological changes and activation of ECM degradation. Normal mouse
epithelial NMuMG cells treated with TGF- and FGF-2 enhanced the invasion of co-cultured
breast cancer cells into collagen gels in vitro. Thus, TGF- and FGF-2 may cooperate with each
other to produce activated fibroblasts in tumor microenvironment, and the activated fibroblasts
in turn secrete some substances, e.g. MMPs, to induce invasion and metastasis of cancer.
TGF-B-induced EMT involves isoform switching of FGF receptors by alternative splicing. We
have found that TGF-B induces broad alteration of splicing profiles by downregulating epithelial
splicing regulatory proteins (ESRPs).

Thyroid transcription factor-1 (TTF-1/Nkx2-1) is expressed in lung cancer, but its functional roles
remain to be elucidated. TTF-1 that inhibited TGF-3-mediated EMT and restored epithelial
phenotype in lung adenocarcinoma cells. This effect was accompanied by down-regulation of
TGF-B target genes, including Snail and Slug. Genome-wide analyses by ChlP-seq revealed
that TTF-1 co-localized with Smad3 on the chromatin and altered the binding patterns of Smad3
throughout the genome. We also propose a new model of regulation of TGF-3-Smad signaling
by TTF-1.

W iaaopro13-07_s-1. indd 7
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Title: Targeting Cancer Metabolism

Chi Van Dang, MD, PhD

Professor of Medicine, Director, Abramson Family Cancer
Research Institute, Abramson Cancer Center, Perelman
School of Medicine, University of Pennsylvania,
Philadelphia, Pennsylvania, USA.

Speaker

Kohei Miyazono, MD, PhD

Professor and Chair, Department of Molecular Pathology,
Graduate School of Medicine, The University of Tokyo,
Japan

Chairman

Chi Van Dang, MD, PhD

Chi Van Dang is Director of the Abramson Cancer Center of the University of Pennsylvania and the John
H. Glick Professor. His career at Penn started in September 2011 after having been at Johns Hopkins
when he was the Johns Hopkins Family Professor in Oncology Research and Vice Dean for Research of
Johns Hopkins University School of Medicine. He directed the Hopkins Institute for Cell Engineering and
was a Professor of Medicine, Pathology, Oncology, and Cell Biology with joint appointment in Molecular
Biology and Genetics. Dr. Dang is Editor-in-Chief of Cancer & Metabolism, a scientific editor of Cancer
Discovery and serves on editorial boards of Cancer Research, Clinical Translational Science, Current
Cancer Therapy Reviews, eLIFE, Journal of Clinical Investigation, Journal of Molecular Medicine, Genes &
Cancer, Molecular and Cellular Biology, Neoplasia, and Oncotargets. He has authored over 200 scientific
and medical articles, book chapters and a book. He is a member of the Institute of Medicine of the National
Academy of Sciences, American Academy of Arts & Sciences, National Cancer Institute Board of Scientific
Advisors, American Society for Clinical Investigation (ASCI) and The Association of American Physicians.
He was president of the ASCI (2003). He held an NIH/National Cancer Institute MERIT award, received a
number of honors, and sponsored and mentored many NIH KO8 physician-scientist awardees, Ph.D.
doctorates and post-doctoral fellows. The Dang laboratory has contributed to the understanding of the
function of the MYC cancer gene (www.myccancergene.org), which has emerged as a central transcription
factor or gene switch in many different human cancers. His laboratory established the first mechanistic link
between the MYC cancer gene and cellular energy metabolism, contributing to the concept that genetic
alterations in cancers re-program fuel utilization by tumors and render cancers addicted to certain fuel
sources. His laboratory is now exploiting these concepts for therapeutic targeting of cancer cell
metabolism as a new way to treat cancer.

TAAO 2013 Program
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IAAO2013 Title of the Talk:

Targeting Cancer Metabolism

ABSTRACT:

Canonical oncogenes and tumor suppressors involved in cell growth and proliferation
are intimately linked to metabolic pathways, which in turn affect tumorigenesis. The
MYC oncogene regulates gene expression and stimulates metabolism in favor of cell
growth and proliferation. Deregulation of MYC in cancers is surmised to stimulate cell
growth without extracellular cues, rendering tumorigenic cells addicted to glucose,
glutamine, and fatty acids. In this regard, experiments to inhibit key enzymes, such as
lactate dehydrogenase A (LDHA) and glutaminase (GLS), have provided proof-of-
concept for targeting cancer metabolism. Because glycolysis and glutaminolysis are
also used by some normal cells for growth, we also investigated an additional potential
therapeutic window through the natural circadian metabolic rhythm of normal cells that
is presumed to be disrupted in certain cancer cells. We found that MYC is able to
directly perturb circadian transcription factors, disrupts circadian rhythm, and causes
sustained metabolic deregulation, which could be exploited for chrono-metabolic
therapy.

TAAO 2013 Program 12
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Mark Sliwkowski, PhD
Distinguished Staff Scientist, Research Oncology,
Genentech, Inc., USA

Speaker

Masakazu Toi, MD, PhD
Professor, Department of Surgery, Graduate School of
Medicine Kyoto University, Japan

Chairman

Mark Sliwkowski, PhD

Mark is currently a Distinguished Staff Scientist in Research Oncology at Genentech, Inc. He received
his B.S. from the University of Delaware and his Ph.D. in biochemistry with a minor in physical chemistry
from North Carolina State University. Mark was a postdoctoral fellow in the laboratory of Dr. Theresa C.
Stadtman in the Laboratory of Biochemistry, in the National Heart, Lung, and Blood Institute at NIH.
Upon leaving NIH, he joined Triton Biosciences, Inc., where he studied growth factor receptors and their
ligands. Mark joined Genentech in 1991 and worked on a number of programs involving drugs directed
against the human epidermal growth factor receptor family (also known as the HER or ErbB family). Dr.
Sliwkowski was involved in the research and development efforts for Herceptin® (trastuzumab) and
Tarceva® (erlotinib). In the last year, two drugs which arose from his laboratory’s research, Perjeta®
(pertuzumab) and Kadcyla® (ado-trastuzumab emtansine) have received regulatory approval. In addition,
a novel “two-in-one” antibody (MEHD7945A) that targets HER3 and EGFR is about to commence phase
Il clinical testing in head and neck and colorectal cancer. Dr. Sliwkowski is an inventor on over 30 issued
patents and has authored more than 95 scientific publications.

Education

National Institutes of Health (1982-1985)
National Heart, Lung and Blood Institute, Laboratory of Biochemistry
Staff Fellow with Dr. Thressa C. Stadtman

TAAO 2013 Program

W iaaopro13-08_s-2. indd 17 $ 2013/07/18

18:39:24\(



North Carolina State University (1978-1981)
Ph.D. in Biochemistry with minor in Physical Chemistry
Advisor: Dr. Harold E. Swaisgood

University of Delaware (1972-1976)
B.S. in Animal Science and Agricultural Biochemistry (Pre-Vet)

Experience

GENENTECH, INC.
Distinguished Staff Scientist 2012-present
Sr. Staff Scientist 2010-2012

Clinical Development Projects: Provide scientific and strategic input for Kadcyla® (T-DM1), Perjeta®
(pertuzumab) and Herceptin® (trastuzumab) life cycle teams. Assist in the design and the scientific
rationale for clinical trials for MEHD7945A (novel EGFR-HERS3, two-in-one antibody) and direct
laboratory efforts.

Early Discovery Projects: Initiated project to study and to address resistance to standard inhibitors.
Participate in project to optimize linkers and non-microtuble directed drugs for conjugation to
monoclonal antibodies.

Staff Scientist 2002-2010

HER3-EGFR Dual Antibody Project (DAF/MEHD7945A) (2006-present): Late Stage Research Team
Leader responsible for moving project into Early Clinical Development (ECD). Current member of
ECD core team.

Armed Antibody Program (2003-present): Lead multi-disciplinary research and development team
efforts to assess arming monoclonal with cytotoxic agents. Served as the major liaison in
coordinating collaboration with outside companies.

Trastuzumab-DM1 Program (2004-present): Research team leader and early development team
leader. Considered prototype for armed antibody platform. Current member of T-DM1 life cycle team.
Participate in development program.

Director 2003-2008

Formed Translational Oncology Department. Managed expansive growth from 2004-2007, including
small molecule expertise. Managed Director of Assay & Automation Technology from 2005-2007.

Senior Scientist 1991-2001

Heregulin (1991-1996): Participated in the initial characterization of heregulin. Helped define a role
for HER2/ErbB2 as a co-receptor with HER3, HER4 and EGFR.

HERCEPTIN® (1993-present): Member of the core project team throughout Phase Il and Phase Il
clinical development. Responsibilities included studies on the development of an in vitro diagnostic
assay, mechanism of action, mechanism of cardiotoxicity, coordinating biological and biochemical
assays, obtaining data to support new clinical indications and designing studies to test novel
chemotherapeutic combinations. Also responsible for managing all extramural research activities.

Pertuzumab (PERJETA®) (1997-present): As part of our heregulin studies, recognized the potential of
blocking ligand-activated HER2 as an anti-cancer therapy. Led research and developmental
research teams. Participated on developmental assessment team that resulted in rhuMAb
2C4/pertuzumab being moved into development in August 2000. Helped facilitate Roche decision to
co-develop rhuMAb 2C4. Currently lead research effort and serve on pertuzumab life cycle team.

Tarceva® (2000-2007): One of several Genentech employees that encouraged Business
Development to pursue in-licensing OSI-774. Participated in due diligence team. Led research effort
on Tarceva and served on Tarceva core team.

Triton Biosciences, Inc. (Berlex Biosciences, Inc.)

Staff Scientist 1990 — 1991
Initiated a program for the identification and isolation of ligands for receptor tyrosine kinases.
Participated in project to establish structure-activity relationship for TGFa. Supervised protein and
peptide chemistry laboratories consisting of 2 scientists and 5 research associates.

Senior Research Scientist 1987 — 1990
Project Leader for development stage of HTLV-1 program. (Interdisciplinary team consisting of 3
scientists and 8 research associates.) Developed folding procedure for TGFa. Collaborated
extensively with Immunology group on projects involving differentiation and cytotoxicity.

Research Scientist 1985 — 1987
One of the first bench scientists hired. Established protein chemistry laboratory purified recombinant
retroviral proteins for development of diagnostic viral immunoassay.

TAAO 2013 Program 18
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NIH Postdoctoral Position 1982 — 1985
Studied mechanisms by which selenium is incorporated into bacterial proteins. Purified several
selenium-containing proteins and gained extensive experience in peptide mapping.

Awards
Genentech, Inc. Ralph Schwall Memorial Award, 2012
Genentech, Inc. Keynote Speaker New Scientists’ Offsite, 2011
Genentech, Inc. Most Commercially Significant Patent Award, 2010 (Patent No. 7,537,931 B2)
Genentech, Inc. Most Commercially Significant Patent Award, 2009 (Patent No. 7,344,840)
Genentech, Inc. Outstanding Commercial Collaborator Award, 2008
North Carolina State University, Outstanding Alumni Award, 2008
Genentech, Inc. Most Commercially Significant Patent Award, 2007 (Patent No. 7,097,840)
Genentech, Inc. Most Commercially Significant Patent Award, 2006 (Patent No. 6,949,245)
Industry Scientist of the Year, Pharmaceutical Achievement Award, 2005
Triton R&D Award, 1989
Industrial Initiative for Science and Math Education Award, 1989
American Society of Biological Chemistry Travel Grant, 1985
Phi Lambda Upsilon Chemistry Honor Society, 1981
Gamma Delta Sigma Agricultural Honor Society, 1981
Outstanding Graduate Student Teaching Award, 1979

Professional Affiliations
Advisory Committee for African Americans in Biotechnology
American Society of Clinical Oncology
American Association for Cancer Research
American Society for Biochemistry and Molecular Biology

Invited Lectures (Since 2010)
Keynote Speaker Experimental Therapeutics MD Anderson, Houston, TX March 2013
Israeli Society for Clinical Oncology and Radiation Therapy, Eilat, Israel, January 2013
Weizmann Institute of Science, Rehovat, Israel, January 2013
Antibody Engineering and Antibody Therapeutics, IBC Conference, San Diego, CA, December 2012
University of California San Francisco Cancer Center, CA, September 2012
CIMT Annual Meeting, Mainz, Germany, May 2012
University of North Carolina Cancer Center, Chapel Hill, NC, March 2012
Keynote Speaker, 10 years of HER2 Targeting in Belgium, Brussels, Belgium, January 2012
Japanese Foundation Cancer Research, Tokyo, Japan, January 2012
Cancer Research Institute: Cancer Immunotherapy 2011, New York City, NY, October 2011
Keynote Speaker Antibodies as Drugs, Keystone Symposium, Keystone, CO, February 2011
Antibody Therapeutics, IBC Conference, San Diego, CA, December 2010
EORTC/NCI/AACR, Berlin, Germany, November 2010
iSBTc, Workshop on Monoclonal Antibodies, Washington, DC, October 2010
Keynote Speaker International Bio Forum, Tokyo, Japan, June 2010

PUBLICATIONS (selected from 99 publications)

1. Bijay S. Jaiswal, Noelyn M. Kljavin, Eric W. Stawiski, Emily Chan, Chaitali Parikh, Steffen Durinck,
Subhra Chaudhuri, Kanan Pujara, Joseph Guillory, Kyle A. Edgar, Vasantharajan Janakiraman,
Rolf-Peter Scholz, Krista K. Bowman, Maria Lorenzo, Hong Li, Jiansheng Wu, Wenlin Yuan, Brock
A. Peters, Zhengyan Kan, Jeremy Stinson, Michelle Mak, Zora Modrusan, Charles Eigenbrot, Ron
Firestein, Howard M. Stern, Krishnaraj Rajalingam, Gabriele Schaefer, Mark A. Merchant, Mark X.
Sliwkowski, Frederic J. de Sauvage, Somasekar Seshagiri. Oncogenic ERBB3 Mutations in Human
Cancers. Cancer Cell 2013;23:1-15

2. Huang SM, Li C, Armstrong EA, Peet CR, Saker J, Amler LC, Sliwkowski MX, Harari P. Dual
targeting of EGFR and HER3 with MEHD7945A overcomes acquired resistance to EGFR inhibitors
and radiation. Cancer Res 2012 Nov 20 (Epub ahead of print)

3.  Sliwkowski MX. Pari passu dimers of dimers. Proc Natl Acad Sci U S A 2012.

Shen BQ, Xu K, Liu L, Raab H, Bhakta S, Kenrick M, Parsons-Reponte KL, Tien J, Yu SF, Mai E, Li
D, Tibbitts J, Baudys J, Saad OM, Scales SJ, McDonald PJ, Hass PE, Eigenbrot C, Nguyen T,
Solis WA, Fuji RN, Flagella KM, Patel D, Spencer SD, Khawli LA, Ebens A, Wong WL, Vandlen R,
Kaur S, Sliwkowski MX, Scheller RH, Polakis P, Junutula JR. Conjugation site modulates the in vivo
stability and therapeutic activity of antibody-drug conjugates. Nat Biotechnol 2012;30:184-9.

5. Pastuskovas CV, Mundo EE, Williams SP, Nayak TK, Ho J, Ulufatu S, Clark S, Ross S, Cheng E,
Parsons-Reponte K, Cain G, Van Hoy M, Majidy N, Bheddah S, dela Cruz Chuh J, Kozak KR,
Lewin-Koh N, Nauka P, Bumbaca D, Sliwkowski M, Tibbitts J, Theil FP, Fielder PJ, Khawli LA,

19 TAAO 2013 Program
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10.

11.

12.

13.

14.

15.

on

Boswell CA. Effects of anti-VEGF on pharmacokinetics, biodistribution, and tumor penetration of
trastuzumab in a preclinical breast cancer model. Mol Cancer Ther 2012;11:752-62.

Kamath AV, Lu D, Gupta P, Jin D, Xiang H, Wong A, Leddy C, Crocker L, Schaefer G, Sliwkowski
MX, Damico-Beyer LA. Preclinical pharmacokinetics of MEHD7945A, a novel EGFR/HER3 dual-
action antibody, and prediction of its human pharmacokinetics and efficacious clinical dose. Cancer
Chemother Pharmacol 2012;69:1063-9.

Hurvitz SA, Betting DJ, Stern HM, Quinaux E, Stinson J, Seshagiri S, Zhao Y, Buyse M, Mackey J,
Driga A, Damaraju S, Sliwkowski MX, Robert NJ, Valero V, Crown J, Falkson C, Brufsky A,
Pienkowski T, Eiermann W, Martin M, Bee V, Marathe O, Slamon DJ, Timmerman JM. Analysis of
Fcgamma receptor llla and lla polymorphisms: lack of correlation with outcome in trastuzumab-
treated breast cancer patients. Clin Cancer Res 2012;18:3478-86.

Arteaga CL, Sliwkowski MX, Osborne CK, Perez EA, Puglisi F, Gianni L. Treatment of HER2-
positive breast cancer: current status and future perspectives. Nat Rev Clin Oncol 2012;9:16-32.

Lee-Hoeflich ST, Pham, TQ, Dowbenko D, Munroe X, Lee J, Li L, Zhou W, Haverty PM, Pujara K,
Stinson J, Chan SM, Eastham-Anderson J, Pandita A, Seshagiri S, Hoeflich KP, Turashvili G,
Gelmon KA, Aparicio SA, Davis DP, Sliwkowski MX, Stern HM. PPM1H is a p27 phosphatase
implicated in trastuzumab resistance. Cancer Discovery 2011;1:326-337

Schaefer G, Haber L, Crocker LM, Shia S, Shao L, Dowbenko D, Totpal K, Wong A, Lee CV,
Stawicki S, Clark R, Fields C, Lewis Phillips GD, Prell RA, Danilenko DM, Franke Y, Stephan JP,
Hwang J, Wu Y, Bostrom J, Sliwkowski MX, Fuh G, Eigenbrot C. A two-in-one antibody against
HER3 and EGFR has superior inhibitory activity compared with monospecific antibodies. Cancer
Cell 2011:Oct 18;20(4)472-86

Lorusso PM, Weiss D, Guardino E, Girish S, Sliwkowski MX. Trastuzumab emtansine: a unique
antibody-drug conjugate in development for human epidermal growth factor receptor 2-positive
cancer. Clin Cancer Res 2011 Oct 15;17(20)6437-47

Burris HA 3“’, Tibbits J, Holden SN, Sliwkowski MX, Lewis Phillips GD. Trastuzumab emtansine (T-
DM1): a novel agent for targeting HER2+ breast cancer. Clin Breast Cancer 2011 Oct;11(5):275-82

Makhija S, Amler LC, Glenn D, Ueland FR, Gold MA, Dizon DS, Paton V, Lin CY, Januario T, Ng K,
Strauss A, Kelsey S, Sliwkowski MX, Matulonis U. Clinical activity of gemcitabine plus pertuzumab
in platinum-resistant ovarian cancer, fallopian tube cancer, or primary peritoneal cancer. J Clin
Oncol 2010;28:1215-23.

Krop IE, Beeram M, Modi S, Jones SF, Holden SN, Yu W, Girish S, Tibbitts J, Yi JH, Sliwkowski
MX, Jacobson F, Lutzker SG, Burris HA. Phase | study of trastuzumab-DM1, an HER2 antibody-
drug conjugate, given every 3 weeks to patients with HER2-positive metastatic breast cancer. J Clin
Oncol 2010;28:2698-704.

Junutula JR, Flagella KM, Graham RA, Parsons KL, Ha E, Raab H, Bhakta S, Nguyen T, Dugger
DL, Li G, Mai E, Lewis Phillips GD, Hiraragi H, Fuji RN, Tibbitts J, Vandlen R, Spencer SD, Scheller
RH, Polakis P, Sliwkowski MX. Engineered thio-trastuzumab-DM1 conjugate with an improved
therapeutic index to target human epidermal growth factor receptor 2-positive breast cancer. Clin
Cancer Res 2010;16:4769-78.
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Session 2-

IAAO2013 Title of the Talk:
Targeting Activated HER2 in Solid Tumors

ABSTRACT:

21 TAAO 2013 Program
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Title: The Power of One: Use of Whole Genome Outlier
Analysis to Identify Occult Biomarkers of Drug
Response

David B. Solit, MD

Director, Developmental Therapeutics

Laboratory Head, Human Oncology and Pathogenesis
Program Attending Physician, Department of Medicine

Memorial Sloan-Kettering Cancer Center, USA.

Speaker

Hiroyuki Mano, MD, PhD

Professor, Division of Molecular Cell Biology, Center for
Disease Biology and Integrative Medicine, Graduate
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IAAO2013 Title of the Talk:

Role of Mutations in Epigenetic Regulators in Pathogenesis of Myeloid
Malignancies

ABSTRACT:

Clinical, cytogenetic, and gene-based studies have been used to inform biology and improve
prognostication for patients with acute myeloid leukemia (AML), myelodysplasia (MDS), and
myeloroliferative neoplasms (MPN). Most recently, a series of candidate gene and whole
genome studies have identified recurrent somatic mutations in AML patients including TET2,
ASXL1, DNMT3A, and EZH2 mutations. We and others have shown these mutations are of
prognostic relevance, and can be used to improve risk stratification in AML. We identified
genetic predictors of outcome that improved risk stratification in AML independent of age, WBC
count, induction dose, and post-remission therapy and validated their significance in an
independent cohort. Importantly, these mutational predictors involved complex genotypes,
suggesting combinations of mutations mark prognostically relevant groups and segregate AML
into distinct, biologically significant subsets. Integrating mutational data with dose-intensity
revealed that high-dose daunorubicin improved survival in patients with DNMT3A/NPM1
mutations or MLL translocations relative to treatment with standard dose daunorubicin, but not
in patients wild-type for these alterations. These data provide important clinical implications of
genetic alterations in AML by delineating mutation combination genotypes that predict outcome
in AML and improve AML risk stratification. Of biologic importance, the TET family of proteins
have been shown to place a hydroxyl mark on methylated DNA and lead to DNA demethylation.
We and others have found that TET2 mutations leads to loss of DNA hydroxymethylation and a
hypermethylation phenotype in leukemia patients. In addition, in vitro and in vivo studies show
that TETZ2 loss leads to impaired hematopoietic differentiation, increased stem cell self-renewal,
and myeloid transformation in vivo. These data demonstrate that novel mutations coopt the
epigenetic state of hematopoietic stem/progenitor cells in order to contribute to transformation
and that these mutations have biologic and prognostic relevance.
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AKT inhibition relieves feedback suppression of receptor tyrosine kinase expression and activity.
Chandarlapaty S, Sawai A, Scaltriti M, Rodrik-Outmezguine V, Grbovic-Huezo O, Serra V, Majumder
PK, Baselga J, Rosen N. Cancer Cell. 2011 Jan 18;19(1):58-71. doi:10.1016/j.ccr.2010.10.031. Epub
2011 Jan 6.

61

W iaaopro13-10_s-4. indd 61

TAAO 2013 Program

$ 2013/07/18 18:39:45(




14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

25.

26.

27.

4E-BP1 is a key effector of the oncogenic activation of the AKT and ERK signaling pathways that
integrates their function in tumors. She QB, Halilovic E, Ye Q, Zhen W, Shirasawa S, Sasazuki T,
Solit DB, Rosen N. Cancer Cell. 2010 Jul 13;18(1):39-51. doi:10.1016/j.ccr.2010.05.023.

RAF inhibitors transactivate RAF dimers and ERK signalling in cells with wild-type BRAF. Poulikakos
Pl, Zhang C, Bollag G, Shokat KM, Rosen N. Nature. 2010 Mar 18;464(7287):427-30. doi:
10.1038/nature08902.

(V600E)BRAF is associated with disabled feedback inhibition of RAF-MEK signaling and elevated
transcriptional output of the pathway. Pratilas CA, Taylor BS, Ye Q, Viale A, Sander C, Solit DB,
Rosen N. Proc Natl Acad Sci U S A. 2009 Mar 17;106(11):4519-24. doi: 10.1073/pnas.0900780106.
Epub 2009 Feb 27.

Basso AD, Solit DB, Munster PN, Rosen N. Ansamycin antibiotics inhibit Akt activation and cyclin D
expression in breast cancer cells that overexpress HER2. Oncogene. 2002 Feb 14;21(8):1159-66.

Moasser MM, Basso A, Averbuch SD, Rosen N. The tyrosine kinase inhibitor ZD1839 (“Iressa”)
inhibits HER2-driven signaling and suppresses the growth of HER2-overexpressing tumor cells.
Cancer Res. 2001 Oct 1;61(19):7184-8.

Munster PN, Basso A, Solit D, Norton L, Rosen N. Modulation of Hsp90 function by ansamycins
sensitizes breast cancer cells to chemotherapy-induced apoptosis in an RB- and schedule-dependent
manner. Clin Cancer Res. 2001;7:2155-8.

Munster PN, Srethapakdi M, Moasser MM, Rosen N. Inhibition of heat shock protein 90 function by
ansamycins causes the morphological and functional differentiation of breast cancer cells. Cancer
Res. 2001 Apr 1;61(7):2945-52.

Chiosis G, Timaul MN, Lucas B, Munster PN, Zheng FF, Sepp-Lorenzino L, Rosen N. A small
molecule designed to bind to the adenine nucleotide pocket of Hsp90 causes Her2 degradation and
the growth arrest and differentiation of breast cancer cells. Chem Biol. 2001 Mar;8(3):289-99.

Moasser MM, Srethapakdi M, Sachar KS, Kraker AJ, Rosen N. Inhibition of Src kinases by a
selective tyrosine kinase inhibitor causes mitotic arrest. Cancer Res. 1999 Dec 15;59(24):6145-52.

Zheng FF, Kuduk SD, Chiosis G, Munster PN, Sepp-Lorenzino L, Danishefsky SJ, Rosen N.
Identification of a geldanamycin dimer that induces the selective degradation of HER-family tyrosine
kinases. Cancer Res. 2000 Apr 15;60(8):2090-4.

Srethapakdi M, Liu F, Tavorath R, Rosen N. Inhibition of Hsp90 function by ansamycins causes
retinoblastoma gene productdependent G1 arrest. Cancer Res. 2000 Jul 15;60(14):3940-6.

Muise-Helmericks RC, Grimes HL, Bellacosa A, Malstrom SE, Tsichlis PN, Rosen N. Cyclin D
expression is controlled posttranscriptionally via a phosphatidylinositol 3-kinase/Akt-dependent
pathway. J Biol Chem. 1998 Nov 6;273(45):29864-72.

Stebbins CE, Russo AA, Schneider C, Rosen N, Hartl FU, Pavletich NP. Crystal structure of an
Hsp90-geldanamycin complex: targeting of a protein chaperone by an antitumor agent. Cell. 1997
Apr 18;89(2):239-50.

Sepp-Lorenzino L, Ma Z, Lebwohl DE, Vinitsky A, Rosen N. Herbimycin A induces the 20 S
proteasome- and ubiquitin-dependent degradation of receptor tyrosine kinases. J Biol Chem. 1995
Jul 14;270(28):16580-7.
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IAAO2013 Title of the Talk:
Approaches to Hypothesis Based Combination Therapy for Cancer

ABSTRACT:
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Pasi A. Janne, MD, PhD

Director, Lowe Center for Thoracic Oncology,

Associate Professor of Medicine, Dana Farber Cancer
Institute ,

Harvard Medical School, USA

Nagahiro Saijo, MD, PhD
Executive Officer of Japanese Society of Medical Oncology,
Japan

Chairman

Pasi A. Janne, MD, PhD

EDUCATION

1989 B.A. Chemistry, Vassar College, Poughkeepsie, NY

1996 M.D. Medicine, University of Pennsylvania, School of Medicine, Philadelphia, PA

1996 Ph.D. Genetics (advisor Dr. Robert Nussbaum), University of Pennsylvania, School of Medicine
2002 M.MSc. Clinical investigation, Harvard University, Cambridge, MA

Personal Statement

My research program in thoracic oncology is focused on studying genomic abnormalities in lung cancer
and translating the laboratory based observations into effective clinical treatments for patients with lung
cancer. | am accomplishing this through laboratory based studies, by studying tumors from patients with
thoracic malignancies, and by conducting clinical trials in patients with lung cancer. Our group was among
the first in 2004 that identified epidermal growth factor receptor (EGFR) mutations and their association
with sensitivity to EGFR kinase inhibitors in vitro and in lung cancer patients. In the ensuing nine years,
this finding has transformed the care of non-small cell lung cancer (NSCLC) patients. Tumors from patients
are now routinely screened for EGFR mutations, and EGFR inhibitors are used as initial treatment, instead
of chemotherapy, for advanced EGFR mutant NSCLC and have become part of the most commonly used
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guidelines in cancer (National Comprehensive Cancer Network). Similarly, we are studying and validating
the therapeutic relevance of targeted therapies including kinase inhibitors in other genomic subsets of lung
cancer such as those with alterations ALK, ROS7 and RET. We have also begun to develop therapeutic
strategies for KRAS mutant lung cancer detected in 25% of all lung cancer patients. We have identified the
combination of the MEK inhibitor selumetinib and docetaxel as a promising therapy and are engaged in
further understanding the biologic determinants of response and using the findings to further refine our
therapeutic strategies.

Positions and Honors
Employment and Experience:

1996 — 1997 Intern in Medicine, Brigham and Women'’s Hospital, Boston, MA
1997 — 1998 Resident in Medicine, Brigham and Women’s Hospital, Boston, MA
1998 — 2001 Fellow in Medical Oncology, Dana-Farber Cancer Institute, Boston, MA

2001 — 2004 Instructor in Medicine, Harvard Medical School; Assistant Physician, Dana-Farber
Cancer Institute, Boston, MA

2004 — 2008 Assistant Professor of Medicine, Harvard Medical School; Dana-Farber Cancer
Institute

2008 — Associate Professor of Medicine, Harvard Medical School; Dana-Farber Cancer
Institute

2009 -2012 Director, Translational Research Laboratory, Center for Clinical and Translational
Research at the Dana-Farber Cancer Institute, Boston, MA

2011 - Co-Scientific Director, Belfer Institute for Applied Cancer Science, Dana-Farber
Cancer Institute, Boston, MA

2013- Director, Lower Center for Thoracic Oncology, Dana Farber Cancer Institute

2013- Director, Division of Thoracic and Head and Neck Oncology, Dana Farber Cancer
Institute

Honors:

1985 Finalist, Westinghouse Science Talent Search

1989 Phi Beta Kappa, Vassar College, Poughkeepsie,

1996 Alpha Omega Alpha, University of Pennsylvania, School of Medicine, Philadelphia, PA

2001 Merit Award; American Society of Clinical Oncology

2002 — 2004 Dunkin Donuts Rising Star Award; Dana Farber Cancer Institute

2004 Tisch Family Award for Outstanding Achievement in Clinical Investigation; Dana
Farber Cancer Institute

2005 George P. Canellos Award for Excellence in Clinical Investigation and Patient Care;
Dana Farber Cancer Institute

2007 Hope Now Award for Lung Cancer Research; Joan’s Legacy: The Joan Scarangello
Foundation to Conquer Lung Cancer

2010 Team Science Award; American Association for Cancer Research

2010 Richard and Hinda Rosenthal Memorial Award; American Association for Cancer
Research

2010 Research Excellence Award; Uniting Against Lung Cancer

Professional Society Involvement:

1999 American Society of Clinical Oncology
1999 American Association for Cancer Research
2001 International Association for the Study of Lung Cancer
2008 American Society of Clinical Investigation; elected member
TAAO 2013 Program 68

W iaaopro13-10_s-4. indd 68 $ 2013/07/18 18:39:47(



Selected Peer-reviewed Publications (selected from 143 publications)
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Paez, J.G., *Janne, P.A,, Lee, J.C., Tracy, S., Greulich, H., Gabriel, S., Herman, P., Kaye, F.J.,
Lindeman, N.Boggon, T.J., Naoki, K., Sasaki, H., Fujii, Y., Eck, M.J., Sellers, W.R., Johnson, B.E.,
and Meyerson, M. (2004) EGFR mutations in lung cancer: correlation with clinical response to gefitinib
therapy. Science, 304 (5676):1497-1500. *co-first author.

Kobayashi, S., Boggon, T.J., Dayaram, T., Janne, P.A., Kocher, O., Meyerson, M., Johnson, B.E.,
Eck, M.J., Tenen, D.G., and Halmos, B. EGFR mutation and resistance of non-small-cell lung cancer
to gefitinib. New England Journal of Medicine; 2005; 352: 786-92.

Ji, H., Li, D., Chen, L., Shimamura, T., Kobayashi, S., McNamara, K., Mahmood, U., Mitchell, A,
Sun,Y., Al-Hashem, R., Chirieac, L.R., Padera, R., Bronson, R.T., Kim, W., Janne, P.A., Shapiro,
G.l., Tenen, D., Johnson, B.E., Weissleder, R., Sharpless, N.E., and Wong, K. The impact of human
EGFR kinase domain mutations on lung tumorigenesis and in vivo sensitivity to EGFR targeted
therapies. Cancer Cell 2006; 9(6):485-95.

Engelman, J.A., Mukohara, T., Zejnullahu, K., Lifshits, E., Borras, A.M., Gale, C.-M., Naumov, G.N.,
Yeap, B.Y., Jarrell, E., Sun, J., Tracy, S., Zhao, X., Heymach, J.V., Johnson, B.E., Cantley, L.C. and
Janne, P.A.

Allelic dilution obscures detection of a biologically significant resistance mutation in EGFR-amplified
lung cancer. J Clin Invest 2006;116(10):2695-2706. PMCID: PMC1570180

Engelman, J.A., Zejnullahu, K., Mitsudomi, T., Song, Y., Hyland, C., Park, J.O., Lindeman, N., Gale,
C.-M., Zhao, X., Christensen, J., Kosaka, K., Holmes, A.J., Rogers, A.M., Cappuzzo, F., Mok, T., Lee,
C., Johnson, B.E., Cantley, L.C., and Janne, P.A. MET Amplification Leads to Gefitinib Resistance by
Activating ERBB3 Signaling in Lung Cancer. Science 2007; 316(5827):1039-43.

Engelman, J.A., Zejnullahu, K, Gale, C.-M., Lifshits, E., Gonzales, A.J., Shimamura, T., Zhao, F.,
Vincent, P.W., Naumov, G.N., Bradner, J.E., Althaus, |.W., Gandhi, L., Shapiro, G.I., Nelson, J.M.,
Heymach, J.V., Meyerson, M., Wong, K.-K. and Janne, P.A. PF00299804, an irreversible pan-ERBB
inhibitor, is effective in lung cancer models with EGFR and ERBB2 mutations that are resistant to
gefitinib. Cancer Research 2007; 67:11924-32.

Zhou, W., Ercan, D., Chen, L., Yun, C.-H., Li, D., Capelletti, M., Cortot, A.B., Chirieac, L., Lacob, R.E.,
Padera, R., Engen, J.R., Wong, K.-K., Eck, M.J., Gray, N.S., and Janne, P.A. Novel mutant-selective
EGFR kinase inhibitors effective against EGFR T790M. Nature 2009; 462(7276):1070-4. PMCID:
PMC2879581

Turke, A.,B., Zejnullahu, K., Wu, Y.-L., Song, Y., Dias-Santagata, D., Lifshits, E., Toschi, L., Rogers,
A., Mok, T., Sequist, L., Lindeman, N.I., Murphy, c., Akhavanfard, S., Yeap, B.Y., Xiao, Y., Capelletti,
M., lafrate, A.J., Lee, C., Christensen, J.G., Engelman, J.A., and Janne, P.A. Pre-existence and
clonal selection of MET amplification in EGFR mutant NSCLC. Cancer Cell 2010; 17(1):77-88;
PMCID: PMC2980857

Chen, Z., Sasaki, T., Tan, X., Carretero, J., Shimamura, T., Li, D., Xu, C., Wang, Y., Adelmant, G.O.,
Capelletti, M., Lee, H.J., Rodig, S., Borgman, C., Park, S.-I., Kim, H.R., Padera, R., Marto, J.A.,
Gray, N.S., Kung, A.L., Shapiro, G.I., Janne, P.A*., and Wong, K.K. Inhibition of ALK, PI3K/MEK and
HSP90 in Inducible EML4-ALK-driven Murine Lung Adenocarcinoma. Cancer Research 2010;
70(23):9827-9836. [*co-corresponding author] PMCID: PMC3043107

Sasaki T., Okuda K., Zheng W., Butrynski J., Capelletti M., Wang L., Gray N.S., Wilner K.,
Christensen J.G., Demetri G., Shapiro G.I., Rodig S.J., Eck M.J, and Janne PA. The Neuroblastoma-
Associated F1174L ALK Mutation Causes Resistance to an ALK Kinase Inhibitor in ALK-Translocated
Cancers. Cancer Research. 2010;70(24):10038-10043. PMCID: PMC3045808

Sasaki, T., Koivunen, J., Ogino, A., Yanagita, M., Nikiforow, S., Zheng, W., Lathan, C., Marcoux, J.P.,
Du, J., Okuda, K., Capelletti, M., Shimamura, T., Ercan, D., Stumpfova, M., Xiao, Y., Weremowicz, S.,
Butaney, M., Heon, S., Wilner, K., Christensen, J.G., Eck, M.J., Wong, K.-K., Lindeman, N., Gray,
N.S., Rodig, S.J., and Janne, P.A. A novel ALK secondary mutation and EGFR signaling cause
resistance to ALK kinase inhibitors. Cancer Research 2011; 71(18):6051-60. NIHMSID: 337524

Yonesaka, K., Zejnullahu, K., Okamoto, I., Satoh, T., Cappuzzo, F., Souglakos, J., Ercan, D., Rogers,
A., Roncalli, M., Takeda, M., Fujisaka, Y., Philips, J., Shimizu, T., Maenishi, O., Cho, Y., Sun, J.,
Destro, A., Taira, K., Takeda, K., Okabe, T., Swanson, J., Itoh, H., Takada, M., Lifshits, E., Okuno, K.,
Engelman, J.A., Shivdasani, R.A., Nishio, K., Fukuoka, M., Varella-Garcia, M., Nakagawa, K. and
Jéanne, P.A. Activation of ERBB2 signaling causes resistance to the EGFR-directed therapeutic
antibody cetuximab. Science Translational Medicine 2011; 3(99):99ra86. NIHMSID: 337522

Lipson, D., Capelletti, M. Yelensky, R., Otto, G., Parker, A., Jarosz, M., Curran,

J.A., Balasubramanian, S.,Bloom, T., Brennan, K.W., Donahue, A., Downing, S.R., Frampton, G.M.,
Garcia, L., Juhn, F., Mitchell, K.C., White, E., White, J., Zwirko, Z., Peretz, T., Nechushtan, H.,
Soussan-Gutman, L., Kim, J., Sasaki, H., Kim, H.R., Park, S., Ercan, D., Sheehan, C.E., Ross, J.S.,
Cronin, M.T., Janne, P.A*., and Stephens, P.J. Identification of novel ALK and RET gene fusions from
colorectal and lung cancer biopsies. Nature Medicine 2012; Feb 12;18(3):382-4. doi:
10.1038/nm.2673. [*co-corresponding author] PMCID: In Process
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14. Janne, P.A., Shaw, A.T., Pereira, J.R., Jeannin, G., Vansteenkiste, J., Barrios, C., Franke, F.A.,
Grinsted, L., Zazulina, V., Smith, P., Smith, |. and Crino, L. Selumetinib plus docetaxel for KRAS-
mutant advanced non-small cell lung cancer: a randomised, multicentre, phase 2 study. Lancet
Oncology 2013; 14(1):38-47

15. Shaw A.T., Kim D.W., Nakagawa K., Seto T., Criné L., Ahn M.J., De Pas T., Besse B., Solomon B.J.,
Blackhall F., Wu Y.L., Thomas M., O'Byrne K.J., Moro-Sibilot D., Camidge D.R., Mok T., Hirsh V.,
Riely, G.J., lyer S., Tassell V., Polli A., Wilner K.D., and Janne P.A. Crizotinib versus chemotherapy in
advanced ALK-positive lung cancer. N Engl J Med. 2013 Jun 20;368(25):2385-94

NARRATIVE REPORT ON CAREER AND RESEARCH INTERESTS

Dr. Janne is translational thoracic medical oncologist at the Dana Farber Cancer Institute and an Associate
Professor of Medicine at Harvard Medical School. He is the Director of the Lowe Center for Thoracic
Oncology and the Scientific co-director of the Belfer Institute for Applied Cancer Sciences. After earning
his MD and PhD from the School of Medicine at the University of Pennsylvania, Dr Janne completed his
internship and residency in Medicine at Brigham and Women’s Hospital, Boston. He subsequently
completed fellowship training at Dana Farber Cancer Institute/Massachusetts General Hospital combined
program in medical oncology in 2001. In 2002 he earned a Master’s Degree in clinical investigation from
Harvard University. He has been a member of IASLC since 2000.

Dr Janne’s research combines laboratory based studies, with translational research and clinical trials of
novel therapeutic agents in patients with lung cancer. His main research interest centers around
understanding and translating the therapeutic importance of oncogenic alterations in lung cancer. He has
made seminal therapeutic discoveries, including being on one of the co-discoverers of EGFR mutations,
and his work has led to the development of several clinical trials. Dr. Janne has received several awards
for his research including from Uniting Against Lung Cancer, American Lung Association and the Bonnie J.
Addario Lung Cancer Foundation. In 2008 he was elected as a member to the American Society of
Clinical Investigation. He is also the recipient of 2010 American Association of Cancer Research Richard
and Hinda Rosenthal Memorial Award and a member of the 2010 AACR Team Science Award.
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IAAO2013 Title of the Talk:
Targeting Oncogenic Drivers in Lung Cancer

ABSTRACT:

The treatment of advanced non-small cell lung cancer (NSCLC) has evolved from a “one-size
fits all” therapeutic model to identification of therapies for subsets of NSCLC patients. These
subsets are defined by oncogenic alterations including mutations in EGFR, KRAS, BRAF,
ERBB2 and genomic rearrangements involving ALK, ROS1 and RET. For EGFR mutant and
ALK rearranged NSCLC, kinase inhibitors, are now commonly used instead of chemotherapy,
as initial systemic therapy for advanced NSCLC. For many of the other genomic subsets of
NSCLC, testing of specific targeted therapies is currently underway.

An evolving challenge for the future of NSCLC is to identify new potential oncogenic alterations
that can serve as therapeutic targets and to develop therapies for NSCLC patients harboring
such alterations. This is particularly challenging as many of the recently identified genomic
subsets are relatively rare. Thus the traditional approach of comparing a targeted therapy to
chemotherapy within such a subset of NSCLC may not be feasible. Strategies to identify novel
genomic alterations and potential means to accelerate their clinical development will be
discussed.

Despite all of the success in targeted therapies for NSCLC, treatment of KRAS mutant NSCLC
has been much more challenging. In Caucasian patients, KRAS mutant NSCLC is the most
common subset of NSCLC. Therapeutic development of agents specifically targeting KRAS
have been unsuccessful. However, recent preclinical and clinical studies suggest that targeting
MEK may have some efficacy in KRAS mutant NSCLC. Strategies that are currently underway
to target KRAS mutant NSCLC along with associated biomarkers in clinical development will be
discussed.
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Title: Targeting Clinically Relevant Molecular Subtypes
in Colorectal Cancer

Patrick G. Johnston, MD, PhD

Dean, School of Medicine, Dentistry and Biomedical
Sciences, Queen’s University Belfast

Director, Institute of Health & Life Sciences, Queen’s
University Belfast, UK

Chikashi Ishioka, MD
Professor, Institute of Development, Aging, and Cancer,
Tohoku University, Japan

Chairman

Patrick Gerard Johnston, MD, PhD

Prof. Johnston is Dean of the School of Medicine, Dentistry and Biomedical Sciences and Director of the
Institute of Health Sciences at Queen’s University Belfast. Prof. Johnston has published over 250 research
articles and 5 books, and holds over 25 patents. His research is focused on cellular signaling pathways in
human cancer, primarily related to molecular targeted cancer, therapeutics, personalized cancer medicine
and mechanisms of drug resistance. He received his medical degree with distinction from University
College Dublin in 1982, followed by his PhD in Medicine in 1988. He obtained a fellowship at the National
Cancer Institute (NCI USA) in 1987 where he pursued further clinical training in medical oncology and
doctoral studies in molecular pharmacology, drug resistance and drug development. He was promoted to
Senior Investigator at the NCI in 1991.

In 1997 he moved to Queen’s University Belfast as Professor of Oncology and subsequently became
Director of the Centre for Cancer Research and Cell Biology in 2004 at the same institution. He has been
Dean of the Medical School since 2007. He has been awarded many national and international awards, is
a Fellow of the Academy of Medical Sciences, and sits on a number of influential national and international
scientific and government advisory boards. He is the Founder of the Society for Translational Oncology
and the biotechnology company, Almac Diagnostics.
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Session 4-3

IAAO2013 Title of the Talk:
Targeting Clinically Relevant Molecular Subtypes in Colorectal Cancer

ABSTRACT:
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Title: Understanding and Targeting Mechanisms of
Resistance to Next Generation AR and AR
Signaling Inhibitors

Howard | . Scher, MD

Chief, Genitourinary Oncology Service;

D. Wayne Calloway Chair in Urologic Oncology
Memorial Sloan-Kettering Cancer Center, USA

Speaker

Patrick G. Johnston, MD, PhD
Dean, School of Medicine, Dentistry and Biomedical
Sciences,

Queen’s University Belfast
Director, Institute of Health & Life Sciences, Queen’s
University

Belfast

Chairman

Howard | . Scher, MD

EDUCATION
MD, New York University School of Medicine
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CURRENT ACTIVITIES AND RESEARCH INTEREST (from HP of MSKCC)

| am Chief of the Genitourinary Oncology Service at the Sidney Kimmel Center for Urologic and Prostate
Cancers at Memorial Sloan-Kettering and a board-certified medical oncologist with special expertise in
treating men with advanced prostate cancer. Under my leadership, the Genitourinary Oncology Service
program is dedicated to the treatment of prostate cancer, testicular cancer, bladder and upper-tract
urothelial cancer, and kidney cancer. Our objective is to foster synergy between scientific research and
clinical practice, and to ensure that promising scientific discoveries are used to develop new diagnostic
tests and treatments for patients.

My own research is focused on three critical areas: developing treatments that target specific signaling
pathways that contribute to prostate cancer growth, developing non-invasive methods to determine
whether these agents are working, and improving the way drugs are evaluated inthe clinic.

Targeted therapies, which attack specific cancer cells without harming normal cells, have the potential to
treat cancers with fewer side effects than conventional therapies. Critical to the development of this
approach, is to determine which treatment is most likely to be benefit anindividual patient. Currently,
prostate-specific antigen (PSA) is the best routinely available biomarker providing diagnostic and
prognostic information about prostate cancer. PSA testing is useful, but does not reliably determine
whether or not a treatment is working, nor does not provide definitive guidance in selecting one therapy
over another. My colleagues and | are evaluating a promising new blood test for circulating tumor cells. We
are finding that the number of circulating tumor cells in a patient’s blood helps determine a patient’s
prognosis and whether or not a treatment is working. Circulating tumor cells are also providing a biological
snapshot of an individual patient’s tumor, which may help determine the choice of therapy.

As a member of the Prostate Cancer Clinical Trials Working Group, | led an international effort to
standardize development of the design and analysis of phase 2 clinical trials, so we can better utilize
prostate cancer therapeutics and imaging modalities. | also developed the Clinical States Model of
Prostate Cancer Progression, which, in categorizing the clinical spectrum of prostate cancer from
diagnosis to metastasis, provides a framework to access and reassess prognosis over time.

| am also the principal investigator of the Prostate Cancer Clinical Trials Consortium, a 13-center research
collaborative headquartered at Memorial Sloan-Kettering and funded by the Department of Defense and
the Prostate Cancer Foundation. A critical part of this effort is to design and conduct clinical trials of
promising new approaches are available to patients as soon as possible. Since 2006, the consortium has
facilitated 60 new studies related to prostate cancer. Ultimately, through these clinical trials, we seek to
develop more effective treatments for prostate cancers of all stages and to discover means of prevention.

In addition to serving as Chief of the Genitourinary Oncology Service for the past 16 years, | am the
incumbent of the D. Wayne Calloway Chair in Urologic Oncology and a Professor of Medicine at the Joan
and Sanford Weill Medical College of Cornell University. | am a recipient of the Donald S. Coffey-Prostate
Cancer Foundation Physician-Scientist Award, and the Distinguished Alumnus Award. | also serve on
numerous editorial and scientific advisory boards and am a reviewer for many journals, including The New
England Journal of Medicine, Clinical Cancer Research, the Journal of Clinical Oncology, the Journal of
Urology, and the Journal of the American Medical Association. | have written extensively and published
over 370 peerreviewed articles in scientific journals and coauthored the textbook Principals and Practice of
Genitourinary Oncology.

PUBLICATIONS:
>400 publications
Publications in 2011 and 2012

1. Parkinson DR, Dracopoli N, Gumbs Petty B, Compton C, Cristofanilli M, Deisseroth A, Hayes DF,
Kapke G, Kumar P, Lee JS, Liu MC, McCormack R, Mikulski S, Nagahara L, Pantel K, Pearson-White
S, Punnoose EA, Roadcap LT, Schade AE, Scher HI, Sigman CC, Kelloff GJ. Considerations in the
development of circulating tumor cell technology for clinical use.J Transl Med. 2012 Jul 2;10(1):138.
[Epub ahead of print]

2. Ulmert D, Vickers AJ, Scher HI, Becker C, Iversen P, Frankel D, Jensen JK, Kold Olesen T, Lilja H.
Rapid elimination kinetics of free PSA or human kallikrein-related peptidase 2 after initiation of
gonadotropin-releasing hormone-antagonist treatment of prostate cancer: potential for rapid
monitoring of treatment responses. Clin Chem Lab Med. 2012 May 30;0(0):1-6. doi: 10.1515/cclm-
2011-0967.

3. Centenera MM, Gillis JL, Hanson AR, Jindal S, Taylor RA, Risbridger GP, Sutherland PD, Scher HI,
Raj GV, Knudsen KE, Yeadon T; for the Australian Prostate Cancer BioResource, Tilley WD, Butler
LM. Evidence for Efficacy of New Hsp90 Inhibitors Revealed by Ex Vivo Culture of Human Prostate
Tumors. Clin Cancer Res. 2012 Jul 1;18(13):3562-3570. Epub 2012 May 9.

4. Morris MJ, Eisenberger MA, Pili R, Denmeade SR, Rathkopf D, Slovin SF, Farrelly J, Chudow JJ,
Vincent M, Scher HI, Carducci MA. A phase I/lIA study of AGS-PSCA for castration-resistant prostate
cancer. Ann Oncol. 2012 May 2. [Epub ahead of print]

5. Autio KA, Scher HI, Morris MJ. Therapeutic strategies for bone metastases and their clinical sequelae
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11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

in prostate cancer. Curr Treat Options Oncol. 2012 Jun;13(2):174-88.
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NARRATIVE REPORT ON CAREER AND RESEARCH INTERESTS:

Dr. Bruce Chabner is a Professor of Medicine at Harvard Medical School and Director of Clinical Research
at the Massachusetts General Hospital Cancer Center.

Dr. Chabner graduated summa cum laude from Yale College in 1961. He received his M.D. from Harvard
University cum laude in 1965 following which he completed an internship and junior residency in internal
medicine at Peter Bent Brigham Hospital in Boston and a senior residency in internal medicine at Yale-
New Haven Medical Center.

Dr. Chabner has had extensive experience in the field of cancer drug discovery and development. After
joining the National Cancer Institute (NCI) as a Senior Investigator in the Laboratory of Chemical
Pharmacology in 1971, he participated in the training of clinical and research fellows there for the following
24 years, including three years (1976-1979) as Chief of the Clinical Pharmacology Branch; two years
(1979-1981) as Director of the Clinical Oncology Program and its fellowship programs in medical, pediatric,
radiation, and surgical oncology; and, in 1981, one year as Acting Director, and for 13 years as permanent
Director of the Division of Cancer Treatment, NCI.

During the period from 1971 to 1989, he maintained an active laboratory program in cancer pharmacology,
focusing on the mechanism of action, and resistance of antifolates and other antimetabolites, and led the
development of Taxol. His research contributed significantly to the development of high dose
chemotherapy regimens, and to standard therapies for lymphoma.

In 1995, he joined the Massachusetts General Hospital as Clinical Director of its cancer center and Chief
of Hematology/Oncology. With the formation of the Dana-Farber/Harvard Cancer Center, he assumed
responsibilities as Associate Director for Clinical Sciences of that consortium, which includes the
Massachusetts General Hospital, Brigham & Women’s Hospital, Dana-Farber Cancer Institute and Beath
Israel Deaconess Medical Center.

He has authored and edited the standard text, Principles and Practice of Cancer Chemotherapy and
Biological Response Modifiers, now in its fourth edition, has contributed the chapter on Antineoplastics in
Goodman and Gilman'’s textbook of Pharmacology and has authored chapters for numerous other
textbooks of internal medicine, hematology, oncology and pharmacology.

Over the years, Dr. Chabner has received numerous awards, including Phi Beta Kappa, Alpha Omega
Alpha, the Public Health Service's Distinguished Service Medal, the Karnofsky Award of the American
Society for Clinical Oncology and the Bruce F. Cain Award for Drug Development of the American
Association for Cancer Research. In 2006, he was the first recipient of the Bob Pinedo Award for
Contributions to Improvement in the Care of Cancer Patients.

Dr. Chabner is a senior editor for the Oncologist and serves on the executive advisory boards for some of
the industry’s leading innovators in drug development. In 2006, Dr. Chabner received a presidential
appointment to the National Cancer Advisory Board at the National Cancer Institute.
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