Center for Scientific Review Advisory Committee Meeting

National Institutes of Health

U.S. Department of Health and Human Services

May 12-13, 2003
The Center for Scientific Review (CSR) convened the 32nd meeting of its Advisory Committee at 8:30 a.m. on Monday, May 12, 2003, in Conference Room 6087, Rockledge II Building.  The entire meeting was held in open session.  Dr. Karen Matthews presided as Chair.

Members

Karen Matthews, Ph.D., Chair


Susan Berget, Ph.D.

Michael Colvin, M.D.




Edward Pugh, Jr., Ph.D.

Lucia Rothman-Denes, Ph.D. 


David Soybel, M.D.

Ad Hoc Advisors

John Cambier, Ph.D.




James Hildreth, Ph.D., M.D.

Michael Leon, Ph.D.  




Mary Lindstrom, Ph.D.

Matt Winkler, Ph.D.

Dr. Brent Stanfield was the Executive Secretary for the meeting.  

Welcome and Opening Remarks
Dr. Matthews welcomed members and participants to the CSR Advisory Committee (CSRAC) meeting.  She then asked the members to consider the minutes from the January 28-29, 2003 CSRAC meeting.  After the minutes were approved, Dr. Matthews asked Dr. Ellie Ehrenfeld, CSR Director, to present her update.  

CSR Update
Budget Developments

Dr. Ehrenfeld explained that the Bush administration has presented to Congress the fiscal year (FY) 2004 budget, which includes a 4 percent increase for the National Institutes of Health (NIH).  She noted that NIH received increases in the range of 15 percent per year for the past 

5 years due to a congressional commitment to doubling the NIH budget.  NIH anticipated lower increases for FY 2004 since the doubling was completed in FY 2003.  In recent years, extra funds were devoted to infrastructure projects and one-time catch-up activities.  Spending on these areas is lowered in the President's FY 2004 budget so funding for extramural research is increased by 7 percent.  CSR does not receive an appropriation, so its budget is not detailed in the President's budget, but Dr. Ehrenfeld said she was hopeful and optimistic.  

CSR's Workload

Dr. Ehrenfeld noted that CSR's workload has jumped approximately 20 percent each year for the last 2 years.  The resulting receipt and review burdens have been tremendous, and she credited her staff for doing an outstanding job in bearing them.  The reason for these increases is not clear, and CSR cannot predict whether such increases will continue.  The trend for the current round, however, is again up.  She explained that dealing with these increases has been all the more difficult due to unusually high staff turnover.  Last year, CSR lost 19 scientific review administrators (SRAs), with a number of them being recruited by the National Institute of Allergy and Infectious Diseases (NIAID) as it worked to develop its biodefense program.  CSR managed to hire 18 SRAs last year and hopes to bring another 9 or 10 onboard in the next month.  In any case, CSR will still be short-staffed as it goes into the June review round.  Dr. Ehrenfeld added that its review load has been exacerbated by the fact that CSR agreed to help relieve the burdens of other NIH Institutes and Centers (ICs) by reviewing applications submitted for a number of requests for applications (RFAs) and reviewing Fogarty International Center applications, which were previously reviewed by NIAID.   

To reduce staff burdens, CSR has sought assistance from retired SRAs, expanded the CSR Internship Program, loosened some of the deadlines for summary statement production, and increased the number of streamlined applications associated with the RFAs that have elicited many more applications than can be funded.  

A-76

Dr. Ehrenfeld noted a recent article in Science magazine that expressed concern about the Government-wide initiative known as A-76, which calls for agencies to identify functions that are not "inherently governmental" and outsource them to the private sector if contractors can supply the same services at a lower cost.  She explained that NIH is conducting a competition to determine if its grants administrative support functions can be outsourced.  CSR's grants technical assistants (GTAs) may be affected by this effort.  NIH, however, regards the jobs performed by SRAs as inherently governmental, and there is no indication that the A-76 initiative will affect them.  Dr. Ehrenfeld added that there was a more recent Science article that discussed how the Department of Health and Human Services (DHHS) has asked NIH to shed and consolidate staff as part of a general move to reduce the federal workforce.  She said that she did not know how this effort would affect CSR.  

Reorganization Efforts

A major milestone was reached as CSR works to implement the reorganization proposed by the Panel on Scientific Boundaries for Review (PSBR).  Dr. Ehrenfeld said that the design stage was completed in April, when the last of the Study Section Boundaries Teams met to design the new Cell Biology Integrated Review Group (IRG).  At the same time, the implementation phase is advancing, with the new study sections developed for the Hematology IRG meeting in June.  She said that the reorganization is on schedule, although the implementation may be slowed if the workload situation gets worse.    
Naming Study Sections

When the neuroscience study sections were reorganized a few years ago, they were assigned numbers instead of names with the thought that doing so would permit study section boundaries to remain flexible.  The same practice was followed during the development of the AIDS and the behavioral and social sciences study sections.  Dr. Ehrenfeld said that the lack of names has resulted in some confusion, making it difficult for researchers to know what these study sections cover.  CSR recently decided to give these study sections generic names that will denote their scientific areas while still accommodating evolution.      

Other Issues

Senior Advisory Reviewers:  CSR is implementing a pilot test using senior advisory reviewers, who will be encouraged to join study sections with reduced terms of service and flexible roles to play.  Dr. Ehrenfeld said that eight study sections will begin using these reviewers in the October review round.  CSRAC members will be asked to review the data resulting from this pilot to help determine if it should be expanded.  

CSR Internship Program:  Last year, the CSR Internship Program was expanded to include recruits from the extramural community.  Twenty-three applications were received, 18 candidates were interviewed, and 9 were offered internships this summer.      

Data-Sharing Plan:  The SRAs now have guidance on the data-sharing plans being required from applicants that request at least $500,000 in support for possible funding after January 1, 2004.  Dr. Ehrenfeld said that the goal of this requirement is to make the best use of clinical trials data that would be extremely expensive to reproduce.  She explained that the funding Institutes would be responsible for determining if the data sharing plans are acceptable.  Reviewers therefore will not be asked to review these plans, though they will be free to comment on them in an administrative note.  

Dealing With Regulatory Issues in Review:  Following discussions at the last CSRAC meeting, CSR drafted a checklist to help reviewers address regulatory issues.  This draft will be circulated to CSRAC members for their comments.

NIH Personnel Changes:  NIH has hired a new Director of the National Institute on Drug Abuse, 

Dr. Nora Volkow, who comes from the Brookhaven National Laboratory.  A new NIH Deputy Director has also been named, Dr. Raynard Kington, who has been serving as the Director of the NIH Office of Behavioral and Social Science Research and who recently was Acting Director of the National Institute on Alcohol Abuse and Alcoholism.  

CSRAC Personnel Changes:  This was the last CSRAC meeting for Dr. Michael Colvin and for the Chair, Dr. Matthews.  Dr. Ehrenfeld said that Dr. Colvin has been a very valuable contributor during his 4 years of service to the committee, and Dr. Matthews has been a wonderful leader and Chair.  Dr. Ehrenfeld then announced that Dr. Michael Leon has agreed to serve as the new CSRAC Chair.  

Questions and Answers

A-76:  Dr. Matthews asked if Tommy Thompson, the DHHS Secretary, shared the NIH view that SRAs are inherently governmental.  

Dr. Ehrenfeld said that, at this point, NIH has determined that this function is inherently governmental.  While it is true that the Department or, more likely, the Office of Management and Budget (OMB) may challenge this view, there is at present no indication that they will do so.  She noted that the Government more often than not wins when it competes with contractors.  

Dr. David Soybel asked if it would be appropriate for CSRAC to develop recommendations regarding this issue.  Dr. Ehrenfeld said that doing so might be premature, since there is no indication that a proposal will be made to compete the work performed by SRAs.

Senior Advisory Reviewers:   Dr. John Cambier asked for more information on the role senior advisory reviewers will play.  Dr. Ehrenfeld said that different study sections have different needs, and she expects that the SRAs participating in the pilot will be creative in working with their study sections and defining the roles of their senior advisory reviewers.  The main goal is to provide SRAs with a number of different options so they may add expertise and diversity to their study sections.   

Small Business Innovation Research (SBIR) Study Section Report

Dr. Elliot Postow, Director of the CSR Division of Biologic Basis of Disease, reviewed the recommendations made by an SBIR group made up of five chairs and three other members of the Working Groups that recently reviewed study sections in the Division of Molecular and Cell Biology.  He noted that CSRAC members discussed these recommendations at their last meeting, and they requested additional data before deciding on the recommendation to charter the SBIR study sections.  The major concern was that it might be difficult to recruit reviewers from industry, since chartering would require them to make a 4-year commitment to serve.

CSR conducted a small survey of randomly selected SBIR reviewers who worked at small businesses.  Dr. Postow explained that, while many thought chartering was a good idea, very few said they would be willing to serve on a chartered study section.  He said there were three reasons given:  (1) it would require too great a commitment, (2) their applications would be reviewed by another study section, and (3) it was impossible to predict business and employment conditions 2 years ahead.  

Dr. Matt Winkler, a temporary CSRAC member, informally asked employees at his company what they thought of this proposal.  He reported similar responses.  Everyone he spoke with said that a 4-year commitment was too much, despite the fact his company is a relatively stable one.  Dr. Winkler also spoke with a senior scientist who used to work at a large pharmaceutical company.  He said that a large company would not let one of its good scientists make a 4-year commitment to be a reviewer.  Only individuals considered "deadwood" would be allowed to serve. 

Dr. Postow continued by saying that CSR had been told that its SBIR and Small Business Technology Transfer study sections are already functioning like chartered study sections.  To assess the situation, he determined the recidivism of reviewers in the SBIR study sections that met in each of the last six rounds and which reviewed more than 25 applications each round.  A "recidivism index" for each study section was defined as the proportion of reviewer seats occupied by individuals who attended four or more of the last six meetings.  Dr. Postow then compared these study sections with a sample of chartered study sections in each of the divisions.  He found a significant difference in all but one division.  Overall, the recidivism index was 37 for all the SBIR study sections and 52 for the chartered study sections.   Recidivism was thus 40 percent lower in the SBIR study sections.

Another issue considered was the possibility that there was a small cadre of reviewers within the SBIR study sections that have served for a long time and they control or set the tone for the study section.  Dr. Postow said that it was difficult to identify such reviewers, due to the amount of labor it would require to go back 6 years and examine so many study section rosters.  It appears, however, that there are only a few such individuals, and they have not adversely affected the tone of their meetings.  

Dr. Postow said that he had discussed the chartering issue with the SRAs, who mentioned the following advantages:  (1) increased accountability in the recruitment of minorities, women, etc.; (2) stabilized membership; (3) greater consistency in the application of policy and greater consistence in the reviews; (4) increased ability to shape reviewer behavior, (5) limited lengths of service; (6) greater ease in assembling study sections; and (7) the possibility of percentiling priority scores.  

The disadvantages raised include the following:  (1) the difficulty of putting individuals with mixed backgrounds often needed for certain reviews on a slate; (2) the difficulty of recruiting investigators, especially SBIR investigators; (3) the variability in expertise needed from meeting to meeting; (4) the belief that regular members are shaping the direction of their field; (5) the difficulty of transferring workload between study sections; (6) the extra burden on the SRAs who, in many cases, would need to prepare two charters; and (7) the additional burden on committee management staff.

Dr. Postow recommended that CSR go slow in making any changes.  He noted that the proposed bioengineering IRGs will include seven chartered study sections that will review both SBIR and R01 applications.  Dr. Postow concluded by proposing the use of these hybrid study sections to see how well chartered SBIR study sections work.  

Dr. Mary Lindstrom began discussion by saying that she thought maintaining review flexibility was most important, since the fields covered by the SBIR study sections are constantly evolving.  Chartering them could hinder their ability to conduct the needed reviews.  Dr. Colvin said that he was less enthusiastic about chartering than he was at the last CSRAC meeting.  He thinks SBIR study sections are more receptive to innovative ideas, and he is now hesitant to recommend making these groups more like regular study sections.  H
Dr. Matthews asked if CSR anticipated any problems with the proposed hybrid study sections.  Dr. Postow said that the R01 and SBIR applications that will be reviewed by the bioengineering study sections will be similar in that they will be technology and product driven, so he does not expect it will be difficult for reviewers to switch between the two types of applications.  

Dr. Soybel said that one of the major arguments for chartering the SBIR study sections was that it could help ensure that reviews are fair and the study sections are appropriately diverse.  He said that it was important to know how well the unchartered study sections are doing in these areas.  Dr. Postow said that CSR had identified and addressed the few situations where reviewers served on these study sections for long periods.  He said that the IRG chiefs were responsible for addressing these concerns and proposed that they be asked to exercise more oversight.  

Dr. Cambier asked about the advantage of chartering the SBIR study sections in regards to percentiling SBIR scores.  Dr. Postow said that percentiling gives program staff the rank order of applications reviewed by a study section, taking into account its two previous meetings.  Since scoring practices differ between study sections and program staff cannot always attend review meetings, percentiles make it easier to identify the best applications for funding.  

Dr. Edward Pugh asked about the prevalence of conflict-of-interest problems in the SBIR study sections and the way chartering might reduce them.  Dr. Postow said that conflict-of-interest issues would be basically the same whether the SBIR study sections were chartered or not chartered.  Dr. Ehrenfeld said that identifying conflicts of interests will, nonetheless, be a larger problem in the SBIR study sections because companies change names and individuals move from company to company.  In addition, SBIR reviewers include individuals from diverse backgrounds—industry, academia and user communities—and they do not spot conflicts as easily.  In the end, CSR must rely on the integrity and honesty of the reviewers.  

Dr. Soybel asked if more could be done to ensure that the SBIR study sections are accountable, such as posting rosters sooner so that applicants could better identify reviewers with possible conflicts of interest.  Dr. Postow noted that these rosters are posted a month before the meetings.  There usually is time to identify a conflict, change assignments, and ensure that the reviewer in conflict is not in the room when the application is reviewed.  Dr. Ehrenfeld said that Dr. Soybel's question raised many issues, and she proposed that CSR rethink its processes and procedures and bring a proposal to CSRAC for discussion at the next meeting.  

In response to a question by Dr. Colvin, Dr. Postow said that the number of SBIR applications CSR receives has been increasing.  Dr. Colvin said that this shows that the community sees value in the mechanism, and that CSR should be careful about making changes that could damage a valuable program.  He suggested that CSRAC members monitor the situation instead of making a decision on chartering.  

Dr. Matthews summarized the discussion, saying that CSRAC members thought it was premature to propose chartering the SBIR study sections, and it would be best to see how well the hybrid study sections function.  She said that future CSRAC meetings could consider oversight rules for non-chartered study sections and examine the conflict-of-interest issues that may arise as SBIR applications increase and become more complex.  She also noted that 

Dr. Postow's data show that even chartered study sections have a fairly low rate of long-term attendance, and CSRAC members may want to discuss the ramifications at a future meeting.

Innovation Initiative Update

Dr. David Armstrong, Chief of CSR's Brain Disorders and Clinical Neuroscience IRG, described how the ongoing innovation initiative has evolved.  CSR had been working with a few NIH Institutes to pilot a new approach to attracting, identifying, and funding innovative research proposals.  The new NIH Director, Dr. Elias Zerhouni, became very interested in this effort and decided to incorporate it into NIH's "roadmap" initiative to develop a new strategic vision for advancing biomedical research.  To this end, he asked Dr. Ehrenfeld to cochair a high-risk research working group, including some NIH staff and some "big thinkers" from outside.  

IC Directors provided names of external experts in April, and NIH staff members on the working group met to discuss the initiative.  They were asked to provide background materials on prior successes and failures of similar initiatives and to develop questions for the external experts.  Potential working group members have since been identified and invited to a June 6 working group meeting to develop a draft "matrix" that will be presented to Dr. Zerhouni and the IC Directors at their NIH Budget Retreat on June 20.    

Implementation Concerns

Dr. Leon said that it is important that NIH learn from other Federal agencies and foundations that effectively support innovative research.  He described four elements he has seen in successful programs:  (1) a single individual is ultimately responsible for making funding decisions, (2) a large number of proposals are funded at a low level with the understanding that there will be many failures, (3) research projects are evaluated after a short period of time, and (4) those projects found worthy are eligible for another round of funding.  

Dr. Matthews asked for comments from Drs. Pugh and Leon, who have worked with 

Dr. Armstrong on this issue.  Dr. Pugh said that it appears that this initiative is going forward, and it is important for CSRAC members to discuss CSR's role.  He noted that the new initiative could add 10,000 new applications to CSR's review burden, and CSR will need to be ready with a new approach to reviewing them.  Dr. Pugh continued by listing three concerns:  (1) An evaluation will be necessary to determine if the initiative is successful.  He proposed developing a database to track the journal articles, products, and R01 applications that come from the high-risk research grants.  (2) New review and reviewer-selection processes will be necessary.  He proposed holding a 1-day retreat for the first cadre of reviewers to prepare them for their new roles.  (3) A new approach to scoring applications might be developed out of this initiative with the guidance of experts who do ratings research.  

Dr. James Hildreth asked for a definition of "high-risk" research.  Dr. Armstrong noted that the term "innovative research" was first used, but many felt that it was an inadequate term.  He said that the term "high risk" is now being used in context with the notion of "high impact" research that promises to advance science boldly.  Dr. Ehrenfeld agreed with this definition and then said that it was important to change the mentality of applicants in order to convince them that NIH is serious about funding paradigm-shifting, groundbreaking kinds of research.  She added that there may be some promising high-risk proposals that require high levels of funding to succeed.  

Dr. Susan Berget asked how easy it would be to train reviewers to recognize innovative proposals.  Dr. Ehrenfeld said that some reviewers may be better able to assess innovation if they are made aware of what is needed and given a new review format.  No one, however, can say if it will work.  She said that it would be a big experiment.

Dr. Soybel focused on earlier comments about the elements of programs that have been successful in identifying innovative research proposals.  He said that CSR should concentrate on what is needed to get good reviewers and develop processes for evaluating innovative ideas.  

Dr. Soybel then noted that one individual in the Department of Energy initiated the large and successful Human Genome Project, but Dr. Soybel was not sure if CSR could have a meaningful role in instituting a new decision-making process.  Dr. Pugh said that he had reservations about leaving decisions to Institute administrators, who may be subject to political pressures and who may not make decisions that are best for the scientific community.  He emphasized the value of making decisions based on reviews by scientists on the forefront of science.  Dr. Leon said that he favored a decision making process that incorporated both elements, and Dr. Soybel agreed that the peer review process routinely leads to the funding of excellent science that is published weekly in Science and Nature magazines.  The existing study sections, where scores are averaged, are not good at identify groundbreaking scientific proposals.  He suggested that new peer review groups might, however, provide useful advice on why a specific proposal is not a great one.   

Dr. Matthews said that CSR should focus its efforts on how new reviewers are selected and how applications are reviewed.  She continued by saying that she looked forward to hearing how the High-Risk Research Working Group proceeds in addressing these and related issues.  

The Study Section Reorganization
Dr. Schneider, Director of the CSR Division of Molecular and Cellular Mechanisms, said that CSRAC members were going to be asked to review recently developed guidelines for four new IRGs:  (1) Immunology; (2) Respiratory Sciences; (3) Renal and Urological Sciences; and 

(4) Endocrinology, Metabolism, Nutrition and Reproductive Sciences.  He briefly explained that these guidelines were developed by CSRAC subcommittees called Study Section Boundaries Teams and then further refined following public comment periods.  CSRAC members were asked to provide a concept review of these guidelines to ensure that they lived up to the PSBR vision.  CSRAC members were specifically asked to ensure that the proposed guidelines 

(1) describe a cohesive area of science not too broad and not too narrow, (2) provide sufficient overlap with other study sections in the IRG, (3) provide a home for review of basic science in context of biological questions, and (4) appropriately cluster clinical research applications.  

Immunology IRG

Dr. Schneider summarized PSBR recommendations for the Immunology IRG.  The panel suggested that this IRG (1) include basic through clinical research; (2) focus on immunology and diseases of immunological origin; (3) include immunogenetics, mucosal immunity, inflammation, innate immunity, immunological aspects of asthma, vaccines, rheumatology, tumor immunology, chronic fatigue, and transplantation immunology; and (4) assign applications where immunological aspects are secondary to organ/disease IRGs.  

The boundaries team followed this guidance, proposing six new study sections:  (1) Innate Immunity and Inflammation; (2) Immunity and Host Defense; (3) Cellular and Molecular Immunology A; (4) Cellular and Molecular Immunology B; (5) Hypersensitivity, Autoimmune and Immune-Mediated Diseases; and (6) Transplantation, Tolerance and Tumor Immunology.  Dr. Schneider noted this proposed design represents an expansion, since currently there are only four immunology study sections.  He added that there would now be two instead of one study section covering clinical research, with the hypersensitivity and transplantation study sections covering basic to clinical research in their areas.    

In reviewing comments submitted by the community, CSR found that there was considerable support for the proposed study sections, especially for the innate immunity and transplantation study sections.  Dr. Schneider then discussed four major community concerns and how ad hoc experts were convened via teleconferences to addressed them:     

1. Clustering of transplantation applications:  While there was much support for clustering these applications, there was no agreement on whether they should be clustered in one or two IRGs—the Immunology IRG or the Surgical Sciences, Biomedical Imaging, and Bioengineering IRG.   The ad hoc experts recommended clustering transplantation in the Immunology IRG's Transplantation, Tolerance and Tumor Immunology Study Section.         

2. Division of innate immunity between the Immunology and the Infectious Diseases and Microbiology IRGs:  The ad hoc experts strongly recommended having homes in both IRGs to review applications in this area.  

3. Division of asthma between the Immunology and the Respiratory Sciences IRGs:  The ad hoc experts all agreed it was best to have two homes for these applications.  If their focus is on lung disease, they should go to the Respiratory Sciences IRG.  If their focus is on the immune system, they should go to the Immunology IRG.  

4. The range of vaccine applications is extensive:  The ad hoc experts focused on non-AIDS and non-cancer vaccine applications and strongly recommended that they be clustered in an additional, study section in the Immunology IRG.

Dr. Schneider said that the revised guidelines are now consistent with the PSBR recommendations.  The Immunology IRG would have seven study sections with substantial overlap, and it would have shared interests with four other IRGs:  AIDS; Immunology and Infectious Disease; Oncological Sciences; and Respiratory Sciences.  He added that three of the seven proposed study sections have significant clinical aspects.  

Dr. Cambier said that he was impressed with how well the outstanding issues were addressed and then asked how many grants come into these areas of immunology.  Dr. Schneider said that the latest data showed a total of 520 applications would be assigned to the seven proposed study sections.  Dr. Matthews asked for comments from one of the consultants invited to the meeting:  Dr. Julian Solway, from the University of Chicago Children's Hospital.  Dr. Solway focused on the proposed division of asthma applications between the Immunology and Respiratory Sciences IRGs, saying that it should be very easy to implement.  

Dr. Berget asked how much of NIAID's increased workload would flow to the new study sections.  Dr. Schneider said that the effects would be greater in the area of microbiology than immunology, but that the Immunology IRG would receive more applications, particularly in the area of vaccines.  Dr. Ehrenfeld said that the new vaccine study section was partly designed to handle these applications.     

Dr. Matthews asked if representatives from the Immunology IRG Boundaries Team were involved in the recent teleconferences.  Dr. Schneider said that he discussed the proposed revisions with boundaries team members, and he received nothing but positive feedback.  CSRAC members then voted to recommend that CSR accept the revised guidelines for the Immunology IRG. 

Respiratory Sciences IRG

Dr. Michael Martin, Director of the CSR Division of Physiology and Pathology, said that the Lung Biology and Pathology Study Section had grown significantly over the last few years, so the current reorganization was timely.  CSR has already followed recent advice from the Respiratory Sciences IRG Boundaries Team and moved responsibility for applications involving vascular biology from this study section to the Respiratory Physiology Study Section.  He said that the boundaries team proposed three new thematic study sections to cover the evolving areas of respiratory research:  (1) Lung Cellular, Molecular and Immunobiology; (2) Lung Injury, Repair and Remodeling; and (3) Respiratory Integrative Biology and Translational Research. 

In discussing the public comments CSR has received on these guidelines, Dr. Martin began by listing four intra-IRG issues:  (1) The number of applications that would go to the Respiratory Integrative Biology and Translation Research Study Section would be small.  The community strongly supported moving vascular biology to it from the Lung Injury, Repair and Remodeling Study Section.  (2) The distinction between the Lung Cellular, Molecular and Immunology Study Section and the Lung Injury, Repair and Remodeling Study Section seems fuzzy and arbitrary, and many proposals could fall through the cracks.  (3) The separation of pulmonary endothelial cell biology from all other cell biology seemed unwise.  (4) Immuno-neural interaction should be included in both the Lung Cellular, Molecular and Immunology Study Section and the Respiratory Integrative Biology and Translation Research Study Section

Dr. Martin then noted there were concerns about areas the Respiratory Sciences IRG shares with other IRGs:  (1) asthma, with the Immunology IRG; (2) toxicology, with the Digestive Sciences IRG; and (3) skeletal muscle biology, with the Musculoskeletal, Oral and Skin Sciences IRG.  

CSR discussed these concerns with the Respiratory Sciences IRG Boundaries Team and other experts.  These discussions led to the following revisions to the proposed Respiratory Sciences IRG guidelines:  (1) a paragraph was added about how other IRGs have not yet concluded their deliberations, (2) shared interest statements were added or modified for each study section that shared areas with other IRGs, and (3) review responsibility related to vascular biology was moved to the Respiratory Integrative Biology and Translation Research Study Section. 

In summary, Dr. Martin said the proposed guidelines were largely consistent with PSBR recommendations.  There was substantial overlap between the three thematic study sections, and there were primary shared interests with other proposed IRGs.  He concluded by saying that both basic and clinical research were appropriately clustered in two study sections.  

Dr. Solway said that he thought the proposed guidelines were thoughtfully developed, and the colleagues he spoke with all agreed on this point.  He acknowledged the likelihood that some review responsibilities would shift as the study sections develop, but he emphasized how the proposed guidelines represent a good starting point.  CSRAC members agreed and voted to recommend that CSR implement the Respiratory Sciences IRG guidelines.

Renal and Urological Sciences IRG

Dr. Martin said that the Renal and Urological Sciences IRG Boundaries Team proposed three thematic study sections:  (1) Cellular and Molecular Biology of the Kidney, (2) Pathobiology of Kidney Disease, and (3) Urologic and Kidney Development and Genitourinary Diseases.  He then discussed two intra-IRG recommendations submitted by the community:  (1) divide the Urologic and Kidney Development and Genitourinary Diseases Study Section into three study sections—the prostate, male reproductive biology, and lower urinary tract functions; and 

(2) move kidney development from this study section to the Pathobiology of Kidney Disease Study Section.  Concerns also were raised about overlapping review responsibilities with the Cardiovascular Sciences IRG and the Endocrinology, Metabolism, Nutrition and Reproductive Sciences IRG.  

After discussing these issues with the boundaries team and other experts, CSR modified the proposed guidelines.  A paragraph was added about how other IRG deliberations are ongoing, and shared interest statements for the proposed study sections were added or modified.  These changes focused on shared interests in hypertension and reproductive biology research.  

Dr. Martin then explained that the Urologic and Kidney Development and Genitourinary Diseases Study Section was not divided because it would not be practical to split its 50 applications between the proposed three study sections.  Kidney and other developmental research was combined in the Pathobiology of Kidney Disease Study Section.  Dr. Martin said that applications would be allowed to migrate back to the Urologic and Kidney Development and Genitourinary Diseases Study Section if applicants thought this was appropriate.  CSR will monitor the situation to see how well this arrangement works.  

In concluding his comments, Dr. Martin said that the proposed study sections would have a modest but acceptable size, with about 50 applications each.  There was substantial overlap between two study sections, but they were not mirror images of each other.  The Cellular and Molecular Biology of the Kidney Study Section would provide a home for basic science, and clinical research would be clustered in two study sections:  the Pathobiology of Kidney Disease Study Section and the Urologic and Kidney Development and Genitourinary Diseases Study Section.  

A consultant, Dr. Edward Holmes, was invited to speak to CSRAC members.  He is the Vice Chancellor for Health Sciences and Dean of the University of California—San Diego School of Medicine.  He explained that he participated in recent discussions about these guidelines, and he said that he thought Drs. Martin and Postow had done a superb job mediating these conflicts and addressing community concerns.  There were considerable discussions related to endocrine, reproductive and urological research, and they led to equitable solutions.  

CSRAC members had no objections to the proposed guidelines, and they agreed that they should be recommended for approval.      

Endocrinology, Metabolism, Nutrition, and Reproductive Sciences IRG

Dr. Postow said the Endocrinology, Metabolism, Nutrition, and Reproductive Sciences IRG Boundaries Team proposed seven study sections:  (1) Molecular and Cellular Endocrinology; 

(2) Integrative and Clinical Endocrinology; (3) Cellular, Molecular, and Integrative Reproduction; (4) Pregnancy and Neonatology; (5) Cellular Aspects of Diabetes and Obesity; 

(6) Integrative Physiology of Obesity and Diabetes; and (7) Integrative Nutrition and Metabolic Processes.  

The public comments received for this IRG were both many in number and very helpful.  

Dr. Postow focused on just a few of the most salient recommendations.  The boundaries team left out the area of pediatric and developmental endocrinology, and there was a recommendation to add it to the Molecular and Cellular Endocrinology Study Section.  Several individuals recommended that a third study section be created out of the Pregnancy and Neonatology Study Section and the Cellular, Molecular, and Integrative Reproduction Study Section.  Dr. Postow said that the boundaries team provided options of two and three reproduction study sections, but the three-study-section option could not be supported by the current workload.  He suggested that the design of an additional reproduction study section could be implemented if need be.  

Dr. Postow continued, saying that CSR was told that lactation did not belong in a study section with pregnancy and neonatology.  CSR was also told that the guidelines for the Integrative Nutrition and Metabolic Processes Study Section did not include nutritional immunology.  He then focused on two areas that this IRG shares with other IRGs:  andrology, with the Renal and Urological Sciences IRG; and development, with the Biology of Aging (BDA) IRG.  Dr. Postow noted that dividing andrology between the two IRGs proved to be contentious, but in the end, it was proposed to let applicants decide where they want their applications to be reviewed.  The second overlap issue was resolved when the BDA guidelines were completed—research proposals that focus on reproduction will go to Endocrinology, Metabolism, Nutrition, and Reproductive Sciences, while those that focus on development will go to BDA.  

Dr. Postow then summarized the other guideline modifications that resulted from discussing these concerns with the boundaries team and other experts:  (1) the review responsibility of lactation research was moved to the Cellular, Molecular, and Integrative Reproduction Study Section; (2) clinical studies were concentrated in three study sections—Integrative and Clinical Endocrinology, Pregnancy and Neonatology, and Integrative Physiology of Obesity and Diabetes; (3) diabetic complications originally assigned to the Integrative Nutrition and Metabolic Processes Study Section were moved to the Integrative Physiology of Obesity and Diabetes Study Section; (4) the areas of pediatric and developmental endocrinology was added to the Integrative and Clinical Endocrinology Study Section; (5) the area of nutritional effects on immune function was added to the Integrative Nutrition and Metabolic Processes Study Section; and (6) neuroendocrine research was consolidated in the Integrative and Clinical Endocrinology Study Section.
Summarizing the modifications made to the guidelines, Dr. Postow said a paragraph was added about the ongoing development of other IRG guidelines.  Shared interest statements were expanded, and areas of research were added based on the public comments received.  In addition, clinical research was focused in fewer study sections.   

Dr. Matthews asked how Dr. Postow worked through all the many public comments.  He said that he called boundaries team members and other experts and discussed all the contentious comments.  In resolving the focused and less contentious concerns, he held more limited discussions with a few representatives of the affected parts of the community.  He explained that CSR could not accommodate some suggestions to create more specific study sections, because there were not enough applications submitted in these areas.  Dr. Matthews said that this IRG was a very challenging one, because endocrinology, metabolism, and nutrition are the bedrocks of many other areas of research.   CSRAC members agreed that the guidelines should be recommended for implementation.

Surgical Sciences, Biomedical Imaging and Bioengineering IRG
Dr. Postow noted that CSRAC members agreed at their last meeting to hold off final consideration of the proposed guidelines for the Surgical Sciences, Biomedical Imaging and Bioengineering IRG until the area of transplantation could be placed in the appropriate IRG.  He suggested that these guidelines be considered again, now that transplantation research has been placed in the Immunology IRG.  Dr. Matthews asked CSRAC members if they thought they needed to discuss these guidelines further.  Dr. Soybel said that this was not necessary, since the only outstanding issue was the placement of transplantation research.  He recommended that these guidelines be endorsed.  CSRAC members agreed, and the motion was approved.

Continued Evaluation of the Neuroscience IRGs

Dr. Karl Malik, Acting Director, CSR Office of Planning, Evaluation and Analysis, reminded CSRAC members that he provided preliminary data on the evaluation of the neuroscience IRGs at their September 2002 meeting.  He then reviewed the history of these IRGs.  In 1992, Congress had three research components of the Alcohol, Drug Abuse and Mental Health Administration (ADAMHA) transferred to NIH:  (1) National Institute of Mental Health, 

(2) National Institute on Drug Abuse, and (3) National Institute on Alcohol Abuse and Alcoholism.  Instead of transferring or "shoehorning" the ADAMHA peer review committees into CSR, the affected parties jointly agreed to reorganize the NIH peer review structure for neuroscience, behavioral and social science, and AIDS study sections.  To plan this reorganization, consultants were recruited from the NIH funding Institutes and the affected scientific communities.  The neuroscience IRGs were reorganized first, with 21 new study sections organized under three IRGs:  Brain Disorders and Clinical Neuroscience; Integrated, Functional and Cognitive Neuroscience; and Molecular, Cellular and Developmental Neuroscience.  These new IRGs began meeting for the first time in June 1998.  

Early in the reorganization process, NIH recognized the need to evaluate the outcome.  

Dr. Malik described three columns or legs of evidence that were gathered and analyzed:  

(1) assessments from the IRG Working Groups developed to evaluate the IRGs, (2) surveys of applicants and program staff, and (3) internal data on the assignment of applications and the distribution of priority scores.  Prior to the meeting, CSRAC members were given a draft report detailing this evaluation effort:  “Reorganization of Peer Review for the Neurosciences at the Center for Scientific Review:  A Retrospective Evaluation.” 

IRG Working Group Reports

CSRAC members recommended the development of IRG Working Groups to provide advice on the organization, management, and leadership of the IRGs.  Active and widely respected researchers were recruited as each IRG Working Group was formed.  Members of the neuroscience IRGs Working Group attended study section meetings during the October 2000 council review round, and their reports were submitted to CSRAC in September 2000 and January 2001.  

Dr. Malik explained how these reports had three consistent themes:  (1) they recognized a need for more senior or experienced reviewers, (2) they noted a need for training reviewers and chairs, and (3) they suggested that fellowship applications either be reviewed in separate meetings or in a block to ensure that reviewers appropriately assessed their unique aspects.  He said that it is important to note that these concerns apply to all CSR study sections, and CSR either addressed them or is working to address them.       

Neuroscience Surveys

CSR recruited Dr. Georgine Pion from Vanderbilt University to develop two surveys.  The first was given to recent researchers who submitted R01 applications to CSR’s newly reorganized neuroscience study sections between June and November 2000 in order to assess their satisfaction with the review of their applications.  Survey participants who also submitted an application the year before the reorganization were asked to judge how the quality of their reviews had changed and the possible reasons for any change.  A second parallel survey was given to neuroscience program staff to collect their views on how well the new study sections are functioning.  A total of 17,058 applicants and 105 program staff members were asked to complete surveys.  Response rates for both groups were high, although the response rate was lower for staff from the National Institute of Neurological Disorders and Stroke (NINDS).    

The majority of applicants participating in the survey said they were mostly or completely satisfied with most aspects of their reviews:  the assignment of their application to a study section, reviewer expertise, reviewer understanding of their proposals, and time to receive their summary statement.  Only 45.7 percent of these applicants said they were mostly or completely satisfied with the usefulness of reviewer comments.  Overall, 51.1 percent of them said they were mostly or completely satisfied with the handling of their application, 28.3 percent said they had mixed experiences, and 20.6 percent said they were completely dissatisfied.  Dr. Malik explained that applicant satisfaction was highly correlated to funding outcome.  

When asked to compare reviews they received before and after the reorganization, applicants overall appeared to be neutral on the changes, with approximately a third saying their reviews improved, a third saying they were the same, and a third saying they were worse.  Dr. Malik said that the situation may be better than these data suggest.  He explained how Dr. Pion compared this data to that collected in a similar 1994 reviewer satisfaction survey.  The earlier study found neuroscience applicants had generally lower rates of satisfaction across all five factors assessed.  Dr. Malik added that 56 percent of the neuroscience applicants funded in 1994 indicated they were satisfied with their reviews, while 87.2 percent of the neuroscience applicants funded after the reorganization indicated they were satisfied.  

Dr. Malik then focused on the recent survey of neuroscience program staff members.  Ninety-five percent of those taking the survey indicated that CSR's neuroscience study sections were good to excellent at identifying the most meritorious science.  They also indicated a relatively high level of satisfaction with reviewer characteristics.  One soft spot was the ratings for reviewers’ “ability to accommodate emerging areas of research.”  Dr. Malik said that NINDS staff tended to assign lower ratings to all reviewer characteristics.  He noted that CSR's neuroscience IRG Chief as well as its Deputy Director, Dr. Brent Stanfield, had a meeting in January 2003 with NINDS neuroscience program staff members and the Director of the NINDS Division of Extramural Research, Dr. Connie Atwell.  This meeting was very positive and productive, and future meetings are planned to address NINDS concerns further.  

Dr. Malik continued by saying that there was no aspect covered by the surveys that a majority of program staff or applicants gave a "dissatisfied" rating.  Those aspects that were given relatively lower ratings represent concerns others have raised about study sections in general, and CSR has ongoing efforts to address them.

Internal Data Analysis

Two principles of the neuroscience reorganization were (1) that applications being considered by a study section should be determined by scientific focus, rather than by professional affiliation of the principal investigator, and (2) review should be flexible and the range of scientific expertise among study sections should overlap.  The expected outcome was that fewer study sections would be dominated by or "captive" to one IC.  Dr. Malik said that, study sections are commonly defined as "captive" at NIH if 80 percent or more of the applications reviewed are assigned to a single institute.  Prior to the reorganization over 60 percent of CSR's neuroscience study sections were considered captive study sections.  He said there was a dramatic drop following the reorganization.  From fiscal year 1997 to 1999, the number of captive study sections dropped from 21 study sections to 2.  This level of IC captivity has been largely sustained since.   

Another means of assessing the success of the reorganization is whether or not one group of applications is advantaged or disadvantaged.  Dr. Malik said that the percentage of applications assigned to NINDS that fell into the 10th and 20th scoring percentile were closest to the expected 10 and 20 percent levels.  Applications assigned to the National Institute on Aging were less well represented in the 10th and 20th percentile.  There also appears to be a trend for a decrease in the applications assigned to the National Institute of Mental Health scoring in the 10th and 20th percentile.  He suggested CSR continue to monitor scoring behavior in the neuroscience study sections.

Future Considerations

Dr. Malik summarized his presentation and said that all three means of assessing CSR's neuroscience study sections generally indicate that they are functioning well.  He asked CSRAC members if they thought the data presented supported this conclusion and if this three-part evaluation approach would be useful for future evaluations.  The behavioral and social sciences study sections, which were reorganized after the neuroscience study sections, are now due for an evaluation.

Dr. Leon said that he was pleased with the presentation and glad to know that things had gone as well as they had.  He suggested that the report Dr. Malik presented should be posted on CSR’s Web site so that researchers in areas facing reorganizations might be comforted to know that CSR has successfully reorganized a set of IRGs.  

Dr. Leon then asked for more information on the lower level of satisfaction shown by NINDS program staff.  Dr. Malik said NINDS program staff indicated that they were familiar with 7.8 study sections, while program staff overall indicated that they were familiar with 4.1 study sections.  NINDS program staff thus has had the extra aggravation of keeping track of many more study sections than before the reorganization.  Dr. Stanfield explained that each NIH Institute divides its portfolio into program areas according to their own scheme.  Some Institutes divide their portfolio according to CSR’s study sections, while NINDS does not.  Dr. Alan Willard, Chief of the NINDS Review Branch, said that there had been a lot of program staff turnover at NINDS since the reorganization, and if the survey were given again, it would likely show that NINDS program staff is more satisfied.  

Dr. Matthews said that she also thought the neuroscience evaluation report brought good news, and that it was particularly heartening to know that 50 percent of the unfunded applicants surveyed indicated that they were satisfied.  She said it would have been good to receive feedback from the reviewers in the new study sections.  Dr. Malik said that CSR had data from a reviewer satisfaction survey that may be useful.  Dr. Matthews continued by saying that these evaluations show the community that what it says matters and that CSR is responsive.  It is thus essential for these evaluations to continue.  She recognized the value of assessing internal data and reviewer satisfaction surveys and the value of continuing the IRG Working Group evaluations.  Dr. Matthews suggested that future surveys could be expedited and less costly if CSR pooled program staff and only sampled applicants and study section members.  She suggested that more might be done to assess better the potential causes for any dissatisfaction indicated in program staff.  

Dr. Pugh focused on the emphasis given to captivity and asked how the ICs look at this issue.  Dr. Ehrenfeld said that the push to eliminate captivity came from the IC Directors.  They felt that having their applications reviewed together with other applications in the same general scientific areas lets them know how well the science they fund matches up with that funded by other Institutes.  They are thus more likely to fund research of a higher quality.  

Dr. Berget said that she originally was disappointed that the neuroscience surveys did not show a greater increase in applicant and program staff satisfaction.  As she thought about how large the reorganization was, however, she realized that it was amazing there was not a dramatic decrease in satisfaction.  She now sees that the surveys show that the reorganization effort was indeed a success.  Dr. Ehrenfeld said that CSR had learned a lot as its reorganizations have progressed, and there was now a greater emphasis on addressing emerging areas of science.  

Dr. Lucia Rothman-Denes noted that 26 percent of the applicants surveyed indicated that study section assignments were worse after the reorganization.  She said that this situation could be solved easily if these applicants knew they could suggest where their applications are reviewed.  Dr. Ehrenfeld said the neuroscience community is now more aware of this option following the reorganization, and self referrals increase after IRG reorganizations.  Drs. Rothman-Denes and Berget raised questions about comparing data from two different points in time.  Dr. Berget emphasized that funding environments were different, and levels of satisfaction may not be comparable, since funding is correlated with satisfaction.  Dr. Malik said that 32 percent of the 1997 cohort received funding while 36 percent of the current cohort received funding.  

Dr. Berget suggested that CSR should not draw too much from comparing these cohorts.    

Dr. Soybel focused on what more useful information could be gained from future IRG evaluations.  He asked if NIH should seek to find out if the funded research is more innovative or if the new investigators that are funded receive further funding.  He asked if the Institutes could provide information that could indicate whether they are funding better science.  Dr. Ehrenfeld said that these are important issues, but it may be difficult to answer them since there is no control group that can be used to compare the effects of the reorganizations.  In addition, the kinds of applications received over the 5 years after the reorganization have changed significantly; hence, it would be difficult to quantify and compare scientific advancements.  

Dr. Soybel asked if it would be sufficient to gage success of the reorganizations by the degree to which consultants say that the subsequent reviews are fair and the applicants say no harm has been done.  Dr. Matthews said this question could not be answered quickly, and she suggested that CSRAC members might want to form a working group to discuss it further.

Dr. Pugh focused on the neuroscience evaluation report and said that it was important to release it so that the neuroscience community will know that its interests were well served and the greater scientific community can see that the reorganizations can be successful.  He suggested that the report be modified to include a brief explanation about the importance of reducing instances where study sections are captive to one Institute’s applications.  

Dr. Leon said that he thought that CSR should continue its evaluations to ensure that nothing goes wrong as each group is reorganized.  He said that it was also important to see what could be done to assess the quality of the research that is funded so that CSR may be able to identify areas where it can make improvements.  

Dr. Matthews said that she supported the idea of seeing if the ICs could supply additional data that would help assess the reorganization and better assess program staff sentiments.  She said that CSRAC members appeared to support the release of the neuroscience evaluation report if it included more information on captivity and a proviso on the limits of comparing data from the two reviewer surveys.  With no objections, she asked for the next presentation.

New Investigator Grant Applications

Dr. Schneider discussed the factors that have brought attention to new investigators at NIH.  In 1998, NIH discontinued its R29 grant mechanism.  It was intended to provide research support to new investigators, but R29 grants did not give them sufficient support to become established researchers.  NIH, however, made a commitment to continue funding new investigators.  

Dr. Schneider then said that the definition of what is a new investigator now varies.  R29 grants were only awarded to investigators who completed their training within the last 5 years.  To simplify the identification of new investigators, NIH programmed its tracking system to define new investigators as those who have never received NIH funding.  Some NIH publications give this definition of a new investigator.  Instructions for the 398 application, however, state that applicants who have received small starter grants (R03, R15, R21, K01, K08, K22, or K23) will be considered as new investigators, and new investigators are asked to check a box on the 398 form.  He said that additional attention to this issue was raised by Dr. Shirley Tilghman in a Science magazine article:  "NIH Grantees:  Where Have All the Young Ones Gone?"  An accompanying graph showed that the number of grantees 35 years old or younger has decreased in the last 20 years to the point that it will soon be zero, while the number of grantees 46 years old or older has risen.  

Dr. Schneider said that this phenomenon might be related more to training than to funding.  He compared the funding success rates of new investigators and experienced investigators proposing new research for all council review rounds between January 2001 and May 2002.  Their success rates were not significantly different—21.2 percent and 21.8 percent respectively.  He added that funding for new investigators rose about 10 percent between 1995 and 2002.  Funding decisions are made by the ICs, but it is still important to ensure that new investigator applications are reviewed consistently and fairly.  Dr. Schneider compared the number of new investigators and experienced investigators with new proposals that received scores better than the 25 percentile across CSR's four review divisions.  He explained that the experienced investigators had a small 2 percent advantage over new investigators.  To get a better handle on this issue, Dr. Schneider examined three groups of study sections that on average appeared to favor, disadvantage, or give equal treatment to applications from new investigators.  In fact, except possibly for a very few study sections at the extremes, CSR study sections are scoring new investigator applications no better or worse than new applications from experienced investigators, but with considerable round-by-round variation.  He suggested the variation observed is probably not due to differing levels of harshness or ill intentions, but to variations that are not understood.

Dr. Ehrenfeld attempted to address this situation last April, when she sent an e-mail encouraging SRAs to remind their reviewers that applications from new investigators should be judged in a manner appropriate for their current career stage.  Less emphasis should be given to their preliminary data, and more emphasis should be given to their proposal's rationale and the strength of their training.  She also encouraged the SRAs to provide feedback to their study sections on how they have been scoring new investigator applications.  SRAs were also asked to review new investigator guidelines and previous scoring behavior at each study section meeting.  Dr. Schneider said that subsequent scoring patterns did not appear to change, but he suggested improvements might follow if the message is repeated and reinforced.

Dr. Schneider then listed options for further addressing how new investigator applications are reviewed:  (1) monitor the review of these applications and continue providing feedback and orientation to reviewers, (2) set a threshold for triggering additional measures, (3) use a more liberal target range for scores instead of using the top 25th percentile, (4) supplement new investigator summary statements with a "constructive" critique, and (5) discontinue streamlining applications.   

Dr. Rothman-Denes said that she was impressed by the fact that experienced investigators with new applications fare about as well as new investigators.  She acknowledged the importance of giving extra weight to training and promise when reviewing new investigator applications, and the difficulty of reviewing them when they are mingled with applications from experienced applicants.  Dr. Rothman-Denes said that she had found it helpful to review new investigator applications as a block.  She continued by noting how all applications for new research projects—whether they are submitted by new or experienced investigators—seem to face the same challenge.  Study sections often place a high priority on feasibility, which often leads them to be hesitant to give good scores to applications for new research projects.  

Dr. Lindstrom said that the data supports her impression that there are round-to-round variations in the quality of the applications submitted, but she emphasized the importance of monitoring the study sections and reminding the chairs and reviewers about the importance of giving new applicants appropriate reviews.  Dr. Lindstrom continued by saying that she still favored streamlining applications but that it was important that new investigators receive appropriate feedback in review critiques.  She concluded her comments, saying that as NIH research expands there will be more and more new applications from experienced researchers who were previously funded by the Department of Defense and the National Science Foundation.  

Dr. Berget noted that the ability of new investigators to compete for R01 funding has been influenced by reductions in training grants provided to new researchers in the biological sciences.  Lowering the standards for reviewing applications from new investigators may actually harm these individuals, because they might not be able to successfully compete for future funding.  She suggested that it might be better to increase training funds instead, and then she said that the NIH Institutes must take responsibility for the degree to which they need to encourage new researchers.  Dr. Leon agreed with her.  He said that he was surprised by the fact that funding for new investigators has not risen as NIH has dramatically increased its level of support for grants.  CSR is doing its job, but the Institutes need to do more to address this situation.  Dr. Pugh said he also agreed, and he proposed that, rather than encourage reviewers to treat new applicants differently, the Institutes should be encouraged to fund more of these applicants.  

 Dr. Matthews asked if new-investigator applications were streamlined more often than other applications.  Dr. Schneider said the he did not look at this data but he knew that there were a number of study sections where the median score for a new investigator application is unscored. After discussing this issue further, Dr. Matthews asked about the reapplication rate of new applicants who had first submitted an application that was subjected to a streamlined review.  

Dr. Stanfield explained that CSR examined this issue 2 years ago and found that new investigators were no less likely to resubmit an application than experienced investigators were after their original application was streamlined.  

Dr. Soybel suggested that the summary statements provided to new investigators include additional information about which strengths and weaknesses were considered important.  

Dr. Matthews said that this was a training issue and reviewers of all applications should be encouraged to be clear about what is important in their reviews.  Dr. Ehrenfeld noted that the data Dr. Stanfield mentioned suggests that new investigators are able to benefit as well as experienced investigators from their summary statements, and she agreed with Dr. Matthews on the value of improving the quality of feedback to all applicants.  Dr. Leon suggested that NIH could highlight existing guidelines for new applicants on the Web page where the 398 application form is downloaded.  

Dr. Matthews summarized the discussion, saying that CSRAC members endorsed the idea of monitoring how well new investigators fared in review.  There was interest in seeing additional data on the applications that fall in the lower end of the distribution curve and on what happens to them.  There was support for looking into the possibility of doing more to train reviewers to write more cogent reviews.  She added that it was important to take into account the responsibility NIH Institutes have for funding new investigators.

Mock Study Section Video

Dr. Michael Sayre, SRA, CSR Cell Development and Function 1 Study Section, discussed progress on developing a video of a mock CSR study section meeting to make the review process more transparent to applicants and new reviewers.  A full-length, rough-cut of the video was produced and shown to small test audiences at Johns Hopkins University, Georgetown University Medical Center, and the Kansas City Area Life Sciences Institute.  These audiences were mixed in regards to their senior/junior status, although two separate groups of junior and senior faculty members saw and commented on the video at Georgetown University.  Dr. Sayre said the feedback these groups provided will be helpful in improving the video and making it useful to a wider audience.  Viewers generally were very enthusiastic about the fact that the video was being produced, and those who had served on study sections said the video gave an accurate representation of a study section meeting.  

Dr. Sayre then listed many of the recommendations from these viewers:  (1) show more people on the committee, (2) discuss an outstanding R01 grant application; (3) provide an example of a revised application review; (4) explain the triage process and when it is used; (5) explain the roles of other reviewers; (6) clarify score and percentile issues, particularly how they are calculated and used; (7) add discussion of budget issues; (8) explain how reviewers are chosen and assignments are made; (9) explain study section referral and self-referral options; 

(10) identify/explain the role of people sitting in the back of the room (program staff) and what happens after the initial review with program staff and advisory councils; and (11) explain that K and R03 and similar applications do not "compete" with R01s and are often reviewed separately.  

Two CSRAC members also showed the video to small groups at their respective institutions.  

Dr. David Williams showed the video to eight behavioral sciences postdocs at the University of Michigan.  He told Dr. Sayre that they thought the video was good in regards to the study section discussions and grantmanship and weak in regards to human subjects issues.  His viewers asked for more information on budget issues, member selection, and scoring and referral issues. 

Dr. Matthews also showed the video to a group at the University of Pittsburgh, but Dr. Sayre was unable to discuss the resulting comments because they had not yet arrived in the mail.  

Based on comments received so far, Dr. Sayre discussed a few ideas for improving the video:  add silent footage of a real study section meeting and add narration in various places to explain  (1) meeting size, (2) reviewer selection, (3) the triage process, (5) scoring procedures, and (6) the post-review efforts of program staff and Institute advisory councils.  CSR intends to analyze and quantify the survey data it recently received from the test audiences to further identify weaknesses.  He added that the video would be placed in the context of a Web tutorial, with links to reviewer guidelines and other relevant information from CSR's Web site and the Web sites of the Office of Extramural Research and the ICs.

After the video was shown to CSRAC members, Dr. Sayre asked for their comments and general suggestions on how to proceed.  Dr. Rothman-Denes said that she was impressed with the video.  She acknowledged that it would be impossible to add a new study section discussion of an R01 grant, but she encouraged CSR to make all the other modifications that they could.  Dr. Berget said she was also impressed by the video.  She, however, raised a few concerns.  The presence of computers in front of the reviewers needs an explanation so viewers will not conclude that they are being used to write critiques.  Dr. Berget also suggested that CSR take a hard look at the discussion of the proposed clinical trial so it is appropriately attuned to patient perspectives.  

Dr. Colvin said that he thought the video was very good and the clinical research discussion it portrayed was germane and typical.  Dr. Winkler also said that he liked the video.  Dr. Matthews then noted Dr. Berget's comment on how patients might view the video, and suggested that CSRAC members consider other unintended consequences.  She said that the K award discussion focused on the research plan, and viewers may not fully appreciate the importance of detailed mentoring and career development plans.  She also said there was a need for additional information on scoring.  Dr. Matthews said that reviewers in the Pittsburgh group that viewed the video thought it would be useful in showing new reviewers how study sections work.  It also might be useful if the video said something about different circumstances and standards that arise in different study sections.  Dr. Ehrenfeld mentioned another unintended consequence:  new reviewers could be influenced by the specific scoring pattering presented in the video and be out of sync with the scoring pattern of their individual study section.  Dr. Rothman-Denes returned to the K award discussion and said it was important for the video to emphasize a balance in evaluations of the applicant's track record, mentoring, and research plan.  

Dr. Matthews asked about the timeline for releasing the video, and Dr. Ehrenfeld said that the video might be completed by the next CSRAC meeting.  Dr. Pugh asked if CSRAC members could view the video ahead of time via the Web.  Dr. Ehrenfeld said that CSR might be able to make the video portion of the Web site available before the next meeting.  Dr. Leon said that he would be happy to see the Web version when it is complete, but CSR need not wait until the next CSRAC meeting to move forward.  CSRAC members agreed with the understanding that they would have an opportunity to see the video before it is released.  

Review of Clinical Research

Dr. Theodore Kotchen, CSR Special Advisor on Clinical Research, discussed journal articles that have been written over the last 20 years on the declining numbers of clinical investigators.  He then presented a bar chart with data from the American Medical Association (AMA) that showed how the number of clinical investigators at academic institutions decreased by 20 percent from 1990 to 2000.  Peer review is not a major factor responsible for this decline, but CSR is compelled to determine if the review process discriminates against clinical research.  If it does, CSR should develop recommendations for the review of clinical research applications.  

NIH data on all applications submitted to NIH in a 5-year period from 1997-2001 were examined.   M.D. investigators consistently submitted 25 percent of these applications and received 27 percent of the awards.  Dr. Kotchen said that it would appear that the peer review process does not discriminate against physicians, although he noted that not all researchers with an M.D. conduct clinical research, and not all clinical research is conducted by physicians.  In looking at the number of applications submitted and funding by age group and degree, he found that few young physicians submitted applications, but the distribution curves between physician and non-physician applications submitted and funded are parallel.  During the 5-year study period, the average amount awarded to physicians was greater than the average amount awarded to non-physicians.  Dr. Kotchen said that he was not surprised by this data, since clinical research is inherently more expensive.  

CSR has focused on the most recent data in an effort to begin evaluating the outcomes of the peer review of clinical research proposals.  Dr. Kotchen said that CSR has examined median scores and funding for physician and non-physician applicants for R01 and other grants for the May 2002 council review round.  Scores for the October 2002 were also included, although funding data for this period was not yet available.  Overall, there was little difference between the scoring and funding of physician and non-physician applications, although physicians had slightly more favorable median scores and funding rates, which were both statistically significant.  Dr. Kotchen said that the only exception was the scoring and funding of F applications.  The median scores of F grant applications submitted by physicians were less favorable.  He noted that only about 10 percent of the F applications submitted come from physicians.  

Dr. Kotchen said it was difficult to isolate clinical research applications for this analysis, and explained that CSR then compared applications that indicated the proposed research would involve human subjects with those that did not.  A project was determined to be "clinical" if the application was assigned a human subjects code by the NIH receipt office.  This would include all applications in which the applicant checked "Yes" on page one of the application.  He explained that research involving human subjects includes a wide spectrum of applications, e.g., physiologic studies involving patient samples and epidemiological and behavioral studies.  Overall, human research applications received somewhat less favorable priority scores and were funded at a somewhat lower rate when compared to applications that did not involve human subjects. 

CSR examined how different densities of "clinical" research applications in different study sections for the May 2002 council rounds were related to scoring and funding levels.  The median priority score was less favorable when study sections reviewed smaller numbers of "clinical" research applications.  Scoring data for the October 2002 round, however, failed to show less favorable scoring levels for these applications.  Dr. Kotchen explained that this definition of "clinical" research was not very rigorous, so it was difficult to interpret this data.

After some SRAs said that review groups tend to give less favorable scores to applications that raised human subject concerns, CSR examined this group of "clinical" applications again and found that almost 20 percent of them raised patient security or privacy concerns in review.  Overall, applications that were not cited for these concerns fared better in scoring and funding.  Dr. Kotchen said that it is clear that a significant number of clinical researchers are not paying sufficient attention to human subject concerns within their applications.      

In summarizing his presentation, Dr. Kotchen said that review outcomes do not appear to differ between physicians and non-physicians.  Review outcomes are less favorable for "clinical" applications, and among "clinical" applications, outcomes are less favorable for those with human subjects concerns.  He then discussed recent CSR initiatives that will affect the review of clinical applications:  (1) the ongoing study section reorganization seeks to assure that clinical applications are reviewed in study sections where they represent 30 percent or more of the applications, (2) two clinical study sections were created—clinical oncology and clinical cardiovascular study sections, (3) supplementary guidelines for the review of clinical applications were developed, and (4) a pilot study was initiated to evaluate the stratification of "clinical research" into seven subtypes. 

Dr. Colvin said he welcomed this analysis and encouraged CSR to proceed with separating out the different subtypes of "clinical" research so that it can see how well applications for clinical trials and other clinical interventions fare.  Dr. Soybel noted that the AMA reports that the number of physicians in research decreased from 15,500 to 13,000 between 1990 and 2000 while NIH has not reported a decline in physician applications.  He suggested that CSR consider looking into whether physician researchers are submitting more applications.  Dr. Soybel added that it was important for CSR to separate two central questions—is good clinical research encouraged by being reviewed fairly and funded? and are physician investigators being lost in the system no matter what type of research they seek to pursue?  He suggested that CSR examine their proposals and determine how well different types of proposals fare, such as those for new techniques, new experimental methods, and drug discovery, as well as those seeking to determine the safety and efficacy of new treatments. 

Dr. Pugh said that the data Dr. Kotchen had presented is very valuable, and he suggested sharing it with the community, so that it will know the degree to which clinical research applications are being reviewed fairly.  He also said that it would be valuable to share the data on human subjects concerns with the universities, so they could take steps to educate their applicants.  Dr. Matthews agreed on the importance of sharing all of this data with the community, although she acknowledged how CSR is continuing to collect and analyze new data.  Dr. Leon shared these opinions, and he suggested that CSR produce a journal article in response to the many that have been written about this issue.  

Agenda for the Next Meeting

Dr. Matthews listed possible agenda items for the next CSRAC meeting:  (1) improvements that might be made in scaling application scores, (2) the possibility of granting applicants the opportunity to respond to minor questions without having to resubmit their applications, 

(3) conflicts of interests in the review of SBIR applications, (4) oversight rules for non-chartered study sections, (5) training reviewers to write better reviews, (6) evaluation of new IRG guidelines, (7) the practice of unscoring applications, (8) the reviewer checklist for regulatory issues, (9) the review of the behavioral sciences IRGs, (10) new investigators and how well their resubmitted applications fare, and (11) triaging applications.  

In her concluding remarks, Dr. Matthews recounted her 4-year association with CSRAC.  She said that she had grown to appreciate CSR's "fine" staff members and the challenges they face providing good reviews.  After thanking everyone for the support she received, she said she knew that Dr. Leon would be a good steward as the next CSRAC Chair.  Dr. Ehrenfeld said that it had been a "great pleasure" working with her.

With no other business to address, CSRAC adjourned the meeting at 11:11 a.m.

We do hereby certify that, to the best of our knowledge, the foregoing minutes of the 32nd meeting of CSRAC are accurate and complete.  The minutes will be considered at the 33rd meeting of the Advisory Committee, and any corrections or comments will be made at that meeting. 
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Chair
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