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Welcome and Opening Remarks

Dr. Leon welcomed members and participants to the CSR Advisory Committee (CSRAC) meeting.  He then asked members to consider the minutes from CSRAC's May meeting.  After they were approved, Dr. Leon asked CSR’s Acting Director, Dr. Brent Stanfield, to present his update.  

CSR Update

Workload

Dr. Stanfield explained that the numbers of grant applications received by CSR jumped 

15 percent in fiscal year (FY) 2002 and 27 percent in FY 2003, which represents a nearly

50 percent increase over this 2-year period.  He noted that receipts through the end of August 2004 are up a more moderate 9.4 percent, but these increases still represent a challenge.  

In managing its workload, CSR hired 14 scientific review administrators (SRAs) and lost 3 SRAs since May 1, 2004.  CSR currently has 204 SRAs on board, including 21 Integrated Review Group (IRG) chiefs and excluding its 19 interns.  CSR has also promoted two SRAs to serve as assistant chiefs of the Oncology and the Biophysical and Chemical Sciences IRGs.  In addition, three SRAs were named as new referral officers in the Division of Receipt and Referral.  

Dr. Stanfield continued by focusing on the four challenges CSR faces in managing its increasing workload:

1.
SRA Staff —Based on the number of applications received in the last three rounds and the optimal SRA workload, CSR has a need for 34 additional SRAs.  CSR has submitted budget and personnel requests for these SRAs; however, it will not likely receive everything requested.  

2.
Support Staff—On October 1, all grants technical assistants (GTAs) will be transferred to the new Division of Extramural Activities Support (DEAS) of the Office of Extramural Research (OER).  CSR's support staff will thus no longer report directly to CSR.  New processes for supporting the SRAs will be implemented, with fewer staff members performing the same support functions as before.

3.  
Budget Outlook for the National Institutes of Health (NIH)—The President's budget proposal for FY 2005 calls for a 2.6 percent increase in NIH funding.  The U.S. House of Representatives approved this increase, while a related appropriations bill passed by the U.S. Senate proposes a 4 percent increase.  In this budget environment, any increase in CSR funding is unlikely to keep pace with increases in CSR's workload.  

4. Electronic Grant Submission—In FY 2005, NIH will allow applicants to submit electronically R01, R03, and R21 applications that have modular budgets and no subcontracts.  CSR could receive between 10 and 10,000 applications electronically in 

FY 2005.  Despite working diligently with OER and those developing input systems, CSR is uncertain how it will manage dual receipt modes.  To ensure that reviews are fair regardless of how applications are submitted, CSR will seek consistency in printing quality for copies given to the assigned reviewers.  

CSR's Reorganization

In October/November 2004, CSR will enter its final implementation cycle for the new IRGs restructured according to recommendations of the Panel on Scientific Boundaries for Review (PSBR).  During the upcoming review round, 15 study sections within the new Genes, Genomes and Genetics IRG and the reorganized Infectious Diseases and Microbiology IRG will hold their first meetings.  Starting in October 2004, applications will begin arriving for the last IRGs to be formed as part of the PSBR reorganization:  the Cell Biology IRG and the Biological Chemistry and Macromolecular Biophysics IRG.  The PSBR reorganization will be complete in February/March 2005 when study sections that make up these IRGs have their first meetings.  While this marks the end of the implementation of the PSBR reorganization, it is only the beginning of the continuing monitoring and evaluation that is necessary to ensure the ongoing success of these efforts.

NIH Updates

NIH Director's Pioneer Award Program:  This NIH Roadmap initiative will soon make its first awards to individuals of exceptional creativity and ability who wish to test and develop new, ground-breaking approaches to biomedical problems.  This initiative is being cochaired by CSR's former Director, Dr. Ellie Ehrenfeld, and by Dr. Stephen Straus, Director of the National Center for Complementary and Alternative Medicine.  In April 2004, NIH received 1,340 nominations for these awards.  The next month, NIH invited approximately 240 nominees to apply.  Twenty-one finalists were interviewed in August 2004, and NIH expects to announce 5-10 awardees in September 2004.

CSR Director Search:  The NIH Director, Dr. Elias Zerhouni, is interviewing candidates to become the next CSR Director.  He has indicated that an announcement will be made in the next few months.

Ethics:  To ensure accountability and to increase awareness of ethics regulations and policies, an "Ethics Critical Element" was added to the performance contracts for all NIH Deputy Ethics Counselors and all NIH supervisors.  This element delineates specific areas of responsibilities these individuals have in promoting and enforcing strict adherence to ethical standards, regulations, policies, and procedures.  In addition, all NIH employees now must undergo mandatory face-to-face ethics training.  New ethics regulations for NIH employees are being developed for implementation in FY 2005.

New Guidance From the Office For Human Research Protections:  The Department of Health and Human Services (DHHS) has issued new guidelines that will alter what NIH considers to be human subjects research.  Studies involving human data/specimens disassociated from particular patients will no longer be considered human subjects research.  NIH has not yet implemented this change.

Revised NIH Peer Review Criteria

Dr. Stanfield explained that the NIH Roadmap initiative has called for NIH to better nurture translational and clinical research.  To this end, the Trans-NIH Clinical Research Workforce Committee has taken on the task of developing revisions to the NIH peer review criteria.  An overview of this effort was provided by one of the committee's members, Dr. Robert Star from the National Institute of Diabetes and Digestive and Kidney Diseases.

Dr. Star said that the development of these revisions involved broad input from (1) the Trans-NIH Clinical Research Workforce Committee, (2) the Roadmap Interdisciplinary Research Committee, (3) NIH policy and review committees, and (4) 20 study section chairs, who beta tested the revised review criteria.  The revisions were subsequently approved in August 2004.  

These efforts were guided by a set of philosophical principles:  (1) the review criteria should ensure rigorous and fair reviews; (2) there should be a single set of review criteria for all types of clinical and nonclinical research; (3) the target audience was reviewers, though applicants are expected to modify their applications accordingly; (4) changes should be kept to a minimum; and (5) the review criteria may be changed for different requests for applications (RFAs). 

Dr. Star continued by summarizing the revisions:

The Opening Paragraph emphasizes that an “application need not be strong in all categories to be judged likely to have a major scientific impact.”

The Significance Criteria now covers the degree to which the aims of an application may advance “clinical practice” as well as scientific knowledge, and the possibility that the proposed studies may have an effect on the development of “technologies, treatments, services, or preventive interventions.”

The Approach Criteria now includes the word “clinical” in parallel with the word “conceptual."  In addition, “well reasoned” was added to the list of appropriate qualities of the aims of an application.  

The Innovation Criteria was revised to emphasize the main question:  “Is the project original and innovative?”  Three examples were highlighted:  “Does the project challenge existing paradigms or clinical practice; address an innovative hypothesis or critical barrier to progress in the field?  Does the project develop or employ novel concepts, approaches, methodologies, tools, or technologies for this area?”

The Investigator Criteria was expanded to include the degree to which the research team brings “complementary and integrated expertise to the project (if applicable)."

The Environment Criteria was changed to include either new subject populations that are part of the research environment or those that permit research that could not be done otherwise.

The Overall Evaluation Section now includes how proposed work may “improve clinical decisions or outcomes.”

Dr. Star explained that these changes will apply to all grant applications submitted for receipt dates after January 10, 2005, and thus will apply to all those reviewed for the October 2005 Council round.  An OER implementation committee is working to (1) develop a major communications effort to get the word out to applicants and reviewers, (2) change the 398 application form and Web site, (3) deploy a training program for SRAs and reviewers, and 
(4) develop an evaluation to gather feedback from reviewers, applicants, and NIH staff.

Discussion

Dr. Leon commended these developments, saying that the propose revisions would advance both clinical and nonclinical reviews.  Dr. Craig McClain emphasized the importance of educating reviewers and asked Dr. Star to elaborate on the plans to do this.  Dr. Star said that a NIH Guide notice and a list of frequently asked questions had just been drafted. Training materials for SRAs will be developed next.  Members of standing review committees will receive training one grant cycle before the review criteria go into effect, and will be encouraged to learn more from the Web pages that will be developed for the revised criteria.

NIH e-Gov Update

Dr. Stanfield introduced Dr. Israel Lederhendler, who is helping NIH coordinate its e-Gov activities while OER seeks someone to do this on a full-time basis.  Dr. Lederhendler said he would discuss three aspects of electronic administration:  (1) electronic receipt of applications, (2) the electronic research administration (eRA) system called the “Commons,” and (3) new knowledge management initiatives.

Electronic Receipt

Dr. Lederhendler said that NIH will soon permit applicants to submit simple R01, R03, and R21 applications electronically, including both new and competing renewal applications.  There will be three modes of submission:  (1) through service providers, who have developed software interfaces financed by small business grants; (2) through portals that may be developed by applicant institutions; and (3) through a general Government grants Web page (http://grants.gov).  A pilot test will be conducted in October/November 2004.  In addition, NIH will advance in testing the submission of applications with full budgets.  In February/March 2005, NIH will continue pilot tests, including those involving the submission of electronic supplements as well as submission of corrections and additional supplements after applications have been submitted.  

The NIH eRA Commons

The Commons is a secure database that allows applicants and grantees to receive and submit information on their applications/grants.  As of August 2004, 1,676 institutions and 24,098 users have registered to use this system.  Approximately 94 percent of the institutions applying for NIH grants are registered, and about 25 percent of their respective applicants are registered.  The system currently allows principal investigators and administrators to see where their applications have been assigned and receive their review scores and summary statements.  The Commons also allows grantees the ability to complete the “other support page” for key personnel and human subject education information for key personnel and to submit “just-in-time” information on the dates proposals receive approval from their respective Institutional Animal Care and Use Committee and Institutional Review Board.  

Efforts are underway to improve the system to allow it to (1) send notifications on the status of grant applications via e-mail instead of regular mail, (2) accept application data through more than one log-on session, (3) notify institutional administrators when they need to signoff on an application completed by one of their principal investigators, and (4) permit virtual review meetings over the Internet.  

Dr. Lederhendler explained that one of the most successful features on the Commons system is its Internet-assisted review module, which allows reviewers to submit their critiques and then view those submitted by the other members of their study section.  This success, however, has increased demands on the help desk that provides user support.  NIH has strengthened this service and is looking for ways to streamline it and educate users.  

Discussion

Dr. Robert Hammond asked when NIH would require electronic submissions.  Dr. Lederhendler said NIH was working through the enormous task one type of grant at a time, so it is likely that compliance deadlines will be set along the way.  The whole effort could take between 2 to 3 years.  Dr. Hammond noted that CSRAC members previously discussed how NIH would need to receive 90 percent of its applications electronically before it could shorten the receipt to award cycle.  Dr. Lederhendler said that this was one of the most promising benefits of electronic grants administration; however, he added that there are many issues that need to be addressed before this promise is realized.  

Dr. David Soybel noted local barriers to getting onto the Commons system.  Many researchers do not know anything about it or who at their institution can help them register to use it.  He continued by suggesting that NIH send applicants an e-mail to encourage them to check out the Commons.

Dr. McClain asked how the Commons will handle thousands of applications that may be submitted on the same due date.  Dr. Lederhendler explained that each application will be “date stamped” and the Commons will be informed that it is available for pick up from local servers.  The Commons will thus be able to control the flow of applications into NIH.  Dr. Anne Sassaman noted the important role program staff members will play as the system is expanded, and then she asked about the level of their understanding and comfort of what is being developed.  Dr. Lederhendler said that there were significant obligations and opportunities for training principal investigators and institutional administrators, as well as NIH program officials and budget officers.  Dr. Stanfield said that it would be important that such efforts advance, because the SRAs did not receive sufficient training and thus had difficulties supporting their reviewers seeking to use the Internet-assisted review system.  Dr. Lederhendler agreed that NIH needed to initiate an aggressive outreach program and welcomed suggestions.

Knowledge Management

Dr. Lederhendler said that NIH purchased a site license and maintenance agreement in December 2003 that will allow every NIH computer to use advanced text mining software.  This Web-based technology can be used for finding needed information, people, and/or organizations.  It can process many structured and unstructured documents or data sets, creating “fingerprints” that allow users to get the information they need accurately and quickly and to advance decision-making processes.  As a first step, this technology is being used to help NIH in its efforts to produce robust and consistent reports on diseases and other conditions.  Dr. Lederhendler said that he hoped future applications will be used to generate useful reports on trans-NIH scientific research and help staff identify emerging scientific trends and new discoveries. 

Given adequate support, eRA efforts will develop this technology to assist different stages of the grant receipt, referral, and review processes.  For example, it may be used to help referral officers make assignments and help SRAs identify reviewers, make review assignments, and identify conflicts of interest.  As a result, this technology could (1) optimize reviewer assignments, minimizing the number of reviewers needed for a review meeting; (2) ensure that all relevant review areas are covered; and (3) help balance reviewer workload.  In addition, this technology may be incorporated into Web pages that help applicants make study section assignment suggestions.  

Discussion

Dr. Matt Winkler asked if NIH has surveyed users to see if they are experiencing problems that have yet to be identified.  Ms. Scarlett Gibb from OER, explained that NIH is looking at software tools that might help it make such assessments.  Dr. Leon said that investments in eRA could yield important dividends as CSR and the rest of NIH deals with increasing numbers of grant applications.  Dr. Stanfield said that the new technology would not change business practices per se, but it would be used to enhance the ability of SRAs to perform their jobs.  

Dr. Soybel said that this new technology could yield information about the development of different scientific fields, and he asked if such information will be shared with the community.  Dr. Stanfield said NIH currently codes grants so it can report on the kinds of research it funds to Congress.  If NIH used knowledge management software to code applications as well, NIH would be able to provide Congress some very useful information as it allocates research funds.  

Confidentiality:  SRA and Reviewer Responsibilities

Dr. Alexander Politis, Chief, CSR Infectious Diseases and Microbiology IRG, provided an overview of how CSR works to ensure the confidentiality of applications and review discussions.  He noted three main ways reviewers can breach confidentiality:  (1) disclose information about the review to others outside the review group, including providing information to the applicant; 

(2) leak information about an application; and (3) steal ideas found in an application for use in their own research.  

Reviewer Certifications

Before their reviews, study section members are asked to sign a "Pre-Review Certification" that requires them to (1) list applications to be reviewed where they have a conflict of interest, 

(2) indicate they understand the confidential nature of their reviews, (3) destroy or return all materials after the review; (4) not disclose or discuss the review materials, evaluations, or discussions; and (5) refer all inquiries concerning the review to the SRA.  This form also asks reviewers to indicate that they have read an attached document:  "NIH Conflict of Interest, Confidentiality, and Non-Disclosure Rules and Information for Reviewers."  

After their reviews, study section members are asked to sign an "NIH Post-Review Certification" form onsite.  They are again asked to agree to destroy or return review materials, not disclose or discuss these materials or the review, and refer all inquiries to the SRA. 

Reviewer Education

Dr. Politis then described two core documents SRAs provide to reviewers that cover these issues in detail:  "Procedures in Peer Review" and "Reviewer Guidelines."  He noted that the second document was recently revised to tell reviewers that "Misappropriation of intellectual property, including the unauthorized use of ideas or unique methods obtained from a privileged communication, such as a grant or manuscript review, is considered plagiarism and falls under the definition of scientific misconduct."  

It is also standard practice for SRAs to teach their reviewers about the confidential nature of the review process, talk about conflict of interest issues, and discuss scientific misconduct issues.  Dr. Politis explained that reviewers are told to contact their SRA privately if they believe an applicant may be guilty of scientific misconduct so that the investigator is not unduly harmed by allegations, which may or may not be true.  Dr. Politis continued by saying that the SRAs routinely give their reviewers a list of applications they will review and ask them to indicate if any conflicts of interest exist.  SRAs manage the gray areas, and they are likely to permit a reviewer to review an application when the liability is very limited and the reviewer indicates an ability to provide an unbiased review.  In addition, SRAs remind reviewers of these responsibilities in the cover letter they send them with their applications.  SRAs often use e-mails to remind reviewers of these issues, which are again covered during the SRAs introduction at the meeting.  

Applicants who believe a potential conflict of interest may occur on a study section can note it in a cover letter submitted with their application or contact their SRA directly.  Dr. Politis explained that study section rosters are posted on CSR's Web site, but changes occur after applications are submitted.  When applicants object to a specific reviewer, SRAs do not automatically place the reviewer in conflict.  They instead evaluate the situation to determine if a conflict may exist.  

Dr. Politis summarized by saying that SRAs are responsible for instructing reviewers on conflicts of interest and confidentiality issues.  The system relies on the willingness of reviewers to learn and follow the rules, and investigators can help by alerting SRAs to potential problems.

Discussion

Dr. Edward Pugh commended Dr. Politis for his efforts.  He then suggested that (1) the statement of confidentiality in the "Guidelines for Reviewers" document should simply say that "applications are confidential," (2) the second sentence in this statement about the possible need for additional review expertise should be moved to the end of the statement, (3) the third sentence should say "Respect for the confidentiality of the investigator's ideas is fundamental to the integrity of the review process."  Dr. Pugh continued by suggesting that the document cite appropriate Government documents or regulations and that it do more to highlight the consequences of inappropriate activity.  Dr. Politis said that NIH has to maintain a delicate balance on this issue because a warning that is too harsh could make it difficult to recruit reviewers.  

Dr. Soybel suggested that more should be done to post review meeting rosters on the Web soon enough so that applicants can identify possible conflicts of interests.  Dr. Stanfield said that applicants can view rosters of standing study sections and previous rosters before they submit their applications, noting that new study section members usually serve as temporary reviewers at earlier meetings.  SRAs, however, are not able to produce a complete meeting roster until a few days before they mail applications to their reviewers.  This roster is posted 30 days prior to the meeting.  Dr. Politis said that applicants should inform their SRA of individuals with conflicts early on so that the SRA can use this information when making assignments.  

Dr. Soybel suggested that more should be done to educate both applicants and reviewers about these issues.  

Dr. Sassaman said that the NIH Extramural Research Directors have discussed the difficultly of presenting reasonable but real consequences to those who might violate the confidentiality of the review process.  She continued by saying that it would be worthwhile to change the wording of NIH documents that address these issues, emphasizing the importance of protecting the integrity of the peer review system.  Dr. Politis suggested that SRAs send e-mails to applicants, telling them that they are their point of contact before the review and that their program officer is their point of contact afterwards.  In addition, the SRAs should encourage applicants to let them know about any conflict or potential conflict.  

Dr. Stanfield said that NIH has had very few cases where reviewers egregiously violated the confidentiality of the peer review system; however, he said that NIH should investigate ways to present appropriate consequences for violations.  Dr. Leon agreed and Dr. Pugh asked about what could be done to address apparently biased reviews.  Dr. Politis said that SRAs, study section chairs, and program officials in the room have the responsibility to identify such situations and defer the given application for review in a special emphasis panel.  

Research Integrity

Dr. Anne Clark explained that she serves as CSR’s Associate Director of its Division of Receipt and Referral and as CSR's Research Integrity Officer.  She emphasized the importance of research integrity to advances in all fields of research and advances in public health and national security. 
Definitions

To further discussions, Dr. Clark presented the definition of scientific misconduct used by DHHS:  “Fabrication, falsification, plagiarism, or other practices that seriously deviate from those that are commonly accepted within the scientific community for proposing, conducting, or reporting research.  It does not include honest error or honest differences in interpretations or judgments of data.”  She continued by explaining that DHHS has proposed a new Federal rule to define research misconduct as the “fabrication, falsification, or plagiarism in proposing, performing, or reviewing research, or in reporting research results.”  The new definition requires that (1) there be a significant departure from the accepted practice of the relevant community; 

(2) the misconduct be committed intentionally, knowingly, or recklessly; and (3) the allegation be proven by a preponderance of the evidence.  A “Notice of Proposed Rulemaking” was published recently in the Federal Register.  Working definitions of the critical terms and precepts involved can be found on the DHHS Office of Research Integrity Homepage:  http://ori.dhhs.gov.  

Processes for Dealing with Allegations of Misconduct

Dr. Clark said that the DHHS Office of Research Integrity is located in the Office of the Assistant Secretary for Health, where it monitors institutional investigations of research misconduct and encourages responsible research conduct.  She explained that most of the allegations of potential research or scientific misconduct CSR deals with come from reviewers who discover something that does not look right in an application they review.  In such cases, CSR works to ensure that the peer review is fair and protect the confidentiality of the parties involved.  SRAs and reviewers are instructed in how to handle an allegation so that confidentiality is ensured and disclosure is limited.  Reviewers are specifically asked to contact only the SRA in private when they suspect misconduct, and SRAs are not permitted to raise the issue directly with the applicant.  It is important that the review process continues while an allegation is assessed; hence, the complainant does not participate in the review of a questioned application, which may be reassigned to another study section.      

Allegations typically come to Dr. Clark by way of an SRA.  She occasionally will ask for additional information or contact the complainant directly to clarify the allegation and ensure that it is being made in good faith.  Dr. Clark said she then transmits the information to the Agency Extramural Research Integrity Officer who manages allegations at NIH.  Additional communications may follow before this officer determines whether or not the allegation should go forward.  If it does, it will go to the Agency Research Integrity Liaison Officer who manages allegations for NIH in the DHHS Office of Research Integrity, which will fully investigate the allegation.  If there is insufficient evidence of misconduct, a report on this judgment will be sent back to NIH.  The complainant may, nonetheless, raise concerns with the Research Integrity Office at the relevant institution.  If the DHHS Office of Research Integrity decides to proceed with an investigation, it will contact the institution’s Research Integrity Office and ask it to open an investigation.  The DHHS Office of Research Integrity ultimately decides if a recommendation to take action against the accused scientist will be sent to the Assistant Secretary for Health.  Possible sanctions include a notice of the judgment in the NIH Guide for Grants and Contracts and a listing of the case in the Public Health Service Administrative Actions Listing.  Offending individuals may enter into a Voluntary Exclusion Agreement and may (1) be prohibited from submitting applications or proposals to DHHS, (2) be subject to special requirements in conducting future research, (3) be prohibited from serving on any DHHS advisory/review committees, (4) be subjected to monitoring by a DHHS alert system that flags them if they attempt to submit a prohibited application or serve on a committee when they are barred from doing so.

Realities of Research Misconduct Allegations

Based on FY 2002 data provided by the DHHS Office of Research Integrity, it receives approximately 90 allegations per year, has approximately 40-50 active cases at a time, and takes 6-7 months to close a case.  Of the cases they open, approximately 35 percent result in a finding of misconduct.  

Dr. Clark then discussed the kinds of allegations CSR receives:  (1) Collaborator disputes, such as when a researcher submits an application citing data from collaborative research when the collaborators previously agreed not to disclose it until a later date.  Federal rules, however, do not apply to collaborator disputes, and complainants may be advised to seek recourse by working with the institutions involved.  (2) Plagiarism involving unattributed textual copying.  

(3) Plagiarism involving the appropriation of ideas.  The latter kinds of allegations can be difficult to resolve because there can be a fine line between stealing ideas from an individual and simply absorbing ideas from the community of science.  

In concluding her presentation, Dr. Clark said that the reliability of the research record and the public trust in research rests on research integrity.  DHHS and NIH have invested a lot of effort into developing definitions of misconduct and a process to deal with allegations.  Integrity cannot be preserved by enforcement alone.  It is important for there to be a dialog on “accepted practices” and education in the responsible conduct of research.

Discussion

Dr. Pugh highlighted the need to ensure public trust in the research enterprise.  He suggested that NIH develop and distribute a PowerPoint presentation on research integrity issues.  Dr. Pugh added that scientific societies and journals should be encouraged to do what they can to increase awareness.  Dr. Clark explained that some institutions have developed curricula and mandated that their graduate students and postdoctoral students etc. be trained to be sensitive to research integrity issues.  

NIH Roadmap Update

Dr. Dushanka Kleinman, Deputy Director of the National Institute of Dental and Craniofacial Research, has been serving as the Assistant Director for Roadmap Coordination during its initial year of implementation.  She explained that, since Dr. Zerhouni announced this initiative a year ago, NIH has announced several solicitations, including 19 RFAs and the Director's Pioneer Awards program, each of which will soon issue their first awards.

In describing the origin of the NIH Roadmap, Dr. Kleinman said the planning process involved an estimated 300 stakeholders in biomedical and behavioral research who were asked to address key questions:  (1) What are today’s scientific challenges? (2) What are the roadblocks to progress? (3) What do we need to do to overcome roadblocks? and (4) What cannot be accomplished by any single Institute – but is the responsibility of the NIH as a whole?  The stakeholders focused on helping NIH better address evolving public health challenges, accelerate the pace of discoveries, and speed the translation of research from bench to bedside.  There was a realization that a number of public health challenges exist, such as a shift from acute to chronic conditions, 
an increasing aging population, documented health disparities, emerging diseases, and the need for a biodefense strategy.  The stakeholders also recognized that NIH faces a set of its own challenges:  the revolutionary and rapid changes in science; the growth of its mission and programs; the complexity of its organization; the way it is organized by disease, organ, life stage and disciplines; and the rapid convergence of science.  After input was collected from the stakeholders, NIH formed internal working groups to develop proposed concepts into initiatives. 

The NIH Roadmap includes initiatives selected by senior leadership that are seen as a list of priorities for optimizing NIH research, a set of efforts to extend the quality of healthy lives in this country and abroad, and a vision for a more efficient and productive research enterprise.  

Dr. Kleinman explained that three themes emerged:

New Pathways to Discovery—Initiatives in this theme area will seek to address the need for new technologies and approaches to meet contemporary research challenges.  

Research Teams of the Future—Initiatives in this theme area will provide mechanisms for advancing interdisciplinary and high-risk research and developing public-private partnerships.  The NIH Director's Pioneer Awards program is one of the initiatives seeking to support promising individuals in the pursuit of creative and potentially groundbreaking research.  

Reengineering the Clinical Research Enterprise—Initiatives in this theme area will seek to develop new strategies to enhance the infrastructure and capacity for clinical research and reenergize the clinical research workforce.

Dr. Kleinman explained the NIH Roadmap is being funded through contributions from the NIH Institutes and Centers and the NIH Director's Discretionary Fund.  Total funding from 

FY 2004 to FY 2009 will be about $2.2 billion, which is approximately .9 percent of the NIH budget.  By collaborating on Roadmap initiatives, the NIH Institutes and Centers will benefit from the more rapid removal of major and fundamental roadblocks common to all disease research and from the development of trans-NIH investments that may transform many areas of research.  In addition to the implementation of these initiatives, the NIH Roadmap will focus on enhanced communication within and beyond NIH and on the evaluation of selected individual initiatives.  

Discussion

Dr. David Williams thanked Dr. Kleinman for her presentation and praised the Roadmap efforts.  In focusing on barriers to interdisciplinary research, he said the success of the NIH Roadmap initiative requires addressing outside barriers, such as the rigid academic departments at some institutions.  Dr. Kleinman explained that P20 planning grants are being used to address institutional barriers to collaborative and interdisciplinary research.  She added that internal efforts at NIH to extend and recognize interdisciplinary research teams should also have a positive effect on academic research centers.  Dr. Williams then asked for more information on the long-term vision for the Roadmap.  Dr. Kleinman noted that the Roadmap is meant to be a catalyst to support NIH and the scientific community to extend its research and its approaches to the challenges of the future.  

Dr. McClain asked how NIH will work to advance the transition of knowledge gained from "bedside" research to the community.  Dr. Kleinman said the community-based National Clinical Research Associates program will serve a valuable role in addressing this need.  The feasibility of involving community-based health care providers in communities of research is being assessed.  In response to a question about related training mechanisms, Dr. Kleinman said that NIH is looking at all existing mechanisms.  The NIH Roadmap is using some traditional mechanisms, such as the K12 and T32 mechanisms, as well as new mechanisms like the T90/R90. 

Dr. Soybel asked how the effectiveness of the Roadmap initiatives will be evaluated.  

Dr. Kleinman said that working groups are designing and launching formal evaluations of individual Roadmap initiatives.  

Division of Extramural Administrative Support

Mr. David Whitmer, CSR Executive Officer, explained that President Bush set a management agenda shortly after he took office in 2001.  A key element of this agenda is to advance "competitive sourcing" whereby Government activities are opened to competition with the private sector.  Federal agencies are required to identify tasks performed by Government employees that could be performed by a private sector source.  Activities considered "inherently governmental" will not be competed.  Such activities are mainly those that determine a course of action for the Government at the policy level.  The SRA function is considered inherently governmental and is not being considered for competitive outsourcing.  CSR's grants technical assistant (GTA) tasks, however, were determined to be commercial, and they were recently involved in a competition along with other grants assistant activities across NIH.  

In providing an overview of the process, Mr. Whitmer said that an NIH steering committee is first formed with affected employees and unions, and a public announcement is issued.  A Performance of Work Statement (PWS) is then developed to identify the kinds of services needed as well as the related timeliness factors and quality standards.  The PWS is translated into a request for proposal, and the private sector and Government employees submit a bid.  The Government bid, which is referred to as the Most Efficient Organization (MEO), is then evaluated against private sector bids for technical compliance and costs.  The bid that is determined to be the best value to the Government is awarded the work.  

To meet requirements mandated by the Office of Management and Budget, NIH decided to focus on positions that provided extramural support for review, grant, and program management.  These positions included 82 Federal staff and 60 contractors at CSR, primarily GTA and travel support positions.  In developing the MEO bid for this work, NIH proposed to (1) reduce the total number of NIH extramural support positions from 909 to 677 and later to 613 through greater efficiencies, (2) reduce the average grade of MEO staff from a GS-7 to a GS-5, 

(3) consolidate the MEO staff into "hubs" within OER, (4) standardize procedures and implement best practices, and (5) adopt the best available technologies.  

Mr. Whitmer explained that only one company from the private sector made a bid for this work, and its bid was rejected because it was technically unacceptable, failing to address all aspects of the PWS.  The company lost a series of appeals, which pushed back the implementation date from April 1, 2004 to October 1, 2004.  

The new OER Division of Extramural Activities Support (DEAS) is scheduled to be operational on October 3, 2004.  CSR will be serviced by "Hub C," which will support seven other NIH Institutes and Centers as well as the Office of the NIH Director.  SRAs will use a Web-based system called the Extramural Customer Assistance REquest System (ECARES) to request assistance.  DEAS task leaders will manage assignments, and the ECARES system will track the work performed and generate e-mail to inform the SRA when the work is completed.  The system also will be used to measure performance.  Since work cycles vary for review, program, and grants management staff, DEAS will move employees and assignments around to gain greater efficiencies.  A total of 250 people have been hired so far.  Mr. Whitmer said that it was fortunate that many of them previously worked for CSR as contractors and are thus familiar with the grants process.  He acknowledged that morale has been impacted by this process, and it will take some effort to learn a new way of doing business at CSR.  He added that the related staff reductions will represent a challenge if the number of applications submitted to NIH continues to increase.  

Discussion

Dr. Winkler said the proposed savings are impressive, but he wondered how well the new division will work.  Mr. Whitmer said that many bright and caring people at NIH have developed the MEO and planned the transition.  While the first months of operation are likely to be difficult, DEAS will be made to work because there is so much at stake.  Dr. Sassaman agreed, explaining how important it is for the new organization to maintain the same timeliness and quality of work.  Dr. Norka Ruiz Bravo, NIH Deputy Director for Extramural Research, echoed these assessments.  Dr. Soybel then focused on the challenge DEAS faces with fewer support staff working at lower grades, explaining that GS-5 employees are likely to leave their jobs in a few years if they are not promoted.  Mr. Whitmer explained that the DEAS created a number of management positions at higher GS levels, and it will thus offer more opportunities for advancement than currently exist.

Update on the Review of Clinical Research

Dr. Theodore Kotchen, CSR's Special Advisor on Clinical Research, noted how earlier studies showed that clinical research grant applications had significantly less favorable review outcomes than nonclinical applications, though the difference was modest.  He then gave an update of ongoing studies, explaining how the definition of "clinical research applications" used was recently modified.  Previously, all applications where the inclusion of human subjects box is checked were considered to be clinical research applications.  In refining this definition for these studies, CSR excluded those applications involving tissues or cells from de-identified sources where there is no interaction between investigator and subject.  

Dr. Kotchen said that CSR subsequently looked to see if differences in peer review outcomes for clinical and nonclinical applications persisted over time.  The review outcomes of R01 grant applications in 1994 and 2004 were compared.  In both years, clinical applications received significantly less favorable scores and were funded at lower rates.  

In considering the possible reasons for these outcomes, Dr. Kotchen listed four potential review factors:  (1) clinical applications could be disadvantaged by being reviewed in lower "densities" (2) reviewers might be influenced by the high cost of clinical research, (3) a lower level of representation of clinical researchers on review groups could reduce the overall enthusiasm for clinical research applications, and (4) inappropriate review criteria may lead reviewers to undervalue clinical applications.  He then discussed potential application factors:  the science involved may be weaker, and the research might be more difficult.  

Density:  CSR analyzed R01 applications in 1994 and found less favorable median priority scores and funding rates for clinical than for nonclinical applications when reviewed in study sections with fewer than 50 percent clinical applications in their review assignments (low density study sections).  In 1994, this difference was not apparent in study sections reviewing greater than 50 percent clinical applications (high density study sections).  In 2004, smaller percentages of clinical applications were reviewed in “low density” study sections, and review outcomes for clinical applications were less favorable in both “low density” and “high density” study sections. 

High Cost of Clinical Research:  CSR analyzed the review outcomes of clinical and nonclinical R01 applications submitted for the October 2003 Council review round.  Thirty-five percent of the clinical applications and 13 percent of the nonclinical applications requested between $250,000 and $500,000 for year one.  Sixty-five percent of the clinical applications and 

87 percent of the nonclinical applications requested less than $250,000.  Both clinical and nonclinical applications that requested more funding received more favorable priority scores.  Dr. Kotchen suggested this may reflect the possibility that the higher cost applications were submitted by more experienced investigators.  

Composition of Study Sections:  CSR currently is analyzing data to determine if reviewers with experience conducting clinical research evaluate R01 applications differently from reviewers with no clinical research experience.  Thirty study sections that reviewed 25 to 75 percent clinical applications were studied, involving 876 reviewers and 1,469 applications.  Thirty-five percent of the reviewers had clinical research experience, and 39 percent of the applications were "clinical."  Dr. Kotchen said he expects to provide the results of this study at a future advisory committee meeting.  He then presented data on the percentage of applications submitted by physicians from 1997 to 2003.  The rate of submission has been relatively constant, averaging about 25.9 percent, while the success rate has averaged 28.1 percent over this time period.  In addition, the success rate for applications submitted by physicians has gone up from 25.5 percent in 1997 to 31.1 percent in 2003.

Discussion

Dr. Soybel said that honing the definition of clinical research for these studies was a good step forward.  He then asked about how "clinical research experience" was determined for the more recent study.  Dr. Kotchen said that he did this in collaboration with Dr. Anita Miller Sostek, Director, CSR Division of Clinical and Population-Based Studies.  Together they considered the grant and publication history as well as reviewer CVs.  Dr. Soybel then suggested that it would be useful to identify and study the subgroups of clinical investigators who either spend a significant time at the bench or caring for patients.  Dr. Williams agreed, suggesting that there were likely distinctive subgroups within the category of "clinical researcher" that could be explored.  

Dr. Pugh said that more needs to be done to address the reluctance of junior faculty members at medical schools to pursue clinical research, which has a larger scale and complexity than most laboratory research, and getting a promotion can be difficult.  He said that the NIH Medical Scientist Training Program has been very good in bringing physician scientists into the field of clinical research.  He said that it might be useful to track the success of these M.D./Ph.D. scientists.  Dr. Kotchen said that he recently was asked to work with a task force formed by the Association of American Medical Colleges to identify ways academic medical schools can better facilitate clinical research.  

Dr. Ruiz Bravo suggested that NIH investigate the kinds of things that bring researchers to the point of being successful.  Dr. Star said that CSR should consider ways to assess the scoring patterns of different kinds of scientists serving on its study sections.  He explained that specific groups of reviewers, e.g., statisticians and scientists with specific disease-focused experience, may be more or less severe in reviewing applications.  Dr. Star then emphasized the relevance of NIH Roadmap initiatives to train clinical researchers.

CSR Advisory Committee and the Peer Review Oversight Group

Dr. Ruiz Bravo described the evolution of NIH advisory committees that have dealt with peer review issues.  Before 1996, there was a Division of Research Grants (DRG) Advisory Committee that advised the DRG Director on peer review issues.  Because many peer review issues were trans-NIH issues, NIH formed a Peer Review Oversight Group (PROG) to address them.  Between 1996 and 2002, PROG met to address (1) the scoring of grant applications and review criteria, (2) the use of lay reviewers, (3) the review of clinical research, and 

(4) orientation/training of reviewers.  When CSR replaced DRG, its advisory committee (CSRAC) was reinvigorated but often encountered NIH issues beyond CSR's control.  Between 2002 and 2003, PROG focused on NIH's response to Regulatory Burden reports, and it has not met since February 2003.  In the last few years, CSRAC focused on CSR's IRG reorganization, but these activities are winding down and focus is shifting to broader peer review issues not limited to CSR reviews.  

Dr. Ruiz Bravo explained how she and Dr. Stanfield examined the situation and concluded that NIH needs a single advisory committee that focuses on peer review policy and operations issues in the context of the overall extramural program.  The new committee will be called the Peer Review Advisory Committee (PRAC) and it will be charged with advising the NIH Director, Deputy Director for Extramural Research, and the CSR Director on matters relating to procedures and policies for the evaluation of scientific and technical merit of applications for grants and awards.  This committee will also provide advice on IC and CSR operations.  The CSR Director and another IC leader will cochair the committee.  Committee members will include extramural scientists and a small number of NIH leaders, including some members from the NIH Extramural Activities Working Group, which oversees CSR governance and peer review issues at NIH.  Working together, these groups will better harmonize NIH peer review policies and practices.  Dr. Ruiz Bravo concluded, saying that membership will be proposed over the next several months, and the first meeting of PRAC is planned for January 2005. 

Discussion

Dr. Pugh said that he thought the consolidation of peer review advisory committees was a good idea, particularly the plan to include a mix of extramural scientists and NIH leaders.  Dr. Leon also agreed that this was a good development.  When there were no more comments from CSRAC members, Dr. Leon adjourned the meeting at 3:54 p.m.
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