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IAAO2013 Title of the Talk: 

TGF- signaling in cancer 
 
ABSTRACT: 
 
TGF-β elicits both pro-tumorigenic and tumor suppressive functions during progression of 
cancer. We present our recent findings on TGF-β signaling in progression of cancer, focusing 
on induction of epithelial-mesenchymal transition (EMT) by TGF-β. TGF-β induces EMT through 
activation of Smad and non-Smad signaling pathways. Inhibition of TGF-β signaling by Smad7 
or small molecular weight TGF-β inhibitor(s) results in prevention of cancer metastasis in mouse 
models. Multiple transcription factors, including δEF1/ZEB1, SIP1/ZEB2, and Snail, play critical 
roles in TGF-β-induced EMT.  
TGF-β induces EMT in normal and transformed cells. We have found that FGF-2 enhanced 
TGF-β-induced morphological changes and activation of ECM degradation. Normal mouse 
epithelial NMuMG cells treated with TGF-β and FGF-2 enhanced the invasion of co-cultured 
breast cancer cells into collagen gels in vitro. Thus, TGF-β 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-β-induced EMT involves isoform switching of FGF receptors by alternative splicing. We 
have found that TGF-β 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-β-mediated EMT and restored epithelial 
phenotype in lung adenocarcinoma cells. This effect was accompanied by down-regulation of 
TGF-β target genes, including Snail and Slug. Genome-wide analyses by ChIP-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-β-Smad signaling 
by TTF-1. 
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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. 
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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 K08 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.   
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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-HER3, 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 II and Phase III 
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 TGF. 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 TGF. 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. 
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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 
II 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. 

 

Educat ion  

National Institutes of Health (1982-1985) 
National Heart, Lung and Blood Institute, Laboratory of Biochemistry 
Staff Fellow with Dr. Thressa C. Stadtman 
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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 TET2 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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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, ROS1 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.  
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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. I 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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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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Targeting Clinically Relevant Molecular Subtypes in Colorectal Cancer 
 
ABSTRACT: 
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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. 

75 IAAO 2013 Program

Session 4-3

iaaopro13-10_s-4.indd   75 2013/07/18   18:39:48



IAAO2013 Title of the Talk: 

Targeting Clinically Relevant Molecular Subtypes in Colorectal Cancer 
 
ABSTRACT: 
 
 
 

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 

 
Speaker

 
 
 
 
 
 
 
 
 
 
 
 
 
 

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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CURRENT ACTIVITIES AND RESEARCH INTEREST (from HP of MSKCC) 
I 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 I 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, I 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. I 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. 

I 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, I 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. I am a recipient of the Donald S. Coffey-Prostate 
Cancer Foundation Physician-Scientist Award, and the Distinguished Alumnus Award. I 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. I have written extensively and published 
over 370 peerreviewed articles in scientific journals and coauthored the textbook Principals and Practice of 
Genitourinary Oncology. 
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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/IIA 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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CURRENT ACTIVITIES AND RESEARCH INTEREST (from HP of MSKCC) 
I 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 I 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, I 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. I 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. 

I 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, I 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. I am a recipient of the Donald S. Coffey-Prostate 
Cancer Foundation Physician-Scientist Award, and the Distinguished Alumnus Award. I 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. I have written extensively and published 
over 370 peerreviewed articles in scientific journals and coauthored the textbook Principals and Practice of 
Genitourinary Oncology. 
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resistant prostate cancer. Acta Oncol. 2011 Jun;50 Suppl 1:39-48. 
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Party (now the National Cancer Research Institute Bladder Cancer Clinical Studies Group); European 
Organisation for Research and Treatment of Cancer Genito-Urinary Tract Cancer Group; Australian 
Bladder Cancer Study Group; National Cancer Institute of Canada Clinical Trials Group; Finnbladder; 
Norwegian Bladder Cancer Study Group; Club Urologico Espanol de Tratamiento Oncologico Group, 
Griffiths G, Hall R, Sylvester R, Raghavan D, Parmar MK. International phase III trial assessing 
neoadjuvant cisplatin, methotrexate, and vinblastine chemotherapy for muscle-invasive bladder 
cancer: long-term results of the BA06 30894 trial. J Clin Oncol. 2011 Jun 1;29(16):2171-7. Epub 2011 
Apr 18. 
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Sjöstrand K, Yu A, Suurküla M, Edenbrandt L, Larson SM. A novel automated platform for quantifying 
the extent of skeletal tumour involvement in prostate cancer patients using the Bone Scan Index. Eur 
Urol. 2012 Jul;62(1):78-84. Epub 2012 Jan 27. 

8. Thompson VC, Day TK, Bianco-Miotto T, Selth LA, Han G, Thomas M, Buchanan G, Scher HI, Nelson 
CC; Australian Prostate Cancer BioResource, Greenberg NM, Butler LM, Tilley WD A gene signature 
identified using a mouse model of androgen receptor-dependent prostate cancer predicts biochemical 
relapse in human disease. Int J Cancer. 2012 Aug 1;131(3):662-72. doi: 10.1002/ijc.26414. Epub 
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Aparicio A, Dorow S, Arora V, Shao G, Qian J, Zhao H, Yang G, Cao C, Sensintaffar J, Wasielewska 
T, Herbert MR, Bonnefous C, Darimont B, Scher HI, Smith-Jones P, Klang M, Smith ND, De 
Stanchina E, Wu N, Ouerfelli O, Rix PJ, Heyman RA, Jung ME, Sawyers CL, Hager JH. ARN-509: a 
novel antiandrogen for prostate cancer treatment. Cancer Res. 2012 Mar 15;72(6):1494-503. Epub 
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10. Chen Y, Scher HI. Prostate cancer in 2011: Hitting old targets better and identifying new targets. Nat 
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SM, Morris MJ. Bone scan index: a quantitative treatment response biomarker for castration-resistant 
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