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            DECEMBER 2011 CANCER DISCOVERY | 541 Center-Wide Effort Puts Tumor Scans into Profile Boston’s Dana-Farber/Brigham and Women’s Cancer Center has launched a program to create a massive, searchable research database that can help discover genetic mutations impacting patient treat- ment. The research database will be linked to a separate clinical database of patient electronic records. The Profile program uses a genetic screening system known as OncoMap and high-speed robotics to search tu- mors for 451 point mutations in 41 genes known or suspected to influence cancer progression and drug response. Cancer patients may consent to have their tumors screened for the research database and linked to their personal medical records. “To date, 60% to 70% of patients have consented, putting us on track to genotype tumors from 10,000 patients each year,” says Barrett Rollins, MD, PhD, chief scientific of- ficer at Dana-Farber. Patients may also consent to have their physician notified if the research identifies a mutation that could change their treatment. Programs like Profile, says Rollins, are in effect “an enormous cohort NEWS IN BRIEF Framework Proposed for Immunotherapy Studies Cancer immunotherapy, which mar- shals a patient’s immune system to attack malignant cells, has long been modeled and assessed by the same criteria used for chemotherapy despite distinct differences between these 2 treatment methods. But in a recent letter (Nat Biotechnol 2011;29:867–70), the Cancer Immuno- therapy Consortium of the Cancer Research Institute and the Association for Cancer Immunotherapy outline a methodologic framework to recognize these differences and ultimately to speed such treatments. As the letter describes, immuno- therapy differs from chemotherapy in 5 key ways: (i) The optimal biologic dose is often not the maximum tolerated dose. (ii) Treatment effect is not propor- tionally linked to toxicity. (iii) Conventional pharmacokinet- ics may not determine dose and schedule. (iv) Anti-tumor response is not the sole predictor of survival. (v) Clinical effects can be delayed and can occur after tumor vol- ume increase. In addition to improving immuno- therapy study design, the proposed framework seeks standardized criteria to measure immune response and de- velop biomarkers, as well as a more for- mal network to monitor trial results. The authors call on regulatory authori- ties to guide this new paradigm. Approvals of 2 immune-based drugs in recent years have bolstered this emerg- ing field. The first, the therapeutic vac- cine sipuleucel-T (Provenge; Dendreon), treats hormone-refractory prostate cancer. The second, a drug for meta- static melanoma, ipilimumab (Yervoy; Bristol-Myers Squibb), is a monoclonal antibody that works by interfering with immunologic checkpoints that slow or stop immune cell activation. Ipilimumab’s approval illustrates the complexity of designing and evaluating immunotherapy trials. A very similar monoclonal antibody, tremelimumab (CP-675,206; Pfizer), failed in phase III trials, but a 2-year follow-up revealed higher survival rates among patients who received the drug. Consequently, the ipilimumab trial set endpoints based on overall survival, instead of response rate and progression-free sur- vival as used for tremelimumab. “The letter raises issues crucial to the future of immunotherapy, such as when and what to measure to gauge a treatment’s success,” says Howard Streicher, MD, a senior investigator in the Investigational Drug Branch at the National Cancer Institute’s Cancer Therapy Evaluation Program. “It’s a very dynamic and exciting field, but we clearly still have a lot to learn.” ≠ PEOPLE Chris A. Kaiser, PhD, has been selected as the new director of the National Institute of General Medical Sciences (NIGMS). Kaiser, a cell biolo- gist and head of the biology department at Massachusetts Institute of Technology (MIT), expects to start his new position next spring. As NIGMS director, Kaiser will over- see the Institute’s $2-billion annual bud- get, which funds basic research in cell biology, biophysics, genetics, develop- mental biology, pharmacology, physiol- ogy, biological chemistry, bioinformatics, and computational biology. NIGMS sup- ports more than 4,500 research grants. Kaiser’s research uses genetic, biochemical, and structural biology methods to understand the basic mechanisms of protein folding and intra- cellular transport. His efforts have led to the identification of numerous genes and related mutations involved in these processes. A member of the MIT faculty since 1991, Kaiser is coauthor of the 5 th and 6 th editions of the textbook Molecular Biology of the Cell. Inder M. Verma, PhD, a molecular biologist at the Salk Institute for Biological Sciences, began serving as editor-in-chief of the Proceedings of the National Academy of Sciences (PNAS) in November. He had been a member of the publication’s edi- torial board since 2001. Verma’s research focuses on cancer genetics, inflammation, and gene ther- apy. His laboratory helped reveal that the aberrant expression of normal genes can lead to cancer. His team also demon- strated that the enzyme reverse tran- scriptase produces complementary DNA from mRNA, and was among the first groups to use a retroviral vector to correct a genetic deficiency. In addition to being a member of the National Academy of Sciences, Verma is a member of the Institutes of Medicine and the American Academy of Arts and Sciences. In 2000, he was the founding editor-in-chief of Molecular Therapy. Kent Dayton Salk Institute for Biological Sciences A technologist at the Brigham and Women’s Hospital Center for Advanced Molecular Diagnostics gathers genomic data for the Profile program. Dana-Farber Cancer Institute/Sam Ogden Cancer Research. on June 17, 2020. © 2011 American Association for cancerdiscovery.aacrjournals.org Downloaded from 
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DECEMBER 2011 CANCER DISCOVERY | 541
 News iN BRieF
 Center-wide effort Puts Tumor scans into Profile
 Boston’s Dana-Farber/Brigham and Women’s Cancer Center has launched a program to create a massive, searchable research database that can help discover genetic mutations impacting patient treat-ment. The research database will be linked to a separate clinical database of patient electronic records.
 The Profile program uses a genetic screening system known as OncoMap and high-speed robotics to search tu-mors for 451 point mutations in 41 genes known or suspected to influence cancer progression and drug response.
 Cancer patients may consent to have their tumors screened for the research database and linked to their personal medical records. “To date, 60% to 70% of patients have consented, putting us on track to genotype tumors from 10,000 patients each year,” says Barrett Rollins, MD, PhD, chief scientific of-ficer at Dana-Farber. Patients may also consent to have their physician notified if the research identifies a mutation that could change their treatment.
 Programs like Profile, says Rollins, are in effect “an enormous cohort
 Article NameseCTiONNews iN Brief
 Framework Proposed for immunotherapy studies
 Cancer immunotherapy, which mar-shals a patient’s immune system to attack malignant cells, has long been modeled and assessed by the same criteria used for chemotherapy despite distinct differences between these 2 treatment methods.
 But in a recent letter (Nat Biotechnol 2011;29:867–70), the Cancer Immuno-therapy Consortium of the Cancer Research Institute and the Association for Cancer Immunotherapy outline a methodologic framework to recognize these differences and ultimately to speed such treatments.
 As the letter describes, immuno-therapy differs from chemotherapy in 5 key ways: (i) The optimal biologic dose is often
 not the maximum tolerated dose. (ii) Treatment effect is not propor-
 tionally linked to toxicity. (iii) Conventional pharmacokinet-
 ics may not determine dose and schedule.
 (iv) Anti-tumor response is not the sole predictor of survival.
 (v) Clinical effects can be delayed and can occur after tumor vol-ume increase.
 In addition to improving immuno-therapy study design, the proposed framework seeks standardized criteria to measure immune response and de-velop biomarkers, as well as a more for-mal network to monitor trial results. The authors call on regulatory authori-ties to guide this new paradigm.
 Approvals of 2 immune-based drugs in recent years have bolstered this emerg-ing field. The first, the therapeutic vac-cine sipuleucel-T (Provenge; Dendreon), treats hormone-refractory prostate cancer. The second, a drug for meta-static melanoma, ipilimumab (Yervoy; Bristol-Myers Squibb), is a monoclonal antibody that works by interfering with immunologic checkpoints that slow or stop immune cell activation.
 Ipilimumab’s approval illustrates the complexity of designing and evaluating immunotherapy trials. A very similar monoclonal antibody, tremelimumab (CP-675,206; Pfizer), failed in phase III trials, but a 2-year follow-up revealed higher survival rates among patients
 who received the drug. Consequently, the ipilimumab trial set endpoints based on overall survival, instead of response rate and progression-free sur-vival as used for tremelimumab.
 “The letter raises issues crucial to the future of immunotherapy, such as when and what to measure to gauge a treatment’s success,” says Howard Streicher, MD, a senior investigator in the Investigational Drug Branch at the National Cancer Institute’s Cancer Therapy Evaluation Program. “It’s a very dynamic and exciting field, but we clearly still have a lot to learn.” ≠
 PeoPle
 Chris A. Kaiser, PhD, has been selected as the new director of the National Institute of General Medical Sciences (NIGMS). Kaiser, a cell biolo-gist and head of the
 biology department at Massachusetts Institute of Technology (MIT), expects to start his new position next spring.
 As NIGMS director, Kaiser will over-see the Institute’s $2-billion annual bud-get, which funds basic research in cell biology, biophysics, genetics, develop-mental biology, pharmacology, physiol-ogy, biological chemistry, bioinformatics, and computational biology. NIGMS sup-ports more than 4,500 research grants.
 Kaiser’s research uses genetic, biochemical, and structural biology methods to understand the basic mechanisms of protein folding and intra-cellular transport. His efforts have led to the identification of numerous genes and related mutations involved in these processes.
 A member of the MIT faculty since 1991, Kaiser is coauthor of the 5th and 6th editions of the textbook Molecular Biology of the Cell.
 inder M. Verma, PhD, a molecular biologist at the Salk Institute for Biological Sciences, began serving as editor-in-chief of the Proceedings of the National Academy
 of Sciences (PNAS) in November. He had been a member of the publication’s edi-torial board since 2001.
 Verma’s research focuses on cancer genetics, inflammation, and gene ther-apy. His laboratory helped reveal that the aberrant expression of normal genes can lead to cancer. His team also demon-strated that the enzyme reverse tran-scriptase produces complementary DNA from mRNA, and was among the first groups to use a retroviral vector to correct a genetic deficiency.
 In addition to being a member of the National Academy of Sciences, Verma is a member of the Institutes of Medicine and the American Academy of Arts and Sciences. In 2000, he was the founding editor-in-chief of Molecular Therapy.
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 A technologist at the Brigham and Women’s Hospital Center for Advanced Molecular Diagnostics gathers genomic data for the Profile program.
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 News iN BRieF
 the Centers for Disease Control and Prevention’s (CDC) Advisory Committee on Immunization Practices (ACIP) recommended in October that 11- and 12-year-old boys be vaccinated with Merck’s Gardasil. In addition, the panel ad-vised that boys and young men ages 13 to 21 be immunized with the vaccine if they have not already had all 3 doses. The vac-cine was approved for use in males in 2009.
 The new guidance parallels the ACIP’s 2006 recommendation that 11- and 12-year-old girls receive the vaccine, as well as teen girls and young women up to age 26 who haven’t already received it.
 Every year in the United States, about 18,000 women develop cancer—most often cervical cancer—due to HPV, says the CDC. About 7,000 men develop HPV-associated cancer, with cancers of the head and neck being the most common. HPV also causes about 6,000 total cases of anal cancer a year in men and women. Gardasil targets the 4 types of HPV that cause most of these cancers.
 Vaccinating girls and boys against HPV has been controversial because the virus is transmitted during sexual contact. However, Anne Schuchat, MD, director of the CDC’s National Center for Immunization and Respiratory Diseases, notes that the vaccine is most effective when it is given prior to any exposure to the virus.
 Schuchat stresses that the ACIP con-ducted a careful, extensive review of data collected over the past few years before making its recommendation,
 study of incredibly diverse and clini-cally well-characterized patients” that will yield a wealth of insights analo-gous to the Nurses’ Health Study.
 Rollins says the linked databases in Profile will help in selecting patients for a new trial in a few weeks, rather than a year.
 “Mining cancer genetic databases not only helps us learn about cancers, it also accelerates the development of new clinical trials and new therapies,” agrees Leif Ellison, MD, PhD, co-executive director of the translational research lab at the Massachusetts General Hospital (MGH) Cancer Center. MGH uses SNaPshot, a set of clinical assays aimed at helping physi-cians make decisions about how to treat a particular patient.
 Cancer genetic research database ef-forts with similar goals are underway at a handful of other U.S. cancer centers such as MD Anderson and Memorial Sloan-Kettering. In one overseas initia-tive, the pilot phase of Cancer Research UK’s Stratified Medicine Programme is recruiting up to 9,000 patients with cancer for gene testing, building to-ward a United Kingdom database of cancer genetic data, treatments, and outcomes. ≠
 CDC Committee Backs HPV Vaccine for Boys
 Noting that the human papillomavi-rus (HPV) vaccine has proven to be an effective weapon in cancer prevention,
 •  Older women may be missing out on im-provements in breast cancer treatment and detection. Data from the National Cancer Institute’s Surveillance, Epidemiology, and End Results (SEER) registry show [J Clin Oncol 2011 Nov 7 (Epub ahead of print)] that from 1995 to 1997, the risk for women ages 75 and older—the fastest-growing segment of the breast cancer population—was 17.3% while risks for younger women ranged from 15.4% to 16.6% depending on age.
 •  The American Society of Clinical Oncology has released a Blueprint for Transforming Clinical and Translational Cancer Research with recommendations aimed to help speed development of therapeutics, design smarter clinical tri-als, and harness advances in health infor-mation technology to seamlessly integrate research and patient care.
 •  Guidelines designed to provide an easy-to-use checklist for the accurate and eth-ical reporting of epidemiologic studies involving molecular markers have been proposed by a group of international re-searchers (PLoS Med 2011 Oct 25).
 •  The National Cancer Institute’s Alliance for Nanotechnology in Cancer is kicking off the TONIC (Translation of Nanotechnology in Cancer) consortium, a public–private part-nership to promote translational research and development of nanotechnology-based cancer solutions.
 •  The X Prize Foundation will give a $10-million prize to the first team that accurately sequences the whole genome of 100 subjects within 30 days for $1,000 or less per genome, with an error rate no greater than one per million base pairs.
 •  The U.s. Food and Drug Administration has approved MeLA sciences’s MelaFind device, which analyzes digital images of skin growth for signs of cancer, for use by dermatologists seeking additional infor-mation for a decision to biopsy.
 •  Scans of a wrapped Egyptian mummy from Lisbon’s National Museum of Archeology may provide the oldest evi-dence of prostate cancer (International Journal of Paleopathology 2011 Oct 2).
 Noted
 Updated mortality statistics, including these figures on trends in death by top cancer sites, were released by the National Cancer Institute’s Surveillance, Epidemiology, and End Results (SEER) program in October.
 For more news on cancer research, visit Cancer Discovery online at www.AACR.org/CDnews.
 including data from an international clinical trial showing that the vaccine was safe and effective in preventing anal cancer in gay men (N Engl J Med 2011;365:1576–85). ≠
 Cancer Research. on June 17, 2020. © 2011 American Association forcancerdiscovery.aacrjournals.org Downloaded from
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