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FY 2006 PERFORMANCE BUDGET OVERVIEW

Statement of the Agency Mission
The NIH mission is to uncover new knowledge that will lead to better health for everyone.

The National Institutes of Health (NIH) undertakes activities and strategies in pursuit of the NIH
research mission through one overarching program: Research. NIH probes the unknown to gain
new knowledge; communicates and transfers new knowledge to the public and health care
providers; trains new investigators; and manages and supports the people, systems, and facilities
necessary to carry out this work. These activities are integral elements of the research enterprise
that is striving to add to the body of knowledge that will help prevent, detect, diagnose, and treat
disease and disability.

The NIH research mission is pursued by an array of individual Institutes and Centers (ICs), which
work individually and collectively in partnership with an extensive extramural research
community.

The Institutes and Centers

NIH is composed of 27 institutes and centers, whose research activities extend from basic research
that explores the fundamental workings of biological systems and behavior, to studies that examine
disease and treatments in clinical settings, to prevention, and to population-based analyses of
health status and needs. The Office of the Director, NIH, provides leadership, oversight, and
coordination for the enterprise.

The ICs are the NIH “visible” to most Americans. While some of the ICs focus on specific
diseases (e.g., cancer, diabetes), others concentrate on organ systems (e.g., heart, eye, kidney);
focus on a stage of life (e.g., children, the aging population); or address overarching opportunities
(e.g., deciphering the human genome, understanding cellular biology) and technologies (e.g.,
biomedical imaging). Most ICs support research and training through extramural activities and
also conduct “in-house” science and training through intramural activities.

The Extramural Community

The extramural community is composed of non-Federal scientists at universities, medical centers,
hospitals, and research institutions throughout the country and abroad. With NIH support, these
investigators and their institutions conduct the lion’s share of the research that uncovers new
knowledge leading to improvements in the prevention, detection, diagnosis, and treatment of
disease and disability. In tandem with the conduct of research, the extramural community
contributes to training the next generation of researchers, enhancing the skills and abilities of
established investigators, and renewing the infrastructure for NIH-sponsored research.

More than $8 out of every $10 appropriated to NIH flows out to the scientific community at large.
The extramural research community numbers more than 200,000 scientists and research personnel
affiliated with approximately 3,082 organizations, including universities, medical schools,



hospitals, and other research facilities located in all 50 States, the District of Columbia, Puerto
Rico, Guam, the Virgin Islands, and points abroad.

NIH funds are awarded through a highly competitive process to the most promising and productive
scientists as illustrated below. This two-tiered independent review system is critical to ensuring
that the best proposals are funded from the approximately 68,784 research and training
applications NIH received for FY 2004.

Second, the proposals

are reviewed by
independent advisory AWARD
councils that include

members of the
lay public.

First, extramural research proposals are
evaluated by expert scientific peer review

panels composed of non-NIH scientists who are
among the most knowledgeable and respected in
their fields.

NIH’s Intramural Laboratories

A much smaller fraction of NIH funds, approximately 10 percent of the budget, supports a core
program of basic and clinical research activities administered and staffed by NIH physicians and
scientists. Approximately 1,250 principal investigators lead intramural research projects. This in-
house, or intramural, research program includes the NIH Clinical Center and other resources that
provide scientific, clinical, and educational benefits to citizens of the United States and the world.

NIH ensures that the research conducted in its intramural laboratories is of the highest caliber.
Each Institute and Center maintains a board of scientific counselors, composed of external experts,
that reviews the intramural programs and makes recommendations to the Institute Director. The
intramural program enables scientists to apply the results of laboratory research to patient care and
to seek answers in the laboratory to questions that arise in the clinical setting. This national
resource permits NIH to respond rapidly to critical health problems and emergencies and take
advantage of emerging opportunities.

Public Input and Outreach

As the single most influential force in the U.S. biomedical research community, NIH exercises its
leadership by continually surveying public health needs and the scientific landscape to identify
new problems that require attention and new opportunities for progress. To develop and maintain
a research portfolio that meshes public health needs and scientific opportunities, NIH seeks input
through multiple channels, including the Advisory Committee to the Director, the NIH Council of
Public Representatives, the many Institute Advisory Councils, and numerous scientific peer-review
groups. NIH drew on the expertise of more than 30,786 consultants in 2004. These non-
governmental advisors include substantial numbers of public members. For example, one-third of
advisory council members are public representatives.



The general public has direct access to a wealth of reliable and readily understandable health
information through a variety of NIH contact points, including the very popular NIH web site
(www.nih.gov). A new feature of the NIH site is a talking web site with formats and topics
tailored to the needs of older people (www.NIHSeniorHealth.gov). Also featured on the NIH
home page is a web site providing patients, their families, and providers with convenient access to
information on clinical trials. This website (www.clinicaltrials.gov) recently won the prestigious
Innovations in American Government Award.

Discussion of Strategic Goals

Every activity at NIH is carried out in support of NIH’s mission: To uncover new knowledge that
will lead to better health for everyone. For the purpose of planning and performance assessment,
the NIH achieves its mission through a single program—Research. Under this program, NIH
carries out activities in five functional areas. These are presented below along with representative
trans-NIH performance goals and budgets for each which are reported in the Performance Tables
in section D3.

In addition to supporting Agency goals, the NIH budget request supports the HHS Strategic Plan,
President’s Management Agenda, and Healthy People 2010 (See Linkages Table in Supplement).
In particular, NIH substantially contributes to the following HHS Strategic Goals:

e (Goal 2: Enhance the ability of the Nation’s healthcare system to effectively respond to
bioterrorism and other public health challenges.

e Goal 4: Enhance the capacity and productivity of the Nation’s health science research
enterprise.

e Goal 8: Achieve excellence in management practices.

The Scientific Research Outcome goals are representative and reflect a trans-NIH approach to
establishing goals that encompass low- to high-risk (risk = difficulty in obtaining the goal) and the
estimated number of years to attain the goal. The other four functional areas include performance
goals which are representative of activities that foster research and its management. Detailed
performance goal narratives can be found in the supplement. The graphic at the end of this section
shows the “drivers” or the components of each functional area. Each of the GPRA goals
encompasses either intramural or extramural research activities or both, and they are aligned with
the agency mission.

« Scientific Research Outcomes (SRO). NIH research encompasses the support and conduct of
investigations across the full range of the health research continuum, including basic research,
which may be disease oriented or related to the development and application of breakthrough
technologies; observational and population-based research; behavioral research; prevention
research; health services research; translational research; and clinical research. Clinical
research includes research to understand both normal health and disease states, move
laboratory findings into clinical interventions, and assess new treatments or compare different
treatment strategies and approaches.



Communication and Transfer of Results (CTR). The new knowledge resulting from NIH
research activities cannot benefit human health unless the information is disseminated. Thus, a
core NIH function is to facilitate the communication of research findings—both in the U.S. and
abroad—to clinicians, public health systems, voluntary health organizations, and the public at
large. Scientific knowledge is the bedrock of evidence-based prevention and treatment
programs. The diversity of the U.S. population means that effective communication requires
varied approaches. Equally important is transferring knowledge to the private sector to be used
in the development of interventions, behavioral strategies, medications, biomedical
technologies, and devices that lead to better health.

Capacity Building and Research Resources (CBRR). The productivity of the research
enterprise depends in large measure on the strength of the talent pool and on the technological
and other research resources available for use in investigations. Support for pre-doctoral and
postdoctoral research training replenishes and revitalizes the talent pool with new, highly
trained investigators. Support for career development hones and expands the skills of those
already performing research. In building capacity in the talent pool through training and career
development, NIH particularly strives to augment the ranks of clinical researchers, enhance
diversity, to ensure well-trained foreign collaborators, and to facilitate scientists’ aptitude for
multidisciplinary teamwork. Capacity building also encompasses improving and maintaining
the Nation’s biomedical research infrastructure. Also fundamental to the productivity of the
research enterprise are the availability and accessibility of essential research tools, cutting-edge
technologies, animal models, reagents, and databases and other information repositories. This
is because research resources reset the boundaries for what questions can be investigated.
Within research resources, information technology requires special notice. New technologies
to share, transfer, and mine vast amounts of complex data electronically are revolutionizing the
conduct of science and the management, administration, and support of the research enterprise.

Strategic Management of Human Capital (SMHC). NIH recognizes human capital as one of
the most important resources of the organization. A qualified workforce, working in an
environment that utilizes their strengths, fosters the effective and efficient implementation of
the NIH research program. NIH aims in this area include delayering, competitive sourcing,
and developing a plan for strategic recruitment and retention, as well as continuity and
leadership succession.

Program Oversight and Improvement (POI). Ensuring that NIH activities and strategies are
carried out effectively and in compliance with all applicable laws and regulations requires
careful oversight and thoughtful improvement in procedures, policies, and systems.
Management systems need to be continually reviewed and updated to keep pace with advances
in public administration, and mechanisms to ensure proper stewardship must evolve with the
development of new requirements and rising thresholds for accountability. Meeting these
challenges is a priority for NIH.



National Institutes of Health: Balanced Portfolio
Government Performance and Results Act (GPRA)
Research Performance Driver Map

NIH mission: to uncover new knowledge that will lead to better health for everyone.

DRIVERS FUNCTIONAL AREAS PERFORMANCE
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This representative approach allows the presentation of a sample of NIH activities, which would be
too lengthy to report on an all-inclusive, comprehensive basis. It provides a manageable
methodology for performance assessment and monitoring activities, such as the OMB PART.
Representative GPRA goals were the focal point for the FY 2005 AIDS Research PART deemed
moderately effective, and the FY 2006 Extramural Research Program PART deemed effective.



HHS Performance Budget Summary

NIH supports the HHS Annual Plan by specifically providing a performance measure for strategic
goal 4 as noted in the table below.

SR0O-6.3 By 2012, develop a knowledge base on chemical effects in biological systems using a systems

toxicology or toxicogenomics approach.

Strategic OPDIV/ Performance Measure and Most Recent Results PART FY 2006 Budget
Goal Program FY 2006 Target Review Request
Goal 4: NIH Measure: outcome. FY 2003: Launch a pilot PART $12.354 million
Enhance the prototype database project completed
capacity and Knowledge Base | FY 2006 Target: Enhance to test the design and under
productivity of | on Chemical the CEBS to allow the implementation of the Extramural
the Nation’s Effects in capture and integration of knowledge base Program —
health science | Biological transcriptomics, proteomics, | components and system Rated:
research Systems and toxicologic data for the | architecture. Effective
enterprise. same compound.
Result: ProtoCEBS
launched, tested, and
implemented.

The table below presents the NIH GPRA Goals support of the HHS Annual Plan.

Ref NIH GPRA Goal HHS Strategic Plan

SRO-1.1 By 2005, conduct medications development using Goal 1: Reduce the major threats to the health
animal models and begin conducting Phase I and II and well being of Americans. (Obj 4)
human trials of two potential treatments for
alcoholism: the cannabinoid antagonist rimonabant | Goal 4: Enhance the capacity and productivity
and the corticotropin-releasing hormone antagonist of the Nation's health science research
antalarmin. enterprise. (Obj 1)

SRO-1.2 By 2006, develop one or more prototypes for a low- | Goal 4: Enhance the capacity and productivity
power, highly directional hearing aid microphone to of the Nation's health science research
help hearing-impaired persons better understand enterprise.(Obj 1)
speech in a noisy background.

Goal 6: Improve the economic and social well
being of individuals, families, and
communities, especially those most in
need. (Obj 2)

SRO-2.1 By 2007, demonstrate the feasibility of islet Goal 4: Enhance the capacity and productivity
transplantation in combination with immune of the Nation's health science research
tolerance induction for the treatment of type 1 enterprise. (Obj 1)
diabetes in human clinical studies.

SRO-2.2 By 2009, evaluate the efficacy of two novel Goal 1: Reduce the major threats to the health
approaches to prevent weight gain and/or treat and well being of Americans. (Obj 1)
obesity in clinical trials in humans.

Goal 4: Enhance the capacity and productivity
of the Nation's health science research
enterprise. (Obj 1)

SRO-2.3 By 2006, develop methods that can classify at least Goal 4: Enhance the capacity and productivity
75% of proteins from sequenced genomes according of the Nation's health science research
to evolutionary origin and biological structure. enterprise. (Obj 1)

SRO-3.1 By 2013, identify at least one clinical intervention Goal 4: Enhance the capacity and productivity




Ref

NIH GPRA Goal

that will delay the progression, delay the onset, or
prevent Alzheimer’s disease (AD).

HHS Strategic Plan

of the Nation's health science research
enterprise. (Obj 1)

Goal 6: Improve the economic and social well
being of individuals, families, and
communities, especially those most in
need. (Obj 2)

SRO-3.2 By 2010, develop one universal antibiotic effective Goal 2: Enhance the ability of the Nation’s
against multiple classes of biological pathogens. health care system to effectively respond
to bioterrorism and other public health
challenges. (Obj 1)
Goal 4: Enhance the capacity and productivity
of the Nation's health science research
enterprise. (Obj 1)
SRO-3.3 By 2013, determine the efficacy of using salivary Goal 4: Enhance the capacity and productivity
diagnostics to monitor health and diagnose at least of the Nation's health science research
one systemic disease. enterprise. (Obj 1)
SRO-3.4 By 2010, develop an HIV/AIDS vaccine. Goal 1: Reduce the major threats to the health
and well-being of Americans (Obj 2)
Goal 4: Enhance the capacity and productivity
of the Nation's health science research
enterprise. (Obj 1)
SRO-4.1 By 2004, develop two new animal models to use in Goal 2: Enhance the ability of the Nation’s
research on at least one agent of bioterror. health care system to effectively respond
to bioterrorism and other public health
challenges. (Obj 1)
Goal 4: Enhance the capacity and productivity
of the Nation's health science research
enterprise. (Obj 1)
SRO-4.2 By 2005, develop improved animal models that best | Goal 4: Enhance the capacity and productivity
recapitulate Parkinson’s disease (PD) based on of the Nation's health science research
emerging scientific findings of genetic or enterprise. (Obj 1)
environmental influences or interactions of genes
and the environment on the development of PD.
SRO-5.1 By 2007, evaluate the efficacy of three new Goal 4: Enhance the capacity and productivity
treatment strategies for HIV infection in clinical of the Nation's health science research
trials in an effort to identify agents or combinations enterprise. (Obj 1)
of agents that are more effective, less toxic, and/or
simpler to use than current recommended HIV
treatment regimens.
SRO-5.2 By 2009, determine the efficacy of statins in Goal 4: Enhance the capacity and productivity
preventing the progression of atherosclerosis in of the Nation's health science research
children with systemic lupus erythematosus (SLE, or enterprise. (Obj 1)
lupus).
SRO-5.3 By 2009, expand the range of available methods used | Goal 4: Enhance the capacity and productivity
to create, analyze, and utilize chemical libraries, of the Nation's health science research
which can be used to discover new medications. enterprise. (Obj 1)
Specifically, use these chemical libraries to discover
10 new and unique chemical structures that could
serve as the starting point for new drugs.
SRO-5.4 By 2007, identify 20 small molecules that are active | Goal 4: Enhance the capacity and productivity




Ref

NIH GPRA Goal

in models of nervous system function or disease and
show promise as drugs, diagnostic agents, or
research tools.

HHS Strategic Plan

of the Nation's health science research
enterprise. (Obj 1)

SRO-5.5 By 2008, develop and test new evidence-based Goal 1: Reduce the major threats to the health
treatment approaches for drug abuse in community and well-being of Americans (Obj 4)
settings.

Goal 3: Increase the percentage of the Nation’s
children and adults who have access to
health care services, and expand
consumer choices (Obj 4)

SRO-6.1 By 2012, identify the genes that control the risk of Goal 4: Enhance the capacity and productivity
development of age-related macular degeneration of the Nation's health science research
(AMD) and glaucoma in humans. enterprise. (Obj 1)

Goal 6: Improve the economic and social well-
being of individuals, families, and
communities, especially those most in
need (Obj 2)

SRO-6.2 By 2011, assess the efficacy of at least three new Goal 1: Reduce the major threats to the health
treatment strategies to reduce cardiovascular and well-being of Americans (Obj 1)
morbidity/mortality in patients with type 2 diabetes
and/or chronic kidney disease. Goal 4: Enhance the capacity and productivity

of the Nation's health science research
enterprise.(Obj 1)

SRO-6.3 By 2012, develop a knowledge base on chemical Goal 4: Enhance the capacity and productivity
effects in biological systems using a systems of the Nation's health science research
toxicology or toxicogenomics approach. enterprise. (Obj 1)

SRO-7.1 By 2005, evaluate 10 commonly used botanicals for | Goal 2: Enhance the ability of the Nation’s
inhibition/induction of enzymes that metabolize health care system to effectively respond
drugs as a method of identifying potential botanical- to bioterrorism and other public health
drug interactions. challenges (Obj 2)

Goal 4: Enhance the capacity and productivity
of the Nation's health science research
enterprise. (Obj 1)

SRO-7.2 By 2006, integrate nanotechnology-based Goal 4: Enhance the capacity and productivity
components into a system capable of detecting of the Nation's health science research
specific biomarkers (molecular signatures) to enterprise. (Obj 1, 2)
establish proof of concept for a new approach to the
early detection of cancer and, ultimately, cancer
preemption.

SRO-7.3 By 2005, create the next-generation map of the Goal 4: Enhance the capacity and productivity
human genome, a so-called haplotype map of the Nation's health science research
(“HapMap”), by identifying the patterns of genetic enterprise. (Obj 1)
variation across all human chromosomes.

SRO-8.1 By 2007, determine the genome sequences of an Goal 1: Reduce the major threats to the health

additional 45 human pathogens and 3 invertebrate
vectors of infectious diseases.

and well being of Americans. (Obj 2)

Goal 2: Enhance the ability of the Nation’s
health care system to effectively respond
to bioterrorism and other public health
challenges (Obj 1)




Ref

NIH GPRA Goal

HHS Strategic Plan
Goal 4: Enhance the capacity and productivity
of the Nation's health science research
enterprise. (Obj 1)

SRO-8.2 By 2009, identify and characterize two molecular Goal 4: Enhance the capacity and productivity
interactions of potential clinical significance between of the Nation's health science research
bone-forming cells and components of bone. Such enterprise. (Obj 1)
interactions are defined as those having significant
impact on the accrual of bone mass or the actual Goal 6: Improve the economic and social well
mechanical performance of bone (i.e., fracture being of individuals, families, and
resistance) in laboratory animals. communities, especially those most in

need. (Obj 2)

SRO-8.3 By 2006, build a publicly accessible Collection of Goal 4: Enhance the capacity and productivity
Reference Sequences (RefSeq Collection) to serve as of the Nation's health science research
the basis for medical, functional, and diversity enterprise. (Obj 1)
studies. A comprehensive RefSeq Collection will
serve as a foundation for genomic research by
providing a centralized, integrated, nonredundant set
of sequences, including genomic deoxyribonucleic
acid (DNA), ribonucleic acid (RNA) transcript, and
proteome (protein product) sequences, integrated
with other vital information for all major research
organisms.

SRO-8.4 By 20009, assess the impact of two major Institutional | Goal 4: Enhance the capacity and productivity
Development Award (IDeA) Programs on the of the Nation's health science research
development of competitive investigators and their enterprise. (Obj 3)
capacities to compete for NIH research funding.

SRO-8.5 By 2009, develop an item bank and computerized Goal 4: Enhance the capacity and productivity
adaptive testing system available to clinical of the Nation's health science research
researchers to improve assessment of non-specific enterprise. (Obj 1)
symptoms (e.g., pain and fatigue) and other domains
of health-related quality of life in chronic disease.

SRO-9.1 By 2010, demonstrate through research a capacity to | Goal 4: Enhance the capacity and productivity
reduce the total years lost to disability (YLDs) in the of the Nation's health science research
United States by 10% by (1) developing treatment enterprise. (Obj 1)
algorithms to improve the management of treatment-
resistant and recurrent depression and (2) elucidating | Goal 6: Improve the economic and social well
the mechanisms by which depression influences at being of individuals, families, and
least two comorbid physical illnesses (e.g., heart communities, especially those most in
disease, cancer, Parkinson’s disease, or diabetes). need. (Obj 2)

SR0O-9.2 By 2010, identify culturally appropriate, effective Goal 1: Reduce the major threats to the health
stroke prevention programs for nationwide and well being of Americans (Obj 1)
implementation in minority communities.

Goal 3: Increase the percentage of the Nation’s
children and adults who have access to
health care services, and expand
consumer choices (Obj 4)

Goal 4: Enhance the capacity and productivity
of the Nation's health science research
enterprise. (Obj 1, 4)

CTR-1 By 2008, reduce the disparity between African Goal 3: Increase the percentage of the Nation’s

American and white infants in back sleeping by 50%
to further reduce the risk of sudden infant death

children and adults who have access to
health care services, and expand

10




Ref

NIH GPRA Goal
syndrome (SIDS).

Goal 4:

HHS Strategic Plan

consumer choices (Obj 4)

Enhance the capacity and productivity
of the Nation’s health science research
enterprise (Obj 4)

CTR-2 By 2006, increase awareness among the general Goal 1: Reduce the major threats to the health
public about the symptoms of stroke and the need to and well being of Americans (Obj 1)
seek treatment rapidly by partnering with providers
and volunteers in at least five communities and Goal 4: Enhance the capacity and productivity
extending the impact of the National Institute of of the Nation’s health science research
Neurological Disorders and Stroke campaign “Know enterprise (Obj 4)

Stroke. Know the Signs. Actin Time.”

CTR-3 Through education and technical assistance, Goal 4: Enhance the capacity and productivity
strengthen the capacity of developing countries to of the Nation’s health science research
identify technologies and pursue their development enterprise (Obj 2, 4)
into products.

CTR-4 Increase the percentage of Small Business Goal 4: Enhance the capacity and productivity
Innovation Research (SBIR) Program award of the Nation’s health science research
recipients who are successful in identifying the enterprise (Obj 2)
resources and/or partners necessary to further the
development of their SBIR projects toward
commercialization.

CBRR-1 Recruit, train, and retain a diverse population of Goal 4: Enhance the capacity and productivity
highly trained scientists in biomedical, behavioral, of the Nation’s health science research
and clinical research using research training grants, enterprise (Obj 3)
fellowships, career development awards, and student
loan repayment programs.

CBRR-2 Promote data sharing and provide information in real | Goal 8: Achieve excellence in management
time by implementing the NIH Business System. practices (Obj 4, 5)

CBRR-3 Streamline business processes and automate data Goal 5: Improve the quality of health care
movement by implementing the Clinical Research services (Obj 5)

Information System (CRIS).
Goal 8: Achieve excellence in management
practices (Obj 5)

CBRR-4 Provide greater functionality and more streamlined Goal 8: Achieve excellence in management
processes in grants administration by continuing to practices (Obj 5)
develop the NIH electronic research administration
(eRA).

SMHC-3 Improve the strategic management of NIH resources | Goal 8: Achieve excellence in management
by developing a comprehensive human capital plan practices (Obj 2)
based on the Agency’s programmatic objectives and
projected future needs.

SMHC-4 | Ensure that NIH commercial functions are performed | Goal 8: Achieve excellence in management
as efficiently and cost-effectively as possible by practices (Obj 3, 4)
conducting competitive sourcing reviews on the
required number of functions within the Agency’s
commercial inventory.

SMHC-5 | Improve and monitor the use of human resource Goal 8: Achieve excellence in management
services by providing real-time access to tools via practices (Obj 5)
the NIH Portal.

POI-1 Ensure that approved design and construction Goal 8: Achieve excellence in management

projects are executed on time, on scope, and on
budget by implementing an Earned Value Analysis

practices (Obj 5)

11




Ref NIH GPRA Goal HHS Strategic Plan

and Management System (EVAMS).

POI-2 Expand the use of Performance-Based Contracting Goal 8: Achieve excellence in management
(PBC). practices (Obj 4)

POI-4 Ensure proper stewardship of public funding for Goal 8: Achieve excellence in management
research. practices (Obj 2, 4, 6)

Overview of NIH Performance

NIH supports a balanced portfolio of research, and its GPRA performance goals and targets are
representative of that portfolio. Given the unpredictable nature of scientific discovery, NIH
continually adjusts its targets to reflect the latest developments in science. NIH reports on
performance by presenting a story of scientific discovery, including the background (burden of
disease), rationale for the goal, planned implementation strategies, baseline data, summary of
performance, targets and target adjustment to enhance goal achievement, and other highlights.

Although decisions regarding the development and implementation of performance goals are made
at the NIH level, the development of specific goals and their administration occurs at the IC level
using a formal goal replacement strategy. This strategy requires that each new GPRA goal be
based on Research and Development Investment (R & D) criteria, be representative, measurable,
trans-NIH, meaningful to researchers, public, and NIH stakeholders, and have an estimated date of
completion. Also, the goal should lend itself to annual reporting, allow linkage of budget with
performance, be able to appear in managers’ performance plans, and tie to one of the objectives
found in Health People 2010 (http://www.healthypeople.gov/), the FY 2004-2009 HHS Strategic
Plan (http://aspe.hhs.gov/hhsplan/), and/or the President’s Management Agenda
(http://www.whitehouse.gov/omb/budintegration/pma_index.html). The selection of performance
goals and targets are guided by the following criteria:

e Research and Development (R&D) Investment Criteria. Development of the NIH GPRA goals
is consistent with the OMB R&D Investment Criteria. These criteria — relevance, quality, and
performance — are considered as research goals and associated targets are developed and as
management changes are considered.

The first criterion—relevance—is addressed in several ways as it relates to research. One way
is in setting research priorities—by considering public health needs, as judged by the
incidence, severity, and cost of specific disorders as a key factor in determining areas of
research support. Relevance is also ensured through seeking the views of the public on NIH’s
research agenda(s). This occurs through meetings of advisory councils or boards that include
representatives of the public, by publishing research plans for public comment, and by meeting
with representatives of patient groups and presenting NIH research plans and seeking feedback.
In addition, to help ensure that the results of research reach the hands of those who can put the
information to practical use, relevance is also considered when developing and disseminating
educational materials or implementing public education campaigns based on results from NIH-
funded research.

Quality—the second criterion—is embodied by a commitment on the part of NIH to support
work of the highest scientific caliber. NIH ensures quality through the peer review process for
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grants, and the principles guiding this review for scientific merit are contained in the Public
Health Service Scientific Peer Review regulations. Peer review takes place in multiple steps.
The initial step of the peer review process takes place in Scientific Review Groups or study
sections, and the second level of peer review is carried out by the National Advisory Councils.
A major effort has been underway at NIH to reorganize many of these review groups to keep
pace with the ever-changing landscape of science, thus helping to ensure the quality of peer
review. In FY 2004, the final phase of implementing that reorganization began and new study
sections were created.

The third criterion—performance—is key to each and every R&D goal set by NIH. Once
priorities are set, peer review occurs, and funding decisions are made, performance is
monitored on a regular basis. For example, grantees must submit annual progress reports, this
information is reviewed to assess their performance, and follow-up actions are taken when
necessary. In addition, there are other oversight mechanisms for reviewing progress, such as
investigator site visits conducted by NIH staff. Aside from project-specific reviews, there are
state-of-the-science reviews, workshops, and other scientific meetings where knowledge in a
particular area of research is reviewed, and progress and performance are assessed.

Balanced Portfolio of Goals (Risk and Time). The continuum of scientific discovery affirms
the need for a balanced portfolio of goals, ranging from low- to high-risk, and short- to long-
term. NIH presents its scientific research outcome goals in a matrix framework (See Detailed
GPRA Goal Performance Narratives by Functional Area) to show the nature and extent of its
portfolio.

Goal Selection Criteria. The breadth of the NIH portfolio presents a challenge in terms of
articulation of quantitative scientific research outcome goals. NIH has selected 29 specific,
representative research goals as proxies for performance on the larger, research portfolio. As
noted above, the goals were selected based on the following criteria:

0 The goals are representative, not comprehensive; that is, taken together the goals illustrate
the breadth of NIH’s portfolio. Thus, goals address basic, prevention, diagnostic, and
treatment research.

0 The goals are objective; that is, they permit a comparison between the actual achievement
level and that targeted by the performance goal.

0 The goals are reportable; that is, they lend themselves to annual reporting. Reports of
incremental progress are acceptable.

0 The goals are not obviously attainable; that is, they must be recognized as something that
could be achieved in the future, but may not be reachable for any number of reasons—the
unpredictable progress of science, funding, development of new tools needed to achieve the
goal.

0 The goals areas specific (e.g., to a disease or definable problem) as possible, with reference
to a metric and/or a date for progress/completion, as appropriate.

13



0 The goals are meaningful; that is, they will be credible to the research community, as well
as to the public; and they are important to the NIH and its research mission.

e Adjusting Targets. The target-based approach for science requires flexibility to reflect the
discovery process. If a target is adjusted, it incorporates new knowledge and indicates
enhanced performance to reflect progress in achieving the goal.

o Budget/Performance Integration. The required specific scientific focus of the performance
goals does not lend itself to NIH level allocation of funds. Priority setting and funding occur
below the NIH level penumbra. To achieve specificity, particular performance goals are
created by program staff and funded at the Institute level with multiple contributors. Often, the
specificity of the goal is not captured at the level of the multiple contributing Institutes’
penumbra either, since many are supported by grants and contracts. However, every
performance goal is treated as a priority, performance is diligently monitored, and budgets are
adjusted to facilitate the best possible outcome efficiently.

Once a goal is created, the lead and contributing Institutes/Centers (ICs) coordinate on
performance monitoring and funding throughout the duration of the goal. The ICs work closely
with the NIH GPRA office and Office of Budget to report performance and funding levels.
Reporting Approach

NIH categorizes performance in the GPRA Plan under five functional areas with representative
trans-NIH performance goals and annual targets for each.

FYO03 FYO04 FYO05 FYO06
Scientific Research Outcomes 27 28 35 24
Communication and Transfer of Results 1 4 4
Capacity Building and Research Resources 2 4 4
Strategic Management of Human Capital
Program Oversight and Improvement 3 3 3 3
Totals 36 41 49 39

Each performance goal described in the detailed performance goal narratives can be found in the
Supplemental section. The goal narratives begin with background text to provide scientific
context, including disease burden, and rationale for the goal. Baselines and implementation
strategies are presented to demonstrate the starting point and building blocks of science. These
sections highlight the budget-performance integration. A table that presents the annual target(s)
NIH uses to measure performance on the goal follows. When scientific discovery mandates an
altered target, the adjusted target is presented in the same box as the original. If the goal pertains
to FY 2004, a performance summary is provided with the target achievements and advances on
implementation strategies, and when applicable, efficiency is included. Rationales for new and
adjusted targets are presented. If a target has been achieved efficiently, the benefit is highlighted.
Finally, at the end of the narrative, the goals that have been PARTed refer to the section for the
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PART summary and recommendations. Unless stated otherwise, NIH plans to move forward with
the proposed targets and implementation strategies within the context of the proposed budget.

Replacement GPRA Goals

Sixteen of the GPRA goals in the NIH GPRA matrix are expected to be achieved in the next two
years. Therefore, NIH developed goals to replace those that will be completed. The reporting
narratives and annual targets will be submitted in the FY 2007 performance plan. The replacement
goals have been labeled with sequential numbers based on where they reside in the SRO matrix. A
brief summary of the replacement goals follows.

Scientific Research Outcome Goals

SRO-2.4 By 2009, the Laboratory of Symptom Management will develop and test multidisciplinary
biobehavioral interventions to prevent/attenuate disease- and treatment-related symptoms such as
pain, fatigue, and psychological distress, to reduce related symptom burden and to increase
functional status and quality of life.

Determining the interrelationships among the components of symptom experience, symptom
management strategies, and symptom outcomes for acute and chronic diseases and associated
treatments is critical to providing appropriate preventative and treatment-related health care.
Symptoms are often the first indicator of treatable disease, may signal disease progression,
and/or may prevent optimal treatment. The shift to ambulatory care has increased the need
for primary caregivers to play a symptom management role by finding appropriate
interventions.

SRO-3.5 By 2013, identify and characterize at least 2 human candidate genes that mutually
influence risk for substance use disorders and risk for comorbid psychiatric disorders using high-
risk family, twin and special population studies.

It has long been known that many individuals diagnosed with substance use disorders are
also affected with other psychiatric disorders. Recent evidence suggests that there are
common genetic influences on risk for these disorders, but the specific genes involved are
unknown. Genome-wide linkage/association studies have identified many chromosomal
regions containing candidate genes that contribute to the susceptibility of alcohol dependence
and other comorbid disorders. Identifying the specific genes/allelic variations in these
chromosomal regions will advance the understanding of the genetics of alcohol dependence
and comorbid disorders.

SRO-3.6 By 2012, develop and apply clinically one new imaging technique to enable tracking the
mobility of stem cells within cardiovascular tissues

Clinical trials with relatively small numbers of patients suggested a benefit from stem cell-
based approaches to some forms of cardiovascular disease. If the benefits are confirmed in
large clinical trials, then developing imaging techniques to visualize and track the mobility of
the stem cells within the heart will be essential for understanding the mechanism of this
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effect. The insight gained may permit development of alternative therapeutic approaches to
achieving the same or similar results, e.g., transfect smaller numbers of progenitor cells with
genes that encode growth factors or other peptides, thus using cells as “drug delivery
devices.” Imaging modalities are also necessary to ascertain possible toxic effects of cell-
based therapies, such as accumulation of cells in nascent neoplasms or in otherwise healthy
tissues where they may impair normal function.

SRO-5.6 By 2009, identify 1 or 2 new medication candidates to further test and develop for the
treatment of tobacco addiction.

Smoking is one of leading causes of morbidity and mortality in this country and the world.
According to the CDC, 71 percent of smokers interviewed in 2000 said they wanted to quit
smoking, with 41 percent having tried to quit in the preceding year. Many of those who still
smoke are the hardest to treat, having failed to stop despite numerous attempts. There are few
treatments to counter nicotine’s addictive effects, and some have undesirable side effects,
such as weight gain. Expanding the repertoire of proven anti-nicotine medications is
critically needed in order to combat this public health problem.

SRO-5.7 By 2010, validate and compare 4 imaging methods of assessing lung cancer response to
therapy.

The standard current method of assessing response of lung cancer to therapy is a single linear
measurement obtained by computed tomography (CT) or magnetic resonance imaging
(MRI). This measure is likely to be insensitive to early indicators of tumor response to
therapy. The increasing numbers of targeted drugs, however, necessitates that some means
be available early in treatment to determine if a tumor is responding to treatment. Possible
methods include functional imaging and targeted imaging agents that measure properties
such as cellular proliferation. Improved ways to assess therapy means that patients with non-
responding tumors can be switched to another drug that is more likely to be efficacious.
From a research perspective, validated biomarkers of tumor response can lead to clinical
trials that use fewer patients, or take less time, or both, thereby saving large amounts of
money and time in the drug development process.

SRO-5.8 By 2010, improve device(s) to measure hot flashes (HF) and test device(s) in clinical
trials.

In January 2004, NIH convened a meeting to assess current measurements for menopausal
hot flashes. The meeting participants determined that (1) sternal skin conductance devices
were limited in the amount of data that they can collect and their use under ambulatory
conditions; and (2) improved devices were needed to assess new therapeutic approaches
including complementary and alternative medicine (CAM). The criteria for an improved
device include accuracy in measuring sternal skin conductance with increased device data
storage capacity, and which is available for use under ambulatory conditions. Once the
device is developed, clinical trials can be undertaken to assess both CAM and conventional
therapies for the treatment of HF symptoms.
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SRO-5.9 By 2010, establish the role of genetic factors in three major diseases for which health
disparities are noted between populations.

The development of most major diseases is dependent on genetic, as well as environmental
factors, including various socio-economic and cultural factors. The completion of the human
genome project is giving investigators an opportunity to explore the basis of these more
complex, polygenic diseases. Using ongoing research projects such as the HapMap, the
genetic causes of many major diseases which play a role in health disparities will be
identified. Many other research protocols involving common complex diseases, for example,
cancer, will also contribute to this effort. New gene candidates will likely be identified over
the next five years that will contribute to the completion of this goal.

SRO-6.4 By 2014, identify and characterize two molecular pathways of potential clinical
significance to serve as the basis for discovering new medications for preventing and treating
asthma exacerbations.

Asthma afflicts over 20 million people in the U.S. and it is increasing in prevalence. For an
increasing number of asthma patients, their disease is not well-controlled by current
therapies. In fact, asthma exacerbations often occur while the patient is receiving treatment
and are a major cause of morbidity and mortality. Elucidation of the mechanisms of
pathobiology of asthma exacerbation will provide the basis for development of new and
better interventions and contribute to reduced disease persistence.

SRO-8.6 By 2011, extend the vision component of the National Health and Nutrition Examination
Survey (NHANES) to develop stable national estimates of vision impairment.

The NIH collaborated with the National Center for Health Statistics to develop a vision
component for NHANES in support of the vision objectives in Healthy People 2010. After
collection of baseline data through 2004, changes were made to the future survey, including
revised questions to capture information on severe visual impairment, the extent of
uncorrected but correctable refractive errors, the methods selected by study participants to
correct their diagnosed refractive error, and vision-related quality of life questions.
Additionally, a retinal component will be added to the vision component for 2005-2006, and
the survey will be extended to 2007-2008. These changes will provide better estimates of the
extent and nature of vision impairment in the U.S., as well as allowing assessment of the
impact of Healthy People 2010 on the vision health of the Nation.

SR0-9.3 By 2012, create a database and analytical software that illustrates the progression of
normal MRI measurement of brain development in a nationally representative sample of children
in the United States.

No single standardized and comprehensive source of information exists on MRI
measurement of normal brain development in children and in adolescents in the U.S. These
standardized data are critically needed, however, in order to have comparison data for
determining deviations in brain development. To address this need, NIH planned the
Pediatric MRI Study of Normal Brain Development. This study will use MRI, diffusion
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tensor imaging, and magnetic resonance spectroscopy to scan approximately 500 children
between the ages of 7 days to 18 years at regular intervals. The resulting database will be a
unique set of structural and metabolic brain growth data that will be made available to
scientists and the public worldwide.

Non-Scientific Research Outcome Goals

CTR-5 By 2013, improve marketing and management of NIH intellectual property (IP) assets by
building data mining capability.

The mission of the Office of Technology Transfer is to link science to the marketplace to
improve public health. Establishing a real-time knowledge management (KM) database will
improve marketing and management of NIH intellectual property (IP) assets. Using text
mining tools to create a KM database containing all NIH IP assets and related information
will increase the efficiency and effectiveness of NIH’s technology transfer operations. The
benefits to NIH of adopting such technology include: (1) improved management of NIH
technology portfolio; (2) expanded outreach efforts for licensing of NIH technologies,
including foreign entities; (3) increased partnering through identification of CRADA and
academic or for-profit collaborators; (4) identification materials and research tools worldwide
for use by the NIH research community; (5) enhanced fiscal management related to
patenting; and (6) improved reporting capabilities and ability to provide better responses to
questions from the Congress and the public.

CBRR-5 By 2010, expand by 50% the pool of researchers trained in biomedical informatics by
increasing the numbers of informatics-trained graduates in basic biomedical sciences, clinical
medicine, and public health.

The availability of high-powered, sophisticated computational tools has fundamentally
changed basic biomedical research, clinical practice, and public health. The development
and effective enhancement of these tools requires a workforce who understands both
computational and information sciences and the health or biomedical science domain, as
well as scientists and practitioners who can use these tools effectively and contribute to
their improvement. Two threads of training are needed: (1) training that provides biologists
and clinicians and public health administrators with the information management
knowledge and techniques they need; and (2) training that expands a pool of research
informaticians who can work at the nexus of informatics and an application domain in
biomedicine and public health.

POI-5 By 2010, enhance NIH's ability to demonstrate benefits for extramural research investments
through changes to policy and information system.

It has become increasingly important to support NIH’s spending decisions with data,
especially in justifying to Congress and the public the reasons behind those decisions.
Systems and policies of the past were not developed to capture and manipulate the kinds of
information that we need to support the budget decisions of today. Over the next several
years NIH will be taking specific steps to improve its extramural research reporting
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capabilities. These steps include: (1) making policy changes to formally recognize co-
investigators, which will allow NIH to better characterize the scientific workforce and to
ascribe responsibilities within an award to the principal investigator’s appropriate co-
workers; (2) making organizational changes to more closely coordinate information
systems development and reporting needs; (3) implementing the research and related
(R&R) data set to standardize the capture, tracking, and analysis of data across research
agencies; and (4) utilizing knowledge management tools and enhancing public access to the
results of NIH research to provide broad availability of research results as well as improve
the ability to analyze the NIH portfolio.

Reporting Summary Table

Thirteen new replacement goals, a drug abuse treatment performance goal, and a Roadmap goal
were added to the scientific research outcomes for FY 2005 and FY 2006 respectively.

PROGRAM PEREORMA REPOR

Fiscal Goals Targets

Year Total Outcome Output | Efficiency Total Results Met Not Met Extended
2001 36 NA NA NA 90 90 83 5 2
2002 40 NA NA NA 80 80 66 2 11
2003 36 28 8 12 45 47 39 0 8
2004 41 30 11 11 54 56 52 1 3
2005 49 37 12 10 57 Performance results will be reported in February 2006.
2006 39 26 13 8 50 Performance results will be reported in February 2007.

NA = Not applicable
* totals may not add due to extended targets from prior year

Highlights of Performance Goal Achievements

Scientific Research Outcomes

e First Animal Model of Smallpox Reveals How Infection Exerts Its Deadly Effects. Using a
newly developed monkey model for smallpox virus, NIH scientists gathered evidence on how
this deadly infection exerts its effects. This is the first time hemorrhagic smallpox has been
analyzed at a molecular level, and it required technology - DNA microarrays — that was not
available 25 years ago when global eradication of smallpox was nearing success. The
microarrays revealed that smallpox infection elicits a temporally coordinated pattern of gene
expression, suggesting a mechanism by which the virus evades the host’s immune system
control. Having this detailed knowledge will guide the development of new therapies,
including vaccines, against this potential bioweapon. (See GPRA Goal SRO-4.1)

e Genomics Successfully Predict Clinical Outcome of Patients Diagnosed with Neuroblastoma.

By using artificial neural networks (ANN) and a set of predictor genes, scientists are now able
to make more accurate predictions on which neuroblastoma (NB) patients are more likely to
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respond to or fail conventional therapy. This breakthrough achievement required DNA
microarrays, which demonstrated the expression profiles of over 25,000 genes prepared from
primary tumors of patients whose clinical outcome was known. ANNSs, which are specialized
pattern recognition algorithms that learn by experience, were trained to recognize the
expression patterns of DNA from “good” clinical outcomes versus “poor” clinical outcomes.
The ANNSs narrowed the number of predictor genes to 19 and increased the outcome prediction
accuracy to 95%. Use of this genomic technology may allow alternative therapies to be
initiated for patients who are predicted not to respond to conventional therapy. In turn, for
those patients predicted to survive based on their gene expression profile, the intensity and
hence toxicity of the conventional treatment regime may be reduced. (See GPRA Goal SRO-
8.3)

Early detection of chronic kidney disease is key to risk of cardiovascular disease,
hospitalizations, and deaths. Over 1 million adults were followed for a three year period in
order to track the effect of reduced kidney function on health outcomes of hospitalizations,
cardiovascular disease (CVD), and deaths. By using a single measurement — the drop in
glomerular filtration rate (GFR) — scientists were able predict increased risk of these three
outcomes. In fact, in the cohort as a whole, the absolute rates of these outcomes were
considerably higher than the risk of end-stage renal disease. This study provides the evidence
that early detection and effective interventions are needed to reduce the disproportionate
cardiovascular and economic burden in this population. (See GPRA Goal SRO-6.2)

Enzyme Can Clear Medical Devices of Bacteria. NIH scientists recently announced the
discovery of a previously unknown enzyme - dispersin B - that has the unique quality of
dispersing bacteria from surfaces. To understand the targets of dispersin B, the scientists
relied on a large database that includes genome sequences of human pathogens. Here they
were able to identify one target: long sugar molecules made by Staphylococcus epidermidis, an
organism normally found on skin that is known to contaminate indwelling medical devices
such as intravascular catheters and cardiac pacemakers. In a study to test the utility of
dispersin B, scientists coated catheters with the enzyme and found that S. epidermidis
attachment was inhibited. The preventive activity lasted for at least one month and the enzyme
showed no signs of breakdown. This research offers, for the first time, an approach to prevent
the more than 80,000 catheter-related bloodstream infections that occur in U.S. hospitals each
year. (See GPRA Goals SRO-8.1, SRO-8.3)

Neuroprotective Protein Identified in Alzheimer’s Disease (AD). Scientists studying beta-
amyloid, the toxic protein that attacks brain cells involved in learning and memory, discovered
that the protein transthyretin provides neuroprotection. This protection was found in mice
genetically engineered to have higher-than-normal levels of beta-amyloid but which did not
exhibit symptoms of AD. The brains of these animals, however, showed dramatic increases in
the levels of transthyretin. In related studies, when transthyretin was added to cultured human
brain cells and the cells then exposed to the toxic beta-amyloid, brain cell death was minimal.
These findings open up a new avenue for AD drug development that may focus on boosting
levels of transthyretin to prevent the characteristic AD brain cell damage. (See GPRA Goal
SRO-3.1)
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e Genetic Cause Discovered for Late-Onset Familial and Sporadic Parkinson’s Disease (PD).
Through an international collaboration, scientists have discovered mutations in a gene that are
linked to late-onset familial and sporadic PD, a disease characterized by tremors and slowness
in movements. This finding was made possible by the study of five families, four of which
were from the Basque region of Spain and one from England, whose affected individuals show
clinical symptoms that are remarkably similar. Using the tools of molecular biology, scientists
identified two mutations in the same gene - PARKS — one of which was associated with PD in
the Basque families and the other linked to the disease in the English family. With this
knowledge, scientists can begin to analyze the protein altered by the mutation, named dardinin
after the Basque word for tremor, for its role in maintaining brain cell integrity (See GPRA
Goal SRO-4.2).

Communication and Transfer of Results

e Promoting the “Back to Sleep” Campaign. In 2004, the Back to Sleep campaign marked its
tenth anniversary with renewed efforts to reduce the risk of Sudden Infant Death Syndrome
(SIDS) by reminding parents and caregivers to always place infants on their backs to sleep.
The African American community has been a particular target of the campaign, since this
population is disproportionately affected by SIDS. To make sure the Back to Sleep message is
being received, over150 outreach activities were held in communities across the country.
These included “SIDS Sundays” in churches and a project in which members of Alpha Kappa
Alpha Sorority, Inc. distributed an NIH-developed Mother’s Day card with SIDS risk reduction
messages to mothers of infants. (See GPRA Goal CTR-1)

Capacity Building and Research Resources

e Building Capacity for Technology Transfer in Developing Countries. While many countries
have science experts, manufacturing capability, and government interest in scientific research,
they may not have the ability to take a technology gleaned from laboratory research and
transfer it to the bedside. In order to facilitate this activity, NIH initiated the Technical
Assistance (TA) Program. For this effort, partners from three international organizations were
secured; they will sponsor training at the NIH for students from China, India, and Ireland.
Negotiations are underway to extend TA training to students from other countries. Also, two
articles that provide guidance on how to carry out technology transfer in developing countries
were accepted for publication. (See GPRA Goal CTR-3)

e A Clinical Research Information System (CRIS) for NIH. This year saw the roll out of CRIS,
the integrated data management system designed to link and support patient care, research, and
resources throughout the NIH hospital. This phase one launch encompassed the patient care
functions that feed into the Clinical Data Repository, which is the hub of all patient- and
operational-related interactions. Now each patient has a single, continuous record of care that
protects individual privacy, allows protocol-based ordering, and incorporates rules and alerts
pertinent to their care. Those entering data into CRIS versus the legacy system has resulted in
a six minute decrease in patient order entry time. (See GPRA Goal CBRR-3)

Strategic Management of Human Capital

o Commercial activities were identified and reviews planned for in FY2005. The following nine
activities are being reviewed: Food Services; Medical and Dental Equipment Biomedical
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Engineer and Industrial Plant Equipment; Training - IT Security, Employee Development,
Professional Development Training; IT Web Site Development and Maintenance; IT Data
Maintenance Administrative Activities and Computing Services; IT Other Information
Operations Services; Library Technicians; Administrative Support and Other Environmental
Services Activities; Patient Care Unit Clerks. (See GPRA Goal SMHC-4)

Program Oversight and Improvement

o Improved Management and Oversight of Real Property Capital Projects. NIH initiated
application of a project management review system based on the Earned Value Analysis and
Management System (EVAMS). Project level managers were trained to use this tool. Staff
involved in delivery of facilities was interviewed to determine if management practices needed
to be revised. These activities point to the need for enhanced business practices in order to
have an EVAMS capable of assessing whether the success of the project, its completion on
time and within budget, is at risk. (See GPRA Goal POI-1)

President’s Management Agenda (PMA)

Strategic Management of Human Capital

Competency needs for key management roles identified (Strategic Management of Human Capital
SMHC-3). NIH completed studies to: (1) identify recommendations for improving human capital
management processes for key Intramural Research roles and to (2) identify competencies and
success profiles of key Intramural leaders who will drive future staff development efforts. The
studies were completed ahead of schedule, which enabled the program team to determine
methodology and begin the roll-out and measurement activities scheduled for FY 2005.

Competitive Sourcing

Nine competitive sourcing reviews completed; NIH wins eight (Strategic Management of Human
Capital Goal SMHC-4). NIH undertook nine competitive “streamlined” studies (in accordance
with OMB Circular No. A-76). For eight of these studies, including the functional areas of
Logistics, IT and Telecommunications, the performance decision was in favor of the agency.

Improved Financial Management

NIH strengthened its compliance with accounting standards through use of the NIH Business
System (NBS) (Capacity Building and Research Resources, Goal CBRR-3). NIH’s successful
implementation of the NBS general ledger module reduced the need for previously constructed
adjustments required to prepare financial statements. This significant step allows NIH to meet its
atypical reporting requirements, while also directing greater levels of resources (FTEs) towards the
interpretation of reported data and fiscal management.

Expanded Electronic Government

NIH travel planning has improved efficiency (Capacity Building and Research Resources, Goal
CBRR-2). The NIH Travel Manager, a module of the NBS, is now used daily by all NIH Travel
administrative personnel. The NBS improved the travel planner efficiency by providing monthly
updates of the GSA and State Department’s rate schedules via an automated upload of current
information from the Gelco Travel Manager 'Customer Support' website. Using this feature, new
rates are placed directly into the GELCO Travel Manager database. This ensures all standard per
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diem rates, mileage rates; M&IE deductions, and the State/Country tables are updated with current
data. Over 180,000 records have been processed in the NBS Travel module.

Budget and Performance Integration

Using FY 2004 actual data and FY 2005 estimates, the Institutes and Centers developed budget
projections based on committed levels for continuation projects, both extramural and intramural.
In addition, by working closely with scientific program staff, IC budget offices identified planned
Requests for Applications, Requests for Proposals, and Program Announcements. Costs of these
initiatives were also included in total estimates for each program goal. Estimates also included the
number and amount of investigator-initiated grants likely to be relevant to achieving each program
goal, based on historical trends. The full cost devoted to each identified segment is included in the
Program Performance Tables.

Overview of FY 2006 Budget

The FY 2006 program level for the NIH is $28,845 million, an increase of $195 million or 0.7
percent over the FY 2005 Appropriation. The NIH’s President’s Budget authority request to the
Labor/Health and Human Services/Education Appropriations Subcommittee is $28,660 million, an
increase of +$145 million and 0.5% over the FY2005 level. The budget authority request to the
Veteran’s Administration/Housing and Urban Development Appropriations Subcommittee is $80.3
million for the NIEHS Superfund research program. The NIH program level also includes $150
million for the Type I Diabetes Initiative appropriated by Public Law 107-360. Of this program
total, $97.1 million is included in the budget authority request of the Public Health and Social
Services Emergency Fund (PHSSEF), for research in radiological/nuclear/chemical
countermeasures.

The funding of basic biomedical research through investigator-initiated research, including
Research Project Grants (RPGs), and ensuring an adequate number of new researchers with new
ideas remain a high priority for the National Institutes of Health. The FY 2006 President’s Budget
would support an estimated 9,463 competing RPGs, for $3.6 billion, an increase of an estimated
247 competing RPGs from the FY 2005 Appropriation. No inflationary increases were provided
for competing RPGs. While there will be no inflationary increases for direct, recurring costs in
Noncompeting continuation RPGs, funding has been provided for programmatic increases and
other requirements.

Research Centers increases by +$62 million, or 2.3 percent over the FY2005 appropriation, as a
result of program increases for the Roadmap, Biodefense, AIDS, and the Neuroscience Blueprint
research activities.

Other Research increases by +$6 million, or 0.4 percent, again, as a result of program increases for
the Roadmap, Biodefense, and AIDS research activities.

The FY 2006 President’s Budget continues our efforts to increase Ruth L. Kirschstein National
Research Service Award stipends by proposing stipend increases of 4 percent for post-doctoral
recipients, at years one and two of experience. Stipends for postdoctoral fellows which ranged
from $35,568 to $51,036 in FY 2005 depending on years of experience, would increase to a range
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of $36,996 to $51,036. Individual post-doctoral fellows will also receive an increase of $500 in
their institutional allowance for rising health benefit costs. Pre-doctoral trainees will not receive a
stipend or benefits increase, and only post-doctoral trainees with one to two years of experience
would receive a stipend increase. NIH will support a total of 17,320 FTTPs for $764 million, a
decrease of -519 FTTPs from the FY 2005 Appropriation.

Research and Development (R&D) contracts increase by +$130 million and 4.9 percent compared
to the FY 2005 Appropriation. Biodefense R&D contracts increase by +$83 million, or 19 percent.

Intramural Research increases by $23 million. Research Management and Support increases by
$11 million.

An integral element to developing and supporting a robust extramural biodefense research program
in the U.S. is to build and provide to extramural researchers the use of the specialized, high-
containment labs that they need in order to conduct research on the most dangerous and infectious
pathogens known to exist. In FY 2006, NIH is requesting a total of $30 million for these facilities.
Consistent with the FY 2005 President’s Budget, no funds are provided for non-biodefense
extramural construction.

In the FY 2006 President’s Budget, B&F would be funded at $90 million. Of this amount, $8
million would be provided to the National Cancer Institute (NCI) for repairs and improvements at
the NCI-Frederick campus. The remaining $82 million will allow NIH to fund ongoing programs
for essential safety and regulatory compliance, as well as Repairs and Improvements, in order to
maintain valuable research capacity and to ensure the safety of NIH facilities and their occupants.

The Office of the Director (OD) increases by $27 million, or 7.6 percent. Of this amount, $83
million has been reserved in the NIH Director’s Discretionary Fund for the NIH Roadmap for
Medical Research, an increase of +$23 million over the FY2005 Appropriation. The increase for
the OD excluding Roadmap funding is $4 million or 1.3 percent.

In the FY 2006 Budget, NIH is reflecting 17,547 FTEs, an increase of +4 FTEs over the FY 2005
Appropriation.
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PART

Program Assessment Rating Tool (PART) Summary
National Institutes of Health
FY 2004-2006

No programs PARTed
FY 2005 PART
Moderately
HIV/AIDS Research $2,850 million $2,920 million $2,933 million Effective
FY 2006 PART
Extramural Research $20,880 million | $21,146 million | $21,385 million Effective

NIH has undergone the PART for FY 2005 and 2006, as described below.

The HIV/AIDS Research Program was deemed moderately effective.

Moderately | Improvements based on PART included a scientific update to the deadline for the
Effective end target, and an increase in the number of program evaluations submitted for

the planning and budget development process.

The Extramural Research Program was deemed effective. The PART resulted in

FY06 | Extramural Research Effective integrating the CJ and GPRA Plans/Reports and led to discussions addressing

budget performance alignment.

FYO05 HIV/AIDS Research

Detail of Full Cost

The FY 2006 NIH budget request provides funding to support each of the core NIH programs.
The following table provides a 3-year summary of funding (in millions) for NIH.'

! As noted above , every activity at NIH is carried out in support of the NIH mission: To uncover new knowledge that will lead to better health for
everyone. Thus, this Plan/Report is structured to reflect a single program—Research—for the purpose of planning and performance assessment.
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Summary of Full Cost *
NATIONAL INSTITUTES OF HEALTH
(Dollars in Millions)

Performance Program Area FY 2004 FY 2005 FY 2006

NIH Budget Authority $28,028 $28,594 $28,740
NIH Full Cost Research Program 28,028 28,594 28,740
SRO High Risk 1-3 Years 6 6 2
SRO High Risk 4-6 years 33 36 32
SRO High Risk 7-10 years 1,516 1,596 1,711
SRO High Risk 1-3 Years 95 9 0
SRO High Risk 4-6 years 835 829 798
SRO High Risk 7-10 years 98 72 82
SRO High Risk 1-3 Years 30 13 12
SRO High Risk 4-6 years 400 313 334
SRO High Risk 7-10 years 107 107 84
Communication and Transfer of Results 4 4 4
Capacity Building and Research Resources 1,543 1,604 1,635
Strategic Management of Human Capital 4 14 6
Program Oversight and Improvement 1 1 1
Full Cost Total 28,028 28,594 28,740

* Full cost data for the measures under each performance program area are shown
as non-adds. The sum of full costs of performance measures does not equal the
full cost of the performance program area, as NIH utilizes a representative sampling
approach to report on program performance progress. Representative goals serve as
proxies for performance of the larger research portfolio for each of the functional areas.

Methodology for Full Cost

NIH does not have an account or collection of accounts dedicated to program management. To
allocate costs for program management, we selected the Research Management and Support
(RMS) line item from the NIH mechanism display and Office of the Director Operations, a line
item in the appropriation for the Office of the Director. Although these lines support some
activities in addition to program management, they represent the majority of NIH program
management activities. These totals were reduced by the direct costs of the performance goals
that are funded through RMS or OD operations. This calculated level for Program Management
was allocated across GPRA goals and the unsampled program on a pro-rata basis. The funding
amounts devoted to each goal are included in the Program Performance Tables on pgs. NIH-96-
122.

Budget and Performance Crosswalk

The FY 2005 Appropriation and the FY 2006 Estimate are detailed by budget mechanism in the
NIH Overview to the FY2006 President’s Budget. The NIH Budget Mechanism table for FY 2004
is provided below.
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Research Project Grants $19,307
Research Centers 2,540
Other Research 1,601
Research Training 744
Research and Development Contracts 2,820
Intramural Research 2,653
Research Management and Support 1,033
Cancer Prevention and Control 530
Construction 118
Library of Medicine 308
Office of the Director 327
Buildings and Facilities 107
VA/HUD Superfund 78
All Mechanisms $28,028

Budget—GPRA Integration

Medical research funded by NIH is conducted by extramural as well as intramural scientists. The
majority of funds appropriated to NIH flows to the extramural scientific community at large—of
which the lion’s share supports individual scientists who are located at universities, hospitals, and
other research facilities in the United States and points abroad. The extramural research
community is funded through a variety of mechanisms of support including grants, cooperative
agreements, and contracts. A smaller fraction of NIH funds supports research that is conducted by
NIH’s own physicians and scientists—the intramural research program.

The major funding instruments used by NIH to fund extramural research are financial assistance
award grants, cooperative agreement grants, and acquisition awards or contracts. Grants are the
most common funding mechanism. All grants are identified as either competing (for NIH support)
or non- competing continuations (receiving support previously committed during the competing
grant cycle). A research project grant (RPG) provides a commitment of support for an average of
four years of funding. Thus, after the competing year, the grantee receives non-competing
continuations each year for the specified length of the grant (subject to satisfactory progress as
documented to the NIH each year). Nearly three-quarters of funding allocated to RPGs supports
non-competing continuations. Institutes and Centers developed budget projections based on
ongoing continuation projects and planned Requests for Applications, Requests for Proposals, and
Program Announcements. Costs of these initiatives were also included in total estimates for each

? Includes Superfund and transfer from the White House Office of National Drug Control Policy; includes type 1 diabetes.
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program goal. Estimates also included the number and amount of investigator-initiated grants
likely to be relevant to achieving each program goal, based on historical trends.

NIH has one program-Research. Five functional areas categorize research and research-related
support activities into similar clusters to provide a framework for presenting the entire portfolio.
NIH utilizes a representative sampling approach to report on program performance progress. NIH
has selected representative goals as proxies for performance of the larger research portfolio for
each of the functional areas. Both performance goals and budget for these goals are representative.

To reflect the representative nature of performance in the GPRA plan and report, NIH has added a
budget line titled “Unsampled Balance.” This approach will report 100% of NIH’s budget in the
plan. It assumes that NIH is maintaining customary assessments and will continue reporting on the
representative goals as proxies for the entire portfolio. Therefore, additional representative
sampling is not needed.

NIH strives to achieve effective and efficient management of the research portfolio as stewards of
public health. Routine assessments are conducted to improve proficiency, to modernize processes
and to sustain quality management. Some of these results are reported through other venues, such
as the FMFIA and CJ, while others are used for internal management. These usual and customary
assessments, as well as improvement strategies, are assumed under this label.

DETAIL OF PERFORMANCE ANALYSIS

Program Performance Tables

Comprehensive summary tables covering all the FY 2004, 2005, and 2006 goals and targets in
NIH’s Research Program follow. These tables provide updated information on the status of all of
the program’s performance targets, as well as budget and performance integration. Due to the
complexities of scientific discovery, the identified targets are subject to change. More extensive
information on each goal, including a chart summarizing the performance results for each target,
can be found in the Detailed GPRA Goal Performance Narratives by Functional Areas section.
Healthy People 2010, PMA, HHS Strategic Plan, outcome, output, efficiency, and PARTed goals
are noted in the reference column of the chart where appropriate.

Program Performance Tables: FY 2004, 2005, 2006 Performance Goals — dollars in millions

B SCIENTIFIC RESEARCH OUTCOMES

By 2005, conduct medications development using animal models and REFERENCE*
SRO-1.1 begin conducting Phase | and 1l human trials of two potential
B treatments for alcoholism: the cannabinoid antagonist rimonabant and SP-1.4, 4.1, HP-26, Outcome, Efficiency
the corticotropin-releasing hormone antagonist antalarmin.
FY TARGETS BASELINE ACTUAL PERFORMANCE
FY 2003
1. Prepare clinical protocol for testing 1. Two drugs have been approved for 1. (MET) Rimonabant has been shown to reduce ethanol
rimonabant in humans. use in the US to treat alcohol intake in rodent models of voluntary ethanol drinking.
addiction, with limited effectiveness
FY 2004
1. Complete a toxicologic evaluation on 1. Antalarmin and rimonabant show 1. (MET) A toxicologic evaluation on antalarmin has been
antalarmin. promise in nonhuman animal models completed.
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as excellent candidates for Phase I
clinical trials

FY 2005
1. Test antalarmin for relapse prevention in
alcoholics.

1.

Recent studies have shown that
antalarmin reduces voluntary ethanol
intake in rat model of drinking

1. Performance results will be reported in February 2006.

By 2006, develop one or more prototypes for a low-power, highly
directional hearing aid microphone to help hearing-impaired persons
better understand speech in a noisy background.

REFERENCE"

SP—4.1, 6.2, HP-28, Outcome, PART

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2003

1. Design and test a device (diaphragm) that
responds to sound based on the ears of the
parasitic fly Ormia ochracea.

—_

. Small insect model system exists

and has hyperacute sound
localization

1. (MET) NIH scientists successfully completed design and
testing of a novel microphone diaphragm that responds to
sound and is based on the ears of the parasitic fly Ormia

ochraca.

FY 2004
1. Design and test the electronic circuitry to 1.
create a sound output from the diaphragm.

Sound-responsive diaphragm based
on an insect model system is
available

—_

. (MET) NIH-supported scientists successfully developed the

electronic output circuitry that will convert the microphone

diaphragm’s motion into an electronic signal.

FY 2005

1. Combine the diaphragm and the electronic
output circuitry into a directional microphone
that is small enough to fit into a hearing aid.

—_

Adjusted to: Combine the diaphragm and the
electronic output circuitry into a directional
microphone.

. Diaphragm and electronic circuitry

are available

. Performance results will be reported in February 2006.

FY 2006
1. Develop a fabrication process to miniaturize

—_

. Prototype directional microphone is

—_

. Performance results will be reported in February 2007.

SRO-2.2

weight gain and/or treat obesity in clinical trials in humans.

the prototype directional microphone so that available
it will fit into a hearing aid.
FY 04 FY 05 FY 06
FULL COST (dollars in millions)
$6 $6 $2
By 2009, evaluate the efficacy of two novel approaches to prevent REFERENCE'

SP—4.1, HP-19, Outcome, Efficiency

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2003

1. Identify two new drug targets that can be used in
screens for potentially therapeutic compounds in
drug discovery projects or that could be evaluated
for use as therapeutic agents for weight control.

1. No highly effective drug
therapies exist for overweight
or obesity. Potential drug
targets need to be identified

as targets for therapeutic compounds or evaluated as
potential therapeutic agents for weight control.

. (MET) Three molecules can be characterized and screened

FY 2004
1. Develop and launch at least two studies to test the

effects of worksite interventions on weight control.

1. No programs for weight control
at the worksite have been
examined in studies with valid
designs to clearly evaluate if
they are effective

—

interventions on weight control were developed and
launched.

. (MET) More than two studies to test the effects of worksite

FY 2005

1. Enroll and randomize 60 children with
hyperinsulinimia in a study to test the hypothesis
that metformin is superior to placebo for the
treatment of overweight children ages 6 to 12

1. No clinical trials have
demonstrated efficacy of any
medication for overweight
during childhood. Pilot data

. Performance results will be reported in February 2006.

1. Enroll and randomize 240 predominantly minority
pre-adolescent girls to test the efficacy of an after
school dance program in reducing weight gain.

years. suggest metformin may be of
benefit for those children with
hyperinsulinemia
FY 2006

1. Few effective community-
based interventions are
available to prevent weight gain
in at risk children

. Performance results will be reported in February 2007.

REFERENCE!
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By 2006, develop methods that can classify at least 75% of proteins from

REFERENCE!

SINOEC RN sequenced genomes according to evolutionary origin and biological
SP—4.1, Outcome
structure.
FY TARGETS BASELINE ACTUAL PERFORMANCE
FY 2003

1. Develop software for making comparative alignments
of protein domains according to structure and
molecular evolutionary classification, and which
provides functions for domain family updates.

—_

. 256 domain families curated;
software to align domains by
structure and class unavailable

1. (MET) Software was released which improved structure-
based alignments of proteins and classification of protein
domain families based on molecular evolution; software
was used to annotate over 500 protein domain families.

FY 2004

1. Obtain annotation for a total of 1,500 protein domain
families in the conserved domain database using two
advanced classification methods: (1) structure-based
alignment and (2) molecular evolutionary
classification. Cover 35% of sequences in PubMed
(the National Library of Medicine’s database of
biomedical research literature), extended to 70% by
adding first-generation alignments.

1. 800 domain families curated;
25% coverage of PubMed
sequences

1. (MET) 1,674 domain families curated through
enhancing software for molecular evolutionary
classification and by bringing Conserved Domain
Curator team to full strength.

FY 2005

1. Obtain annotation for a total of 2,500 protein domain
families annotated by structure-based alignment and
molecular evolutionary classification. Cover 45% of
PubMed sequences, extended to 75% by adding first-
generation alignments.

1. 1,500 protein domain families
curated; 35% coverage of
PubMed sequences

1. Performance results will be reported in February 2006.

FY 2006

1. Obtain annotation for total of 3,500 protein domain
families annotated by structure-based alignment and
molecular evolutionary classification. Cover 55% of
PubMed sequences.

—_

. 2,500 protein domain families
curated; 45% coverage of
PubMed sequences

1. Performance results will be reported in February 2007.

FULL COST (dollars in millions) FY 04 FY 05 FY 06
$33 $36 $32
SRO-3.1 By 2013, identify at least one clinical intervention that will delay the REFERENCE!
' progression, delay the onset, or prevent Alzheimer’s disease. SP_4.1, 6.2, HP18, Outcome, PART
FY TARGETS BASELINE ACTUAL PERFORMANCE

FY 2003

simvastatin (medication used to reduce the amount
of cholesterol and certain fatty substances in the
blood) to determine whether it can slow the rate of
progression of AD.

1. Initiate a double blind, placebo-controlled trial of | 1.

Earlier studies indicate lowering
cholesterol levels with statins
seems to have a positive impact
on brain function and reduces the
risk of AD

1. (MET) CLASP study was enacted to further investigate
the role that cholesterol has in the pathogenesis of
Alzheimer’s Disease.

FY 2004

facilitate drug discovery and development for AD
treatment and prevention in collaboration with
relevant organizations, as well as through
stimulation of relevant research through Program
Announcements and/or other mechanisms.

1. Identify and implement effective strategies to 1.

Estimated 30 compounds are
presently or will soon be tested in
human AD clinical trials but
additional targets are needed

1. (MET) NIH initiated a preclinical toxicology program
and expanded an interventions testing program to
expedite drug discovery, and identified a collaborative
opportunity for pre-clinical drug development.

FY 2005

Initiative to evaluate neuroimaging modalities and
techniques and other biomarkers to be used in
early diagnosis, follow the progression of mild
cognitive impairment and AD, and use as potential
surrogate markers for drug development and
clinical trials.

1. Launch the Alzheimer’s Disease Neuroimaging 1.

Neuroimaging technologies
appear to have considerable
potential for early diagnosis of
MCI and AD and for measuring
disease progression

1. Performance results will be reported in February 2006.

FY 2006

1. Identify around 1,000 new late onset AD families | 1.

The genetics initiative has

1. Performance results will be reported in February 2007.
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to allow geneticists to locate additional late onset
risk factor genes for AD that may lead to new
targets for drug treatment, and provide a well-
characterized population for more efficient clinical
trials.

identified 259 families, too few
for researchers to identify the
remaining risk factor genes

biological pathogens.

By 2010, develop one universal antibiotic effective against multiple classes of

REFERENCE!

SP-2.1, 4.1, HP-14, 24, Outcome

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2003
1. Identify one molecule with a common role in
bacterial and viral infections that may serve as a
target for broad-spectrum antimicrobial drug
development.

1.

None of the antibiotics and antiviral
drugs licensed by the FDA are based
on a molecule with a common role in
both bacteria and viruses

1. (MET) Two different molecules with a common role

in different classes of microbes were identified.

FY 2004
1. Identify one molecule or mechanism that is shared
by a class or across different classes of microbes
that may serve as a target for broad-spectrum
antimicrobial drug development.

—_

. None of the antibiotics and antiviral

drugs licensed by the FDA are based
on a molecule or mechanism that is
shared by a class or across different
classes of microbes

. (MET) A drug/metabolite transporter molecule from

the malarial parasite Plasmodium falciparum, that is
similar to transporter molecules in other protozoa,
may serve as a target for drugs to increase
responsiveness to drug therapies.

FY 2005
1. Develop a lead compound for one of the molecules
or mechanisms identified as a potential target for
broad-spectrum antimicrobial drug development.

Adjusted to: Develop a set of screening tools that
will help evaluate potential compounds/classes of
compounds for activity against multiple bacterial

and viral infections.

. None of the antibiotics and antiviral

drugs licensed by the FDA are based
on a molecule or mechanism that is
shared by a class or across different
classes of microbes

. Performance results will be reported in February

2006.

FY 2006

1. Use screening tools to evaluate potential
compounds or classes of compounds for activity
against multiple classes of infectious diseases.

. Screening tools for evaluation of

potential compounds/classes of
compounds for activity against
multiple bacterial and viral
infections developed

. Performance results will be reported in February

2007.

SRO-3.3

By 2013, determine the efficacy of using salivary diagnostics to monitor
health and diagnose at least one systemic disease.’

REFERENCE!

SP—4.1, Outcome

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2003

1. Implement at least five research projects directed
at developing integrated technologies for the
efficient and simultaneous detection of key
molecules in human saliva.

—_

. No integrated technologies to

quickly and efficiently measure
multiple substances in saliva

. (MET) Seven research projects implemented to

develop technology aimed at human salivary
diagnostics.

FY 2004

1. Implement research projects directed at identifying
and cataloging saliva proteomes. Identification of
salivary proteomes will help scientists detect
changes in saliva that are associated with specific
diseases or conditions.

—_

. Technology available to help

identify salivary proteomes

. (MET) Three research projects implemented to

identify and catalog salivary proteomes.

FY 2005

1. Develop electronic microfluidic assay systems
(e.g., microchip-based systems that are replacing
large and costly instruments) that can quantify C-
reactive protein (a biomarker for cardiovascular
disease) in saliva.

1.

Systems to quantify C-reactive
protein in saliva have not yet been
developed

. Performance results will be reported in February

2006.

FY 2006
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1. Finalize the fabrication of a portable handheld
diagnostic device that can detect C-reactive protein
and other analytes associated with oral and/or
systemic diseases, and develop methods for its
quality assurance and standardization.

—_

needed for a portable handheld
diagnostic device are under
fabrication and validation

. Currently the individual components

1. Performance results will be reported in February
2007.

SRO-3.4

By 2010, develop an HIV/AIDS vaccine.

REFERENCE!

SP-1.2, 4.1, HP-13, Outcome

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2003
1. Design and develop new or improved vaccine
strategies and delivery/production technologies.

1. Existing DNA and viral-vector
vaccines strategies require
further evaluation

—_

. (MET) Four newly identified vaccine strategies increased
scientific knowledge of how AIDS causes disease and the
immune response to it.

FY 2004

1. Initiate one to two multinational trials in
collaboration with private companies, academic
investigators, other government agencies and
scientists in resource-poor countries.

1. HIV Vaccine Trials Network
currently supports clinical trials
at 12 international sites

1. (MET) Two multinational trials initiated in collaboration
with private companies, academic investigators, other
government agencies and scientists in resource-poor
countries.

FY 2005

1. Initiate four new Phase I or II trials of new or
improved concepts and designs and expand
capacity to conduct clinical trials in three
international sites.

1. NIH has conducted 68 phase I
and phase II HIV vaccine trials
to date

—_—

. Performance results will be reported in February 2006.

FY 2006
1. Initiate 1 new phase IIb trial to determine if a third
generation vaccine candidate has efficacy.

—_

. NIH is conducting a phase III
trial of a second generation
vaccine (canarypox) in
Thailand

1. Performance results will be reported in February 2007.

SRO-3.2.1

1 diabetes in human clinical studies.

By 2013, demonstrate the feasibility of islet transplantation in
combination with immune tolerance induction for the treatment of type

REFERENCE!

SP—4.1, HP-5, Outcome

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2003

1. Recruit 12 participants for a Phase I trial to
evaluate the safety of anti-CD52 to promote
immune tolerance induction in patients with
transplanted pancreatic islets in the absence of
immunosuppressive drugs.

1. First trial of anti-CD52 to
promote tolerance

1. (NOT MET) Anti-CD52 was determined to be unsafe by a
non-NIH supported trial of the agent in the target
population. Therefore, the opening of the NIH-supported
trial was cancelled..

FY 2004

1. Recruit 8-12 participants for a Phase I trial to
evaluate the safety of anti-CD3 to promote
immune tolerance induction in patients with
transplanted pancreatic islets in the absence of
immunosuppressive drugs.

1. First trial of anti-CD3 to
promote tolerance

1. (EXT) Protocol for Phase I trial to evaluate anti-CD3
antibody is on hold, pending submission to and review of
safety information by the FDA. Target completion is
expected in FY 2007 if trial opens in FY 2005.

FY 2005

1. Establish the baseline success rate for islet
transplantation, which may impact U.S. Food and
Drug Administration (FDA) and Medicare standards
of care for islet transplantation.

Adjusted to:_Submit response to FDA addressing
safety concerns about anti-CD3 antibody.

1. An international multi-center
trial of islet transplantation using
the Edmonton protocol in patients
with type 1 diabetes met the target
enrollment of 36 subjects

Adjusted to: First trial of anti-CD3
to promote tolerance.

1. Performance results will be reported in February 2006.
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FY 2006
1. Analyze data from phase 1 trial(s) and initiate
development of efficacy trial(s), if appropriate.

Adjusted to: Enroll patients for Phase I trial to
evaluate anti-CD3 to promote immune tolerance
induction in patients with transplanted pancreatic
islets in the absence of immunosuppressive drugs.

1.Phase 1 trial(s) to promote
tolerance induction are in protocol
development

Adjusted to: First trial of anti-CD3
to promote tolerance.

1. Performance results will be reported in February 2007.

SRO-4.1

. . FY 04 FY 05 FY 06
FULL COST (dollars in millions)
$1,516 $1,596 $1,711
FY 2004, develop two new animal models to use in research on at least REFERENCE"
BT BT O R, SP-2.1, 4.1, HP-14, Outcome
FY TARGETS BASELINE ACTUAL PERFORMANCE

FY 2003

1. Conduct validation studies of new monkey models
of smallpox by employing them in testing of new
smallpox vaccines and therapies.

—_

. Previous non-human primate
models of smallpox/orthopox
diseases inadequately modeled
the progression of human
smallpox disease

—_

. (MET) Human variola and models were tested for
protection against disease when administered Modified
Ankara (MVA) or Dryvax smallpox vaccines.

FY 2004

1. Expand by 25% the animal model resources
available for use by the research community and
for licensing products under the FDA Animal
Efficacy Rule.

1. 8 animal models available

1. (MET) Two new models of viral hemorrhagic fevers and
encephlitides, a model of flea-borne plague transmission,
and two models of West Nile virus (Category B agent)
have been developed.

By 2005, develop improved animal mod
Parkinson’s disease (PD), based on eme

els that best recapitulate

REFERENCE!

SRO-4.2 rging scientific findings of
gengtic or environmental influences or interactions of genes and the SP—4.1, HP-8, Outcome
environment on the development of PD.
FY TARGETS BASELINE ACTUAL PERFORMANCE
FY 2003

1. Establish a mouse model repository at a Morris K.
Udall Center of Excellence for Parkinson’s
Disease Research to house PD genetic models and
make them available to the PD research
community.

—_

. No repository with this specific
housing and distribution
capacity exists for PD research

—_

. (MET) Mouse model repository to house PD genetic
models established.

FY 2004

L. Determine if slowing the metabolism of rotenone
through cytochrome P-450 inhibition facilitates
creation of a mouse model for PD.

Adjusted to: Conduct dose response studies of
chronic rotenone administration in normal mice and
assess resulting changes in striatal dopamine levels
and the number of dopamine neurons in substantia
nigra.

—_

. Cytochrome P-450 accelerates
rotenone metabolism in mice so
that the PD phenotype cannot
be shown

—_

. (MET) Provided proof of concept in mouse model by
administering rotenone and achieving 30-40% depletion of
dopamine in striatal terminal fields with clear evidence of
degenerating neurons.

FY 2005

1. Combine the mouse model with at least one
genetic model of PD and assess its interaction with
rotenone.

1. A rotenone mouse model is not
yet available

—_

. Performance results will be reported in February 2006.

L FY 04 FY 05 FY 06
FULL COST (dollars in millions)
$95 $9 $0
By 2007, evaluate the efficacy of three new treatment strategies for HIV REFERENCE*
infection in clinical trials in an effort to identify agents or combinations
of agents that are more effective, less toxic, and/or simpler to use than SP_4.1. HP—13. Outcome
the current recommended HIV treatment regimens. ’ ’
FY TARGETS BASELINE ACTUAL PERFORMANCE

FY 2003
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1. Increase the ability of resource-poor countries to 1. 12 AACTG sites and 10 1. (MET) Sites in resource-poor countries are better able to
conduct clinical trials for the treatment and PACTG sites conduct HIV clinical trials as a result of training.
prevention of HIV disease by providing training
and capacity building at 4 sites.

FY 2004

1. Participate in the development of two agents for 1. 23 approved antiretroviral 1. (MET) NIH has supported studies to develop treatments for
the prevention or treatment of HIV-associated drugs exist for HIV infection three HIV-associated manifestations, hepatitis C virus
manifestations, such as co-infections, opportunistic treatment (HCV), Cryptococcal meningitis (CM) and central nervous
infections, cancers, neurological disorders, or system (CNS)-associated neurological disease in
organ-specific complications. individuals with HIV.

FY 2005

1. Initiate clinical trials of new anti-HIV drugs and/or | 1. Clinical trials for the next 1. Performance results will be reported in February 2006.
anti-HIV multidrug regimens in U.S. and generation of fusion inhibitors
international clinical trial sites. and lead compounds

representing integrase
inhibitors are being completed
FY 2006
1. Evaluate interventions to reduce mother to child 1. Antiretroviral therapy has 1. Performance results will be reported in February 2007.

transmission (MTCT) of HIV and assess the
impact of these interventions on future treatment
options for women and children.

dramatically reduced MTCT in
the developed world; many
developing countries are
implementing preventive
MTCT programs using
nevirapine and other
antiretroviral regimens

lupus).

By 2009, determine the efficacy of statins in preventing progression of
atherosclerosis in children with systemic lupus erythematosus (SLE, or

REFERENCE!

SP—4.1, HP-12, Outcome

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2003

1. Complete the training of personnel involved in
conducting the trial, including sonographers and
those operating the Interactive Voice Response
System.

1. Standard operating procedures
are being completed but
training not yet done

1. (MET) Training of all appointed sonographers has been
completed.

FY 2004
1. Launch patient enrollment in at least 10 of the 20
planned sites.

1. Protocol for patient enrollment
established

1. (MET) There are currently 16 sites actively recruiting
patients into the study.

FY 2005

1. Conduct ancillary studies, leveraging the
investment of the trial in areas related to the
determination of the efficacy of statins in
preventing progression of atherosclerosis in
children with lupus.

1. One ancillary study approved to
assess the effect of statins on
blood cells

1. Performance results will be reported in February 2006.

FY 2006
1. Complete baseline data analysis on the enrolled
patients, including any adverse events.

1. 14% of patients are enrolled
and data analysis of enrolled
patients is complete, including
any adverse events

—_—

. Performance results will be reported in February 2007.

point for new drugs.

By 2009, expand the range of available methods used to create, analyze,
and utilize chemical libraries, which can be used to discover new
medications. Specifically, use these chemical libraries to discover 10
new and unique chemical structures that could serve as the starting

REFERENCE"

SP—4.1, Outcome, PART

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2003

1. Fund two additional Centers of Excellence for
Chemical Methods and Library Development to
develop chemical libraries and high-throughput
methods for screening potential therapeutic
compounds.

1. Prior to FY 2003, only two
centers existed

1. (MET) Two additional Centers of Excellence for Chemical
Methods and Library Development were established at
Harvard Medical School and the University of Kansas.
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FY 2004

1. Investigate at least six innovative methods to
synthesize chemical libraries and employ
successful methods to create new libraries through
the funded Centers. Ensure that inventories of
libraries and methods are established so that the
successful results of this work can be readily
accessible to the scientific community for dry
development.

1. High throughput methods for

making chemical libraries for
drug development are limited

1.(MET) Established CMLD centers investigated at least ten
(10) innovative methods to synthesize new chemical libraries
while making results of these new libraries and successful
methods available to the scientific community.

FY 2005

1. Facilitate the identification of promising
therapeutic compounds by funding the biological
screening of chemical compounds contained in the
libraries and provide an inventory of the results.

. CMLD centers are currently

being established; screening of
their libraries has not yet begun

1. Performance results will be reported in February 2006.

FY 2006

1. Begin development of new methodologies for
production, isolation, and identification of new,
bioactive compounds from nature (natural
products).

. Due to the expense and the time

required to isolate, purify, and
identify new compounds, few
pharmaceutical companies
include natural products in their
drug discovery programs

1. Performance results will be reported in February 2007.

By 2007, identify 20 small molecules that are active in models of nervous

REFERENCE"

SICEEAN system function or disease and show promise as drugs, diagnostic agents,
or research tools. SP—4.1, HP-26, 18, Outcome
FY TARGETS BASELINE ACTUAL PERFORMANCE
FY 2003

1. Expand the National Cooperative Drug Discovery
Group Program model to target mental disorders
and nicotine addiction to advance the
development/testing of fundamentally new
medications/treatments for mental disorders and
nicotine addiction.

. None of the NCDDG Programs

focus on mood disorders and
nicotine addiction

—_

. (MET) Three grants modeled on the National
Cooperative Drug Discovery Group (NCDDG) Program
were awarded for development/testing of new
medications/treatments for mental disorders and nicotine
addiction. Prior to these awards, the NCDDG did not
address these conditions.

FY 2004

1. Identify potential research tools and drug leads for
neurological disorders by developing/utilizing
high-throughput screening programs, including
assay development.

. 1,040 FDA-approved drugs and

>23,000 potential anti-epileptic
compounds screened

1. (MET) 76 promising compounds identified in various
assays; 2 potential epileptic therapies advanced to
clinical testing. Proof-of-concept tests initiated for
alcohol abuse and addiction screening.

FY 2005

1. Create a publicly available collection of 750
bioactive compounds, with defined activity in the
nervous system, from industry, academia, and
government sources, to be used in screens for
potential drugs, research tools, and diagnostic
agents.

. Known bioactive compounds

require further evaluation of
activity and improved availability

1. Performance results will be reported in February 2006.

FY 2006

1. Test the ability of at least one promising
compound to extend survival and reverse
molecular effects of SMA in a mouse model of the
disorder.

. SMA program established; 3

promising compounds identified
in screens; SMA mouse models
available

1. Performance results will be reported in February 2007.

SRO-5.5

By 2008 develop and test two new evidence-based treatment approaches
for drug abuse in community settings.

REFERENCE"

SP—3.4; HP—26, 27, Outcome.

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2004

1. Adapt two treatment approaches from small-scale
research settings to community-based settings for
the purpose of bringing research-based treatments
to communities.

1. No randomized clinical trials have

delivered BSFT and Seeking
Safety to these specialized
populations

1. (MET) Three treatments have been adapted for
community-based settings.
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FY 2005

1. Build capacity for targeted treatments by training
90 treatment providers to: (a) participate in clinical
trials to promote treatment fidelity; and (b) deliver
evidenced-based behavioral treatment to target
populations in community settings.

1. Less than 25 treatment providers

have been trained to deliver BSFT
and Seeking Safety to these
specialized populations in
randomized clinical trials in
community settings

1. Performance results will be reported in February 2006.

FY 2006

1. Recruit approximately 1050 patients from
specialized populations to test the efficacy of the
two community-based treatments.

. Enrolment of 350 subjects for

Seeking Safety protocol begins in
1* quarter 04. Enrolment of 700
subjects for BSFT protocol begins
in 3" quarter 04

1. Performance results will be reported in February 2007.

FULL COST (dollars in millions)

FY 04

FY 05 FY 06

$835

$829 $798

By 2012, identify the genes that control the risk of development of age-
related macular degeneration (AMD) and glaucoma in humans.

REFERENCE!

SP—4.1, 6.2, HP-28, Outcome

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2003

1. Expand the genomic resources available to vision
researchers through NEIBank and related trans-
NIH activities.

. 31,000 human gene sequences; | 1.

12,000 unique human eye-
expressed genes

(MET) Genomic resources expanded to include 30% more
human gene sequences, 8% more unique human eye-
expressed genes, and new DNA sequence data and clones.

FY 2004
1. Reach consensus on a descriptive manual with

. No consensus descriptions on

—_

. (MET) A consensus was reached on a manual of

standards that can be used to describe the diverse AMD phenotypes exist classification standards for use by fundus photograph and
retinal phenotypes found in macular degeneration. reading centers that will aide in maintaining useful
classification systems to identify new phenotypes and allow
for possible meta-analysis of retinal phenotype collections.
FY 2005
1. Collect and make available to investigators genetic | 1. DNA specimens from large 1. Performance results will be reported in February 2006.

material and information from over 4,000 well-
characterized patients with either AMD or
glaucoma.

numbers of well-characterized
AMD or glaucoma patients are
not available

FY 2006

1. Develop animal models of AMD and glaucoma
that closely mimic the pathologic processes
underlying these diseases in humans.

. Existing animal model systems | 1.

for AMD and glaucoma do not
closely resemble the human
disease

Performance results will be reported in February 2007.

SRO-6.2

By 2011, assess the efficacy of at least three new treatment strategies to
reduce cardiovascular morbidity/mortality in patients with type 2
diabetes and/or chronic kidney disease.

REFERENCE!

SP-1.1, 4.1, HP-4, 5, 12, Outcome, PART

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2003

1. Assess the effect of intensive versus conventional
glycemic control on intima media thickening of the
carotid artery, a marker for progression of
atherosclerosis, in participants in the
Epidemiology of Diabetes Interventions and
Complications (EDIC) study.

—_

. No effect of intensive vs. 1.

conventional blood glucose
control was seen in earlier
carotid ultrasound
measurements

(MET) Effects of intensive versus conventional glycemic
control were assessed in EDIC study participants. Finding
suggests that aggressive management of blood glucose
levels can produce short- and long-term benefits.

FY 2004

1. Complete recruitment for the Action for Health in
Diabetes (Look AHEAD) study (5,000 patients), in
order to compare the effects on cardiovascular
events of an intensive lifestyle intervention
designed to achieve and sustain weight loss versus
support and education in obese individuals with
type 2 diabetes.

—_

. Look AHEAD had recruited

—_

about half (2,500) of its patients

. (MET) Look AHEAD exceeded its target goal of 5000

obese patients who have type 2 diabetes, and enrolled
5,145 participants by May 2004.
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FY 2005

1. Complete recruitment for the Action to Control
Cardiovascular Risk in Diabetes (ACCORD) study
(10,000 patients), which is comparing effects on
CVD of intensive versus conventional
interventions of lowering blood glucose, blood
pressure; and treating blood lipids in diabetic
patients at high risk for CVD.

—_

. ACCORD had recruited 1,184

participants in a Vanguard
phase

1. Performance results will be reported in February 2006.

FY 2006

1. Look AHEAD aims to report outcome data on the
success of the one-year intensive weight loss
intervention and its impact on CVD risk factors
such as diabetes control, lipids, blood pressure,
and fitness.

—_

. Information is not available

regarding the impact of a one-
year intensive weight loss
intervention on these
parameters in a similar diabetic
population

1. Performance results will be reported in February 2007.

By 2012, develop a knowledge base on

chemical effects in biological systems
using a systems toxicology or toxicogenomics approach.

REFERENCE!

SP—4.1, HP-8, Outcome

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2003

1. Launch a pilot prototype database project to test
the design and implementation of the knowledge
base components and system architecture.

—_

. Intramural databases and commercial

software to build ProtoCEBS
available

—_

. (MET) ProtoCEBS launched, tested, and

implemented.

FY 2004

1. Create the capability to import, export, and link
molecular expression data by extending the
Chemical Effects in Biological Systems (CEBS)
database object model to include
toxicology/pathology fields and by creating a data
portal that will load toxicology data.

—_

. CEBS object model to capture

molecular expression data (only)
designed but not tested

. (MET) CEBS now has a data portal that loads

toxicology data. CEBS can import, export, and link
molecular expression data to toxicology/pathology
fields.

FY 2005

1. Create and provide public access to a global
molecular expression and toxicology/pathology
database of environmental chemicals and drugs
(CEBS) featuring simple query download
capability.

. CEBS version 1.0 launched in

August 2003 contains only
microarray data

. Performance results will be reported in February

2006.

FY 2006
1. Enhance the CEBS to allow the capture and

. The CEBS is limited to individual

. Performance results will be reported in February

integration of transcriptomics, proteomics, and data sets and cannot integrate data 2007.
toxicologic data for the same compound. from multiple data sets for a single
compound
. FY 04 FY 05 FY 06
FULL COST (dollars in millions)
$98 $72 $82
By 2005, evaluate 10 commonly used botanicals for inhibition/induction of REFERENCE"

SINOMBE onzymes that metabolize drugs as a method of identifying potential botanical
drug interactions. SP-2.2, 4.1, 5.1, Outcome, Efficiency
FY TARGETS BASELINE ACTUAL PERFORMANCE
FY 2003

1. Identify results of studies on three botanicals that
show inhibition/induction of enzymes that
metabolize drugs.

—_

. Some characterization of St. John’s

wort; very little known about other
botanicals

. (MET) Effects were observed on selected botanical

extracts on the inhibition or induction of selected
enzymes that metabolize drugs.

FY 2004

1. Identify results of studies on three additional
botanicals that show inhibition/induction of
enzymes that metabolize drugs.

. St. John’s wort better characterized.

Good characterization of ginkgo,
garlic, saw palmetto, 2 species of
ginseng, and PC-SPES

1. (MET) Effects were observed on three selected

botanical extracts on the inhibition or induction of
selected enzymes that metabolize drugs.

FY 2005
1. Identify results of studies on four additional
botanicals that show inhibition/induction of

enzymes that metabolize drugs.

. Characterization of additional

botanicals from FY 2004

. Performance results will be reported in February

2006.
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cancer preemption.

By 2006, integrate nanotechnology-based components into a system capable
of detecting specific biomarkers (molecular signatures) to establish proof of
concept for a new approach to the early detection of cancer and, ultimately,

REFERENCE!

SP-4.1, 4.2, HP-3, Outcome, Efficiency, PART

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2003

1. Establish intramural and extramural collaborations
to select and employ substrate nanotechnology
fabrication techniques to enable high-throughput
and highly reliable/reproducible proteomic
analyses.

. Lack of relevant collaborations

—_

. (MET) Collaborations established and work
progressing on employing nanotechnology techniques
to enable high-throughput proteomic analyses
relevant to early detection of cancer.

FY 2004

1. Establish a core laboratory at NIH to bring
together extramural and intramural fabrication
technologies with the capability to derive targets,
identify the most promising applications for
combined functionalized nanoparticles, and
steward therapeutic nanotechnologies through
validation.

. No current core laboratory with

needed capacity

—_—

. (MET) The national Nanotechnology Characterization
Laboratory (NCL) has been established and will
enable development of essential data about the
profiles of nanoparticles in biological systems.

FY 2005

1. Integrate nanosensors and nanoparticles into a
platform technology for development in applied
research settings.

. Existing nanosensors and

nanoparticles not integrated into a
common platform

1. Performance results will be reported in February
2006.

FY 2006

1. Integration of nanotechnology-based components
into a system capable of detecting biomarkers in
vitro.

. Nanocantilevers, nanowires, and

nanochannels currently in
development, but not yet tested for
cancer detection, imaging, and
treatment in vitro

1. Performance results will be reported in February
2007.

across all human chromosomes.

By 2005, create the next-generation map of the human genome, a so-called
haplotype map (“HapMap”), by identifying the patterns of genetic variation

REFERENCE!

SP—4.1, Outcome

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2003

1. For existing blood samples from U.S. residents of
Western and northern European ancestry, obtain
additional consent from the donors for this new
use and begin genotyping 300,000 single
nucleotide polymorphisms (SNPs, sites in the
human genome where individuals differ by a
single letter) in those samples.

1. 90 existing samples, none of which

included the necessary consent for
genotyping

1. (MET) All needed consents obtained and genotyping
performed on 132,000 SNPs.

FY 2004

1. Collect samples from populations in Japan, China,
and Nigeria; and complete collection of additional
3 million SNPs and release in public databases.

. 2.4 million SNPs in database

1. (MET) Sample collection has been completed, and
greater than 3 million SNPs have been released in the
public database.

FY 2005
1. Develop a first-pass draft HapMap containing
600,000 SNPs.

. 2.4 million SNPs in database but

none of the samples genotyped to
produce any part of the HapMap

1. Performance results will be reported in February
2006.

FULL COST (dollars in millions)

FY 04

FY 05 FY 06

$30

$13 $12
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SRO-8.1

By 2007, determine the genome sequences of an additional 45 human

pathogens and 3 invertebrate vectors of infectious diseases.

REFERENCE!

SP-1.2,2.1,4.1, HP-10, 14, 24, 25, Outcome, Efficiency

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2003
1. Complete the genomic sequences of at least five
bacteria and two protozoa that cause infectious

—_

. Genome sequences for 29 bacterial

pathogens, 1 protozoan parasite, and 1

—

. (MET): Genomic sequences were identified for 8
bacterial pathogens and 3 protozoans.

three fungal pathogens, five bacterial
pathogens, and two protozoa that cause
infectious disease.

pathogens, 4 protozoan parasites, and 1
insect completed

disease. insect completed
FY 2004
1. Complete the genomic sequences of at least 1. Genome sequences for 40 bacterial 1. (MET) Genomic sequences were identified for 18

bacteria, 4 protozoan parasites, and 3 fungi.

FY 2005

1. Complete the genomic sequences of at least two
fungal pathogens, five bacterial pathogens, and
four protozoa that cause infectious disease.

—

. Genome sequences for 58 bacterial

pathogens, 8 protozoan parasites, 3
fungi, and 1 insect completed

—

. Performance results will be reported in February
2006.

FY 2006

1. Complete the genome sequence of at least one
fungal pathogen, six bacterial pathogens, two
protozoan parasites, and one invertebrate vector
of infectious diseases.

—

. Genome sequences for 63 bacterial

pathogens, 12 protozoan parasites, 5
fungi, and 1 invertebrate vectors of
infectious diseases completed

—

. Performance results will be reported in February
2007.

By 2009, identify and characterize two molecular interactions of potential
clinical significance between bone-forming cells and components of bone.
Such interactions are defined as those having significant impact on the
accrual of bone mass or the actual mechanical performance of bone (i.e.,
fracture resistance) in laboratory animals.

REFERENCE!

SP—4.1,6.2, HP-2, Outcome

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2003
1. Characterize effects of the bone protein

cells from precursor cells in the bone marrow and
identify regions of the thrombospondin-2 molecule
that are required for the effects.

thrombospondin-2 on the generation of bone-forming

1. Information on the role of
thrombospondin-2 in bone
generation is incomplete

1. (MET) Thrombospondin-2 promotes bone formation
in the early stage of cell differentiation; functional
elements at one end of molecule responsible for this
effect.

FY 2004

1. Identify biochemical pathways in bone-forming cells
that are responsible for extended survival of cells on
interaction with the bone protein osteonectin.

—_—

. Biochemical pathways that
mediate cell survival are unknown

1. (MET) Results suggest that the interaction of bone-
forming cells with osteonectin enhances cell survival
through activation of the Wnt pathway.

FY 2005
1. Identify regions of bone and bone marrow in which
thrombospondin-2 is produced under conditions of

altered mouse strain in which a fluorescent protein is
produced under the control of the same genetic
elements that control the production of
thrombospondin-2.

bone loss and bone formation. Generate a genetically

—_

. Information incomplete on where
thrombospondin-2 is produced;
mouse model can provide this
data

—_

. Performance results will be reported in February
2006.

FY 2006

bone-forming cells are deficient in fibronectin, and
identify the cell surface molecule mediating
interaction between bone-forming cells and
connective tissue growth factor.

1. Generate a genetically modified mouse in which only

—_

. Mice wholly deficient in
fibronectin are not viable.
Molecules interacting with CTGF
are unknown

1. Performance results will be reported in February
2007.
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By 2006, build a publicly accessible Collection of Reference Sequences
(RefSeq Collection) to serve as the basis for medical, functional, and diversity
studies. A comprehensive RefSeq Collection will serve as a foundation for
genomic research by providing a centralized, integrated, nonredundant set of
sequences, including genomic deoxyribonucleic acid (DNA), ribonucleic acid
(RNA) transcript, and proteome (protein product) sequences, integrated with
other vital information for all major research organisms.

REFERENCE!

SP—4.1, Outcome, Efficiency

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2003

1. Make the RefSeq Collection database available for
downloading to enable commercial or academic
groups to perform exhaustive analyses across the
entire RefSeq Collection data set.

. At the end of FY02, the RefSeq

collection included 446,000
proteins and was not available for
FTP

—

. (MET) The RefSeq collection was made available on

a regular release cycle to scientists at commercial and
academic sites for downloading and analysis of the
entire data set.

FY 2004

1. Develop the infrastructure to support wider access to
the RefSeq Collection via the Internet to provide
users with a centralized set of annotated sequence
information.

. RefSeq collection includes

sequence data from 2124 species;
only a limited database is
available

. (MET) The RefSeq collection is now fully available

via the online resource Entrez Gene.

FY 2005

1. Expand the project to include outside groups to
increase the amount of sequence and functional
information in the database. Collaborations will
provide additional reference sequence records, whole-
genome annotation, functional annotation of
multigene families, and expert review of single genes.

. About 40 collaborations in place

for obtaining annotated RefSeq
records and other functional data

—

. Performance results will be reported in February

2006.

SRO-8.4

By 2009, assess the impact of two major |
(1DeA) Programs on the development of competitive investigators and their
capacities to compete for NIH research funding.

nstitutional Development Award

REFERENCE!

SP—4.3, HP-23, Outcome

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2003

1. Develop a data collection and management system to
allow for the retrieval of potential target indicators to
evaluate the impact of the IDeA/Centers of
Biomedical Research Excellence (COBRE) Program.

1. Indicators from previous

evaluations and pre-COBRE
analysis and previous evaluations

. (MET) Data collection and management system in

place for retrieval of potential target indicators related
to evaluating impact of IDeA/Centers of Biomedical
Research Excellence Program.

FY 2004
Assessment Methodology for IDeA Program (Step 1):
. Complete evaluation design to determine a
confirmed list of target indicators to measure
IDeA/COBRE impact.

. Develop a data collection system for BRIN.

Data collection and management
system to evaluate impact of
IDeA/COBRE in place

Indicators from IDeA/COBRE
evaluation design

—

. (MET) The COBRE evaluation design, which

includes a confirmed list of target indicators, is
complete. Data collection and management system is
in place for BRIN.

FY 2005
Assessment Methodology for IDeA Program (Step 2):
. Complete evaluation design to determine a
confirmed list of target indicators to measure
IDeA/BRIN impact.

. Assess results of COBRE evaluation design
study.

Data collection and management
system to evaluate impact of
IDeA/BRIN in place

COBRE evaluation design
completed but not evaluated

—

. Performance results will be reported in February

2006.

FY 2006
1. Full-Scale Assessment of the IDeA Program
(Step 1):
. Initiate the full-scale evaluation for
IDeA/COBRE

1. COBRE evaluation design

. Performance results will be reported in February

2007.
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By 2009, develop an item bank and computerized adaptive testing system

available to clinical researchers to improve assessment of non-specific

REFERENCE!

SRO-8.5 . . . .
symptoms (e.g., pain and fatigue) and other domains of health-related quality | m!, SP-4.1, Outcome
of life in chronic disease.
FY TARGETS BASELINE ACTUAL PERFORMANCE
FY 2005
1. Identify specific domains to be measured, evaluate | 1. Highly valid, reliable, and broadly 1. Performance results will be reported in February
existing measures and items, and develop usable assessment tools are needed to 2006.
instrument(s) and assessment methods for use in enhance clinical research on patient-
diverse chronic disease patient samples. reported chronic disease outcomes.
FY 2006 1. An initial item pool for assessin 1. Performance results will be reported in Februar;
1. Initiate administration of instrument(s) to a large . mp g ’ P y
. - . specified domains of symptoms 2007.
demographically diverse patient sample .
representing a wide range of chronic disease type and/pr domalns of health-re.lated
. quality of life developed using FY 04
and severity.
target.
FULL COST (dollars in millions) FY 04 FY 05 FY 06
$00 $313 $334
By 2010, demonstrate through research a capacity to reduce the total years REFERENCE*
lost to disability (YLDs) in the United States by 10% by (1) developing
treatment algorithms to improve the management of treatment-resistant and
recurrent depression and (2) elucidating the mechanisms by which SP-4.1, 6.2, HP-5,12,18, Outcome
depression influences at least two comorbid physical illnesses (e.g., heart
disease, cancer, Parkinson’s disease, or diabetes).
FY TARGETS BASELINE ACTUAL PERFORMANCE

FY 2003

1. Identify at least one biological (e.g., gene-
environment) interaction that has high probability of
contributing to depression.

1. Known that stress linked to
depression but interaction not
known

1. (MET) A link was made between a specific gene-
environment interaction (5-HTT and high stress) and
vulnerability to depression.

FY 2004
1. Determine whether vascular changes related to aging
contribute to depression.

1. Subcortical lesions, common in
elderly with depression and in
vascular disease, are being studied
as potential cause of depression

1. (MET) A strong correlation has been found between
vascular changes resulting in unique lesions in the
brain and depression in elderly patients.

FY 2005

1. Determine at least four characteristics that help
identify subgroups of people with depression who
respond differentially to existing treatments.

1. A series of clinical trials are
currently underway that match
patients’ responses to different
treatments

1. Performance results will be reported in February
2006.

FY 2006
1. Identify at least one effective strategy for treating
depression in the elderly in a variety of settings.

1. A number of interventions to treat
depression in the elderly are
currently being developed and
tested

1. Performance results will be reported in February
2007.

SRO-9.2

programs for nationwide implementation

By 2010, identify culturally appropriate, effective stroke prevention

in minority communities.

REFERENCE!

SP-1.1,3.4,4.1, 4.4, HP-7, 12, Outcome, Efficiency

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2003

1. Establish a 5-year program to create 12 to 14
Partnership Centers to Reduce Health Disparities that
will focus on influential factors that reduce health
disparities.

1. Piloted programs to build nursing
center research capacity focused
on health disparities

1. (MET) Seventeen Nursing Partnership Centers
established to reduce health disparities, including
stroke, which link research-experienced nursing
schools with minority-serving nursing schools across
the nation.

FY 2004

1. Establish a minority-focused, acute stroke research
and care center to conduct a study of the
epidemiology of stroke, barriers to acute stroke care,
and quality of care within the specific racial/ethnic
communities being served by the care center.

—_

. Acute stroke center exists but is
not focused on stroke disparities
or in a minority community

1. (MET) Acute stroke care center serving a minority
community in the Washington DC metropolitan area
has been established.

FY 2005
1. Establish the infrastructure for a Stroke Prevention
and Intervention Research Program at a minority

institution.

1. Minority institution research

/training programs exist but not on

stroke prevention/intervention

1. Performance results will be reported in February
2006.
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FY 2006

1. Establish the infrastructure for a pilot Alaska Native
Stroke registry that will facilitate identifying risk
factors and strategies to improve stroke prevention
and quality of stroke care provided to Alaska Natives.

1. Several registries for Alaska

Natives exist, including for cancer
and diabetes, but none for stroke

1. Performance results will be reported in February
2007.

FULL COST (dollars in millions)

FY 04

FY 05 FY 06

$107

$107 $84

'SP—# Indicates the DHHS Strategic Plan goal to which each GPRA goal pertains.
HP-# Indicates the Focus Area of Healthy People 2010 to which each goal pertains.
PART-Indicates goal has been examined by Program Assessment Rating Tool (PART)

B COMMUNICATION AND TRANSFER OF RESULTS

CTR-1

syndrome (SIDS).

By 2008, reduce the disparity between African American and white infants
in back sleeping by 50% to further reduce the risk of sudden infant death

REFERENCE"

SP-3.4, HP-11, 16, Outcome, Efficiency

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2003

1. In collaboration with African American
organizations, community health and other local
officials, and faith-based organizations, conduct
regional summit meetings to train and motivate
individuals who will implement SIDS risk reduction
activities in their communities.

1. No regional summit meetings
were held prior to 2003

—_

. (MET) Over 1,000 participants were trained and
motivated to reduce SIDS in African American
communities during 3 regional U.S. summits.

FY 2004

1. Conduct 250 interviews among the approximately
1,500 participants who attended the three summit
meetings held in 2003 to determine that each summit
resulted in a minimum of 50 outreach activities.

1. No interviews have been
conducted for this purpose

1. (MET) Interviews were held with participants from each
summit and 150 outreach activities resulted from each of
the summits.

FY 2005

1. Continue to extend “Back to Sleep” campaign
messages to African American populations through
community-based collaborations/partnerships by
involving a minimum of six national organizations in
SIDS training and educational activities.

1. Three participating national
organizations

—

. Performance results will be reported in February 2006.

FY 2006

1. Promote a continuing education module with at least
six national nursing organizations serving African
American communities to extend the Back to Sleep
campaign messages.

1. There are no known efforts to
systematically educate the
nursing community on national
level about SIDS risk reduction

—_

. Performance results will be reported in February 2007.

Time.”

By 2006, Increase awareness among the general public about the
symptoms of stroke and the need to seek treatment rapidly by partnering
with providers and volunteers in at least five communities and extending
the impact of the campaign, “Know Stroke. Know the Signs. Act in

REFERENCE"

SP-1.1,4.4, HP-11, 12, Output

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2004

1. Work with partners in five communities each with at
least 15 percent African American population to
extend the “Know Stroke” campaign messages by
attending community fairs and collaborating with
local leaders and health educators to disseminate
3,000 “Know Stroke” community education kits and
100,000 “Know Stroke” brochures (25,000 will be
distributed to African American audiences).

1. National partnerships
developed; no current
comprehensive local
partnerships

1. (MET) Completed outreach programs in 5 U.S. cities.
Distributed 109,619 brochures, including 27,236 to
African American audiences. Distributed 3,000 kits
through national marketing campaign to city and
county health officials.

FY 2005

1. Extend the outreach program to an additional five
communities nationwide, arming community leaders
with tools and information to distribute an additional

1. Partnerships developed in FY
2004.

1. Performance results will be reported in February 2006.
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5,000 “Know Stroke” community education kits
(1,000 will be through African American partners).

FY 2006

1. Work with national organizations such as the CDC,
the National Council of La Raza, and the Urban
League to develop community-based programs for
extending the Know Stroke messages to Hispanics
and African Americans in at least 10 markets.

1. Partnerships established
through community based
outreach in FY 2004

1. Performance results will be reported in February 2007.

1. Develop a needs assessment study for a technical
assistance program in technology transfer for
developing countries to systematically detail the nature
and extent of issues that the TA program should
address.

—_

. No known needs assessment
studies exist for developing
technology TA program

Through education and technical assistance, strengthen the capacity of REFERENCE*
(25BN developing countries to identify technologies and pursue their development
into products. (Ongoing) SP-4.4, Output
FY TARGETS BASELINE ACTUAL PERFORMANCE
FY 2004

1. (EXT) Funding was not approved, although
international partners and personnel were secured to
initiate the TA program.

FY 2005

1. Based on results of the needs assessment, recruit and
select personnel to design and implement the technical
assistance program.

1. No personnel

1. Performance results will be reported in February
2006.

2. Identify and target appropriate institutions in at least
three developing countries in order to educate members
on adapting and building infrastructure for transferring
laboratory discoveries to the bedside.

2. Limited access to targeted

training in developing countries

2. Performance results will be reported in February
2006.

FY 2006
1. Secure potential supporting partner(s) to support the
onset of the technical assistance program.

partners in supporting the

have informally discussed
synergies and potential
advantages of working with
different organizations while
participating in domestic and
foreign meetings

1. While no organizations have been
formally approached to serve as 2.

technical assistance program, we

Performance results will be reported in February
2007.

Increase the percentage of Small Business

toward commercialization. (Ongoing)

Innovative Research (SBIR)

Program award recipients who are successful in identifying the resources
and/or partners necessary to further the development of their SBIR projects

REFERENCE"

SP-4.2, 4.4, Outcome

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2004

1. Pilot test specific technical assistance program(s) to
further development of SBIR projects toward
commercialization
(FY 04) CAP

1. No current programs

1. (MET) Completed Pilot CAP with 50 participants.
Selected vendor for pilot Niche Assessment
Program.

2. Implement effective piloted programs to create a
menu of technical assistance programs

2. CAP Pilot

2. (MET) Initiated trans-NIH CAP with 130
participants.

3. Report critical elements to assess advances of each
technical assistance program

3. TBDinFY04 CAP pilot
conversion to program
implementation

3. (MET) Pilot CAP-- 50 participants of which 35
presented business opportunity at investment event.
At 6 month mark, 33% had increased sales or were
in negotiation.

FY 2005

1. Pilot test specific technical assistance program(s) to
further development of SBIR projects toward
commercialization
(FY 05) Niche Assessment

1. No current programs

1. Performance results will be reported in February
2006.

2. Implement effective piloted programs to create a
menu of technical assistance programs

2. CAP Pilot

2. Performance results will be reported in February
2006.

3. Report critical elements to assess advances of each

3. TBDinFY04 CAP pilot

3. Performance results will be reported in February
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technical assistance program conversion to program 2006.
implementation
FY 2006
1. Pilot test specific technical assistance program(s) to 1. No current programs . Performance results will be reported in February
further development of SBIR projects toward 2007.
commercialization
(FY 06) Manufacturing or FDA Regulatory
Assistance
2. Implement effective piloted programs to create a 2. CAP Pilot . Performance results will be reported in February
menu of technical assistance programs 2007.
3. Report critical elements to assess advances of each 3. TBDinFY04 CAP pilot . Performance results will be reported in February
technical assistance program conversion to program 2007.
implementation
FULL COST (dollars in millions) FY 04 FY 05 FY 06
$4 $4 $4

! SP—#: Indicates the DHHS Strategic Plan goal to which each GPRA goal pertains.
HP—#: Indicates the Focus Area of “Healthy People 2010” to which each goal pertains.

B CAPACITY BUILDING AND RESEARCH RESOURCES

CBRR-1

programs. (Ongoing)

Recruit, train, and retain a diverse population of highly trained scientists in
biomedical, behavioral, and clinical research using research training grants,
fellowships, career development awards, and student loan repayment

REFERENCE"

SP—4.3, HP-23, Output

FY TARGETS BASELINE ACTUAL PERFORMANCE
FY 2004
1. Ensure that the proportion of pre-doctoral trainees 1. Award rates 1. (MET) Award rate to comparison groups exceeded
and fellows applying for and receiving subsequent NRSA Group: 46% by 12%
NIH research grants exceeds relevant comparison Comparison Group A:  35%
groups by 10% within 10 years of graduation. Comparison Group B:  26%
2. Ensure that the proportion of postdoctoral trainees 2. Applied for but did not receive= | 2. (MET) Award rate to comparison groups exceeded
and fellows applying for and receiving subsequent 174 recipients; 929 trainees by 14%
NIH research grants exceeds relevant comparison Received last year of training
groups by 10% within 10 years of termination. support 10 years before: 324
recipients; 808 trainees
3. Ensure that there is multidisciplinary/ 3. 486 multidisciplinary grants 3. (MET) The reported rate of multidisciplinary grants
interdisciplinary training on at least 10% of all was 44%
training grants as evidenced by trainees reporting
different Field of Training or Discipline/Specialty
Field codes or departments.
4. Achieve 100% of the asymptotic targets for the 4. (FY02) 4. (MET) All annual targets for recruiting individuals
number of K23, K24, and K30 awards developed in Awards granted into clinical research achieved.
response to the recommendations of the NIH K23 645 K23 222 (exceeded target of 120 by 102)
Director’s Panel on Clinical Research. K24 263 K24 50
120 K23 awards for FY03-FY06 K30 59 K30 59 (exceeded target of 50 by 9)
50 K24 awards for FY03-FY06
50 K30 awards for FY03-FY06
5. Increase by 1% over baseline the number of research | 5. (FY03) Asian: 2,415 5. (EXT) Comparable statistics run every May; hence,
training and career development positions occupied African American = 1,466 annually reported measures to be re-configured to
and enhanced opportunities provided to individuals American Indian = 135 complete reporting in December of the reporting
from underrepresented racial and ethnic groups. Pacific Islander' =72 year.
Hispanic’= 975

' OMB accepted the recommendations of the Interagency Committee for the Review of the Racial and Ethnic Standards with the following two
modifications: (1) the Asian or Pacific Islander category will be separated into two categories -- "Asian" and "Native Hawaiian or Other Pacific
Islander," and (2) the term "Hispanic" will be changed to "Hispanic or Latino." The revised standards will have five minimum categories for data on
race: American Indian or Alaska Native, Asian, Black or African American, Native Hawaiian or Other Pacific Islander, and White. There will be
two categories for data on ethnicity: "Hispanic or Latino" and "Not Hispanic or Latino."
2OMB Statistical Policy Directive No.15, indicates that Hispanic is an ethnicity. Therefore, information given on the Hispanic category should not
be compared with race data. There may be duplicative counting with racial groups.
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Recruit, train, and retain a diverse population of highly trained scientists in

CBRR-1

biomedical, behavioral, and clinical research using research training grants,

fellowships, career development awards, and student loan repayment

programs. (Ongoing)

REFERENCE!

SP—4.3, HP-23, Output

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

6. Recruit and retain highly qualified extramural
investigators to biomedical/behavioral research
through the use of student loan repayment programs.

6.

Applications received= 1,881
Contracts awarded= 1,193

Applications received= 2,498
Contracts awarded= 1,407
(56% of Applicants were awarded contracts)

6. (MET)

FY 2005

1. Ensure that the proportion of pre-doctoral trainees
and fellows applying for and receiving subsequent
NIH research grants exceeds relevant comparison
groups by 10% within 10 years of graduation.

—_

. Award rates

NRSA Group: 46%
Comparison Group A:  35%
Comparison Group B:  26%

1. Performance results will be reported in February
2006.

. Ensure that the proportion of postdoctoral trainees
and fellows applying for and receiving subsequent
NIH research grants exceeds relevant comparison
groups by 10% within 10 years of termination.

. Applied for but did not receive=

174 recipients; 929 trainees
Received last year of training
support 10 years before: 324
recipients; 808 trainees

2. Performance results will be reported in February
2006.

. Ensure that there is
multidisciplinary/interdisciplinary training on at least
10% of all training grants as evidenced by trainees
reporting different Field of Training or
Discipline/Specialty Field codes or departments.

(98]

. 486 multidisciplinary grants

3. Performance results will be reported in February
2006.

number of K23, K24, and K30 awards developed in
response to the recommendations of the NIH
Director’s Panel on Clinical Research.

120 K23 awards for FY03-FY06

Awards granted

K23 645
K24 263
K30 59

. Achieve 100% of the asymptotic targets for the 4. (FY99-FY02) 4. Performance results will be reported in February
number of K23, K24, and K30 awards developed in Awards granted 2006.
response to the recommendations of the NIH K23 645
Director’s Panel on Clinical Research. K24 263
120 K23 awards for FY03-FY06 K30 59
50 K24 awards for FY03-FY06
50 K30 awards for FY03-FY06
. Increase by 1% over baseline the number of research | 5. (FY03) Asian: 2,415
training and career development positions occupied African American = 1,466 5. Performance results will be reported in February
and enhanced opportunities provided to individuals American Indian = 135 2006.
from underrepresented racial and ethnic groups. Pacific Islander' =72
Hispanic’= 975
. Recruit and retain highly qualified extramural 6. Applications received= 1,881
investigators to biomedical/behavioral research Contracts awarded= 1,193 6. Performance results will be reported in February
through the use of student loan repayment programs. 2006.
FY 2006
1. Ensure that the proportion of pre-doctoral trainees 1. Award rates 1. Performance results will be reported in February
and fellows applying for and receiving subsequent NRSA Group: 46% 2007.
NIH research grants exceeds relevant comparison Comparison Group A:  35%
groups by 10% within 10 years of graduation. Comparison Group B:  26%
. Ensure that the proportion of postdoctoral trainees 2. Applied for but did not receive= | 2. Performance results will be reported in February
and fellows applying for and receiving subsequent 174 recipients; 929 trainees 2007.
NIH research grants exceeds relevant comparison Received last year of training
groups by 10% within 10 years of termination. support 10 years before: 324
recipients; 808 trainees
. Ensure that there is 3. 486 multidisciplinary grants 3. Performance results will be reported in February
multidisciplinary/interdisciplinary training on at least 2007.
10% of all training grants as evidenced by trainees
reporting different Field of Training or
Discipline/Specialty Field codes or departments.
. Achieve 100% of the asymptotic targets for the 4. (FY99-FY02) 4. Performance results will be reported in February

2007.

' OMB accepted the recommendations of the Interagency Committee for the Review of the Racial and Ethnic Standards with the following two

modifications: (1) the Asian or Pacific Islander category will be separated into two categories -- "Asian" and "Native Hawaiian or Other Pacific
Islander," and (2) the term "Hispanic" will be changed to "Hispanic or Latino." The revised standards will have five minimum categories for data on
race: American Indian or Alaska Native, Asian, Black or African American, Native Hawaiian or Other Pacific Islander, and White. There will be
two categories for data on ethnicity: "Hispanic or Latino" and "Not Hispanic or Latino."
2 OMB Statistical Policy Directive No.15, indicates that Hispanic is an ethnicity. Therefore, information given on the Hispanic category should not
be compared with race data. There may be duplicative counting with racial groups.
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Recruit, train, and retain a diverse population of highly trained scientists in

CBRR-1

biomedical, behavioral, and clinical research using research training grants,

fellowships, career development awards, and student loan repayment

programs. (Ongoing)

REFERENCE!

SP—4.3, HP-23, Output

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

50 K24 awards for FY03-FY06
50 K30 awards for FY03-FY06

5. Increase by 1% over baseline the number of research
training and career development positions occupied
and enhanced opportunities provided to individuals
from underrepresented racial and ethnic groups.

5. (FYO03) Asian: 2,415

African American = 1,466
American Indian = 135
Pacific Islander' =72
Hispanic’= 975

5. Performance results will be reported in February
2007.

6. Recruit and retain highly qualified extramural
investigators to biomedical/behavioral research
through the use of student loan repayment programs.

6. Applications received= 1,881

Contracts awarded= 1,193

6. Performance results will be reported in February
2007.

CBRR-2

in an ongoing status.)

Promote data sharing and provide information in real time by implementing
and monitoring the NIH Business System. (By FY 2010, the NBRSS will be

REFERENCE!

iy, SP-8.4, 8.5, Output

FY TARGETS BASELINE ACTUAL PERFORMANCE
FY 2003 1. NBS without general
1. Deploy the general ledger/budgeting module. ledger/budget module 1. (MET) General ledger/budgeting module deployed.

FY04 Program steps a-g ‘Integration’

fund activities module.

2. Deploy the property module. 2. NBS without property module 2. (EXT) Further analysis of the system is needed.
Extended to February 2005. Performance results will
be reported in February 2006.
3. Deploy the travel module. 3. NBS without travel module 3. (MET) Travel module deployed.
FY 2004
1. Deploy the property and 1. NBS without 1. (MET) Completed system design and configuration,
contracts/acquisition/accounts payable and contracts/acquisition/accounts unit beta testing and commenced CRP1 testing.
receivable/supply modules. payable/supply modules
FY04 Program steps a-e ‘Development’
2. Deploy the property module. 2. NBS without property module. 2 . (EXT) Extended to February 2005, after which goal
reporting will be covered by target 4 (see narrative)
3. Deploy the service and supply fund activities module. | 3. NBS without service and supply | 3. (MET) Identified solutions for automated
FY04 Program steps a-e ‘Development’ fund activities module. amortization for Real Property and Agency
Agreements.
FY 2005
1. Deploy the property and 1. NBS without 1. Performance results will be reported in February
contracts/acquisition/accounts payable and contracts/acquisition/accounts 2006.
receivable/supply modules. payable/supply modules
FYO05 Program steps a-g ‘Integration’
2. Deploy the service and supply fund activities module. | 2. NBS without service and supply | 2. Performance results will be reported in February

2006.

FY 2006

1. Deploy the property and
contracts/acquisition/accounts payable and
receivable/supply modules.
FY06 Program steps h-I ‘Final review’

. NBS without service and supply

fund activities module.

1. Performance results will be reported in February
2007.

' OMB accepted the recommendations of the Interagency Committee for the Review of the Racial and Ethnic Standards with the following two
modifications: (1) the Asian or Pacific Islander category will be separated into two categories -- "Asian" and "Native Hawaiian or Other Pacific
Islander," and (2) the term "Hispanic" will be changed to "Hispanic or Latino." The revised standards will have five minimum categories for data on
race: American Indian or Alaska Native, Asian, Black or African American, Native Hawaiian or Other Pacific Islander, and White. There will be
two categories for data on ethnicity: "Hispanic or Latino" and "Not Hispanic or Latino."
2 OMB Statistical Policy Directive No.15, indicates that Hispanic is an ethnicity. Therefore, information given on the Hispanic category should not
be compared with race data. There may be duplicative counting with racial groups.
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2. Deploy the service and supply fund activities module.
FY06 Program steps h-I ‘Final review’

2. NBS without service and supply
fund activities module.

2. Performance results will be reported in February
2007.

3. Report critical elements of General Ledger and Travel
Module performance

3. NBS performance with General
Ledger and Travel Modules
deployed

3. Performance results will be reported in February
2007.

Streamline business processes and automate data movement by

REFERENCE"

(02123888 implementing, monitoring and updating the Clinical Research Information .
System (CRIS). (Ongoing) gy, SP-5.1,5.2,5.5, 8.5, Output
FY TARGETS BASELINE ACTUAL PERFORMANCE
FY 2004

1. Implement a core hospital system.

1. 28 year old legacy system

1. (MET) The core hospital system, CRIS, went live and
the legacy system was retired.

FY 2005
1. Implement a surgery and anesthesia management
system.

1. No current system exists

1. Performance results will be reported in February
2006.

2. Implement a clinical data warehouse.

2. No trans-NIH clinical data
warehouse currently exists

2. Performance results will be reported in February
2006.

FY 2006
1. Integrate clinical systems across NIH intramural
programs to eliminate redundancy

1. Multiple redundant clinical
systems exist

1. Performance results will be reported in February
2007.

CBRR-4
administration (eRA). (Ongoing)

Provide greater functionality and more streamlined processes in grants
administration by developing and monitoring the NIH electronic research

REFERENCE!

aiy', SP-8.5, Output, Efficiency

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2003

1. Implement electronic progress reporting with all 65
newly online institutions participating in the Federal
Demonstration Partnership.

1. No institutions using electronic
reporting

1. (MET) Electronic reporting available to the 65 FDP
participating institutions.

2. Expand availability of electronic reporting to all
grantee institutions.

2. 145 FDP institutions given access
to electronic reporting

2. (EXT) Volume testing needed. Extended to third
quarter February 2004. Performance results will be
reported February 2005.

FY 2004
1. Expand availability of electronic progress reporting
to all grantee institutions.

—_

. (FY02) 145 FDP institutions given
access to electronic reporting

1. (MET) 2,800 progress reports electronically and 102
grantee organizations are now registered to submit.

2. Pilot-test eXtensible Markup Language (XML)
transmission between extramural community and
NIH.

2. Need for system to conform with
OMB/Federal Enterprise
Architecture

2. (MET) Pilot-tested XML transmissions successful and
technology incorporated into eRA architecture stack.

3. Develop plan to integrate OPDIVs.

3. No Plan for OPDIV Integration

3. (MET) eRA has developed plans for adding the FDA
and components of the CDC.

FY 2005

1. Continue conversion of Business Processes: 80% of
business processes being done electronically by
FY2008
FYO05 — 25% electronic business processing

—_

. 10% of business processes being
done electronically

1. Performance results will be reported in February
2006.

2. Integrate HHS OPDIV’s as eRA users for
administration of research grants by the end of
FY2006.

FY05 — 50% of eligible HHS OPDIV’s

2. Integration plan has been
developed. Limited use of eRA
Grant System by two other HHS
OPDIV’s, AHRQ and
CDC/NIOSH

2. Performance results will be reported in February
2006.

3. Begin pilot-testing of progress reporting for multi-
project mechanisms.

3. (FY99) 14 simple competing grant
applications received

3. Performance results will be reported in February
2006. Extended from 2003 due to XML development.

FY 2006

1. Continue conversion of Business Processes: 80% of
business processes being done electronically by
FY2008
FY06 — 40% electronic business processing

1. 10% of business processes being
done electronically

1. Performance results will be reported in February
2007.

2. Integrate HHS OPDIV’s as eRA users for
administration of research grants by the end of
FY2006.

FY06 — 100% of eligible HHS OPDIV’s

2. Integration plan has been
developed. Limited use of eRA
Grant System by two other HHS
OPDIV’s, AHRQ and

2. Performance results will be reported in February
2007.
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CDC/NIOSH

FY 04 FY 05 FY 06

FULL COST (dollars in millions)

$1,543 $1,604 $1,635

! mir—Indicates that the goal is part of the President’s Management Agenda.
SP—# Indicates the DHHS Strategic Plan goal to which each GPRA goal pertains.

B STRATEGIC MANAGEMENT OF HUMAN CAPITAL

Improve the strategic management of NIH human resources by REFERENCE?
SMHC-3 developing and monitoring a comprehensive human capital plan
based on the Agency’s programmatic objectives and projected gy, SP-8.2, HP-23, "Output
future needs. (Ongoing)
FY TARGETS BASELINE ACTUAL PERFORMANCE
FY 2004
1. Develop recommendations for improving 1. (FY 01) NIH Workforce Plan, 1. (MET) Recommendations were identified, as potential
the effectiveness of recruitment, June 2001 initiatives, for improving human capital management; in key
development, and succession planning Intramural Research roles.

methods and processes for key scientific
positions within the NIH Intramural
Research Program.

2. Conduct a study to identify competencies 2. (FY 02) Administrative 2. (MET) A major study to identify competencies and success
needed by NIH leaders who will drive Restructuring Advisory Committee profiles of key Intramural leaders was completed.
future development efforts.

FY 2005

1. Implement methods to improve the 1. Performance indicators to be 1. Performance results will be reported in February 2006.
effectiveness of recruitment, development, determined from FY 2004 results

and succession planning for key scientific
positions within the NIH Intramural
Research Program.

2. Establish performance indicators with 2. Performance indicators to be 2. Performance results will be reported in February 2006.
baselines related to recruitment, determined from FY 2004 results
development, and succession planning for
key scientific positions within the NIH
Intramural Research Program.

FY 2006

1. Develop recommendations for improving 1. (FY 04) Performance indicators 2. Performance results will be reported in February 2007.
the effectiveness of recruitment, and additional performance
development, and succession planning indicators to be determined from
methods and processes for key scientific FY 2005 results

positions within the NIH Extramural
Research Program.

2. Assess the impact of utilizing adopted 2. (FY 04) Performance indicators
methods and processes for recruitment, and additional performance 2. Performance results will be reported in February 2007.
development, and succession planning for indicators to be determined from
key scientific positions within the NIH FY 2005 results

Intramural Research Program. (Report on
performance indicators and expected
enhancements.)

Ensure that NIH commercial functions are performed as efficiently REFERENCE*

SMHC-4 and cost-effectively as possible by conducting competitive sourcing
reviews on the required number of functions within the Agency’s gy, SP-8.3, 8.4, Output; Efficiency
commercial inventory. (Ongoing)

FY TARGETS BASELINE ACTUAL PERFORMANCE
FY 2003 S S .
1. Identify annually commercial activities for 1. Prepl.am.nng mltlgted for 1. (MET) Extramural Admlnlstrgtlve Support Serv1ce§ flnd Real
' identifying functional areas Property Management groups identified for competitive

competitive sourcing comparison. sourcing comparison

2. Functional areas identified as 2. (MET) Competitive sourcing reviews completed for
appropriate for review Extramural Administrative Support Services and Real
Property Management groups.

2. Complete negotiated competitive sourcing
reviews annually.
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FY 2004
1. Identify annually commercial activities for
competitive sourcing comparison.

1. Preplanning initiated for
identifying functional areas

1. (MET) Nine streamlined and two standard studies conducted
in FY 2004.

2. Complete negotiated competitive sourcing
reviews annually.

2. Functional areas identified as
appropriate for review

2. (MET) Nine streamlined studies completed, with 8 work
awards placed with NIH.

3. Implement transition services for employees
annually displaced due to prior year’s
competitive sourcing.

3. Transition plans for employees

3. (MET) Career transition services provided for out-placed
staff as a result of competitive assessments/ studies.

FY 2005
1. Identify annually commercial activities for
competitive sourcing comparison.

1. Preplanning initiated for
identifying functional areas

1. Performance results will be reported in February 2006.

2. Complete negotiated competitive sourcing
reviews annually.

2. Functional areas identified as
appropriate for review

2. Performance results will be reported in February 2006.

3. Evaluate transition services provided to
employees.

3. Transition plans for employees

3. Performance results will be reported in February 2006.

FY 2006
1. Identify annually commercial activities for
competitive sourcing comparison.

1. Preplanning initiated for
identifying functional areas

1. Performance results will be reported in February 2007.

2. Complete negotiated competitive sourcing
reviews annually.

2. Functional areas identified as
appropriate for review

2. Performance results will be reported in February 2007.

SMHC-5 Improve and monitor the use of

human resource services by
providing real-time access to tools via the NIH Portal. (Ongoing)

REFERENCE"

gy, SP-8.5, Output, Efficiency

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2005

1. Develop an HR Community on the NIH
Portal to become the primary site for NIH
HR information, systems and resources.

1. Multiple means of access to
HR systems; multiple websites
for HR information and
resources

1. Performance results will be reported in February 2006.

2. Identify HR critical elements and tools to
monitor use and quality of the HR
information.

2. Inconsistent quality and
currency of HR information

2. Performance results will be reported in February 2006.

FY 2006
1. Establish baselines for the HR critical
elements to monitor over time.

1. HR critical elements and tools
identified

1. Performance results will be reported in February 2007.

1. Develop a plan for corrective
strategies to improve usability and
quality of HR information.

2. HR Community established

2. Performance results will be reported in February 2007.

FULL COST (dollars in millions)
*excludes SMHC-4.

FY 04

FY 05 FY 06

$4

$14 $6

! iy: Indicates that the goal is part of the President’s Management Agenda.
SP-#: Indicates the DHHS Strategic Plan goal to which each GPRA goal pertains.
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B PROGRAM OVERSIGHT AND IMPROVEMENT

Ensure that approved design and construction projects are executed REFERENCE*
POI-1 on time, on scope, and on budget by implementing and monitoring an
Earned Value Analysis and Management System. (Ongoing) any', SP-8.5, Output
FY TARGETS BASELINE ACTUAL PERFORMANCE

FY 2004

1. Evaluate and assess existing project
management systems integrating findings for
implementation of a proof-of-concept version
of NIH’s Earned Value Management System
(EVMS).

1. Policies and procedures in place

to identify data needed for
evaluation

1. (MET) Project Management Systems were evaluated and
assessed by ORF staff and EVMS external experts..

FY 2005

1. Implement a revised project management
system that incorporates Earned Value
Analysis and Management principles to
evaluate on time and within budget delivery
of projects.

. EVAMS proof-of-concept

version

1. Performance results will be reported in February 2006.

FY 2006

1. Fully launch the Earned Value Management
System (EVMS) and conduct Earned Value
Analyses to evaluate and assess major capital
acquisition projects included in the NIH Real
Estate Portfolio.

. Earned Value Management

System (EVMS) is incorporated
into the project management
system

1. Performance results will be reported in February 2007.

POI-2

Utilize Performance-Based Contracting (PBC). (Ongoing)

REFERENCE!

iy, SP-8.4, Output

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2003
1. Allocate $226 million of available NIH
contracting dollars to PBC-eligible contracts.

. For FY 2002, $207 million

projected for contracted work
with requirements tied to
performance

1. (MET) Over $226 million of NIH-eligible service
contracting dollars were allocated to PBC contracts.

FY 2004
1. Obligate 40% of eligible service contracting
dollars through PBC.

. 40% of eligible service

contracting dollars were PBC in
2004

1. (MET) Obligated $654 million of eligible service contracting
dollars through performance-based contracting.

FY 2005
1. Obligate 40% of eligible service contracting
dollars through PBC.

. 40% of eligible service

contracting dollars were PBC in
2004

1. Performance results will be reported in February 2006.

FY 2006

1. Obligate FY 2006 OMB/OFPP Goal of
eligible service contracting dollars through
PBC.

. FY 2006

OMB/OFPP Goal

1. Performance results will be reported in February 2007.

By 2005, Ensure proper stewardship of public funding for research.

REFERENCE!

any', SP-8.2, 8.4, 8.6, Output

FY TARGETS

BASELINE

ACTUAL PERFORMANCE

FY 2003
1. Conduct five proactive compliance site visits.

1. Criteria in place for selecting

institutions for site visits

1. (MET) Five proactive compliance site visits conducted.

2. Perform a risk assessment and develop a plan
for reviews of compliance with grant-related
policies.

. Framework for risk assessment

in place

2. (MET) Initial risk assessment of 35 grants administration
policies performed; ten policies selected for compliance
review.

3. Provide Internet-accessible resource
information and/or tools for implementing
institutional compliance programs.

. Web site in place for grants

compliance and oversight under
the Office of Extramural
Research

3. (MET) Internet-accessible resource information posted on
enhancing institutional compliance programs.
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FY 2004

internal compliance reviews held in 2004.
By the end of FY 2005 NIH will have
developed an ongoing program for internal
compliance reviews which, combined with
other continuing efforts, will complete the
goal of developing a strong program to
ensure proper stewardship of public funding
for research.

1. Begin internal compliance reviews. 1. Ten policies selected for 1. (MET) Compliance reviews grants-administration policies
compliance reviews were initiated.

FY 2005

1. Implement recommendations from the 1. Completed compliance reviews 1. Performance results will be reported in February 2006.

FULL COST (dollars in millions) FY 04 FY 05 FY 06

* _
excludes POI-3 s1 s1

$1

! mir—Indicates that the goal is part of the President’s Management Agenda.

SP—# Indicates the DHHS Strategic Plan goal to which each GPRA goal pertains.
% The nearly tenfold increase in the dollar volume of the performance target in FY 2002 is primarily due to a single, large, performance-based
contract awarded in FY 2000.'

Data Limitations Affecting Performance Targeting or Reporting

NIH’s scientific research outcome goals in the matrix are representative of the agency’s goals. Almost all
of the goals involve the scientific and/or financial contributions of more than one IC; most goals involve
several ICs. This representative approach enables performance assessment of NIH’s broad and complex
research program. In laying the groundwork for reporting on prospectively defined targets, NIH presents
linkages among inputs, processes, outputs, and outcomes in science, taking into account the following
factors:

o The representative approach and specific scientific research outcome goals results in reporting on
projects that are components of, but are not budget line items.

o Research outcomes are challenging to predict with a high degree of accuracy, but can be captured in
many cases with milestones of progress toward the goal. Although outcomes may encompass the
proposed hypothesis, unplanned results such as serendipitous discoveries and findings that narrow the
avenue of the research focus (elimination discoveries) can be just as significant.

e The full value of any given research finding may not be apparent at the time of discovery, and often

reaches a state of fruition after many years or in combination with other advances.

o NIH supports the discovery of scientific knowledge; knowing that the downstream impact of basic
research is usually dependent on substantial further development of new knowledge by private industry,
other public sector researchers, and economic factors.

Each of these factors will need to be considered in interpreting research performance reports.

PART Efficiency Measures

YEAR PROGRAM EFFICIENCY MEASURE

FYO05 HIVAIDS Research ARIS is being improved to accommodate all budget functions and to improve the
tracking and monitoring of the AIDS portfolio.

FY06 Extramural Research Provide greater functionality and more streamlined processes in grants administration
by Developing and monitoring the NIH electronic research administration (eRA).
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Detailed GPRA Goal Performance Narratives by Functional Areas

SCIENTIFIC RESEARCH OUTCOMES

NIH conducts and sponsors investigations in this country and abroad across the full range of the health
research continuum, including basic research, which may be disease oriented or lead to the development
and application of breakthrough technologies, observational and population-based research, behavioral
research, prevention research, health services research, translational research, and clinical research. Clinical
research includes research to understand both normal health and disease states, move laboratory findings
into clinical interventions, and assess new treatments or compare different treatment approaches. Central to
this approach is a framework that characterizes goals on the basis of risk (i.e., likelihood of attaining the
goal) and time. One way of visualizing this framework is to use a three-by-three matrix.

The matrix of goals selected by NIH reflects the challenges of complex biological systems. They range
across a continuum of low to medium to high risk, and they have a corresponding timeline for achievement
(i.e., 1-3 years, 4-6 years, and 7-10 years, respectively). For example, the NIH portfolio includes high-risk
goals that reflect the start of a scientific journey, which often means that the knowledge is limited and
pathways to success are primarily unknown. Achievement of a high-risk goal in the early stages cannot be
guaranteed. In contrast, NIH low-risk goals usually have a long history associated with the scientific effort,
and the knowledge base has known parameters. With low-risk goals, only a few steps remain to translate
the knowledge into an application that could lead to improved public health. NIH also utilizes performance
goals that span the middle of the continuum. For the latter, a foundation of knowledge has been set but not
extensively developed. Yet the goal is pursued because achievement is deemed probable. The elements
used to determine the level of risk/ambition/difficulty include predictability of outcomes, absence of clear
pathways, delivery time, and needed resources.

NIH GPRA SCIENTIFIC RESEARCH OUTCOMES (SRO) GOALS MATRIX

[Risk | 1-3 YEARS | 4-6 YEARS | 7-10 YEARS
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Risk

1-3 YEARS

4-6 YEARS

7-10 YEARS

1.1 By 2005, conduct medications
development using animal
models and begin conducting
Phase I and 1II trials of two
potential treatments for
alcoholism: the cannabinoid
antagonist rimonabant and the
corticotropin-releasing hormone
antagonist antalarmin.

1.2 By 2006, develop one or more
prototypes for a low-power,
highly directional hearing aid

2.2By 2009, evaluate the efficacy of two novel approaches to
prevent weight gain and/or treat obesity in clinical trials in
humans.

2.3 By 2006, develop methods that can classify at least 75% of
proteins from sequenced genomes according to evolutionary
origin and biological structure.

2.4 By 2009, the Laboratory of Symptom Management will
develop and test multidisciplinary biobehavioral
interventions to prevent/attenuate disease- and treatment-
related symptoms such as pain, fatigue, and psychological
distress, to reduce related symptom burden and to increase

3.1 By 2013, identify at least one clinical
intervention that will delay the progression,
delay the onset, or prevent Alzheimer’s disease
(AD).

3.2 By 2010, develop one universal antibiotic
effective against multiple classes of biological
pathogens.

3.3 By 2013, determine the efficacy of using
salivary diagnostics to monitor health and
diagnose at least one systemic disease.

promise as drugs, diagnostic agents, or research tools.

5.5By 2008, develop and test two new evidence-based treatment
approaches for drug abuse in community settings.

5.6 By 2009, identify 1 or 2 new medication candidates to further
test and develop for the treatment of tobacco addiction.

5.7 By 2010, validate and compare 4 imaging methods of
assessing lung cancer response to therapy.

5.8 By 2010, improve device(s) to measure hot flashes and test
device(s) in clinical trials.

5.9 By 2010, establish the role of genetic factors in three major
diseases for which health disparities are noted between
populations.

g microphone to help hearing- functional status and quality of life. 3.4 By 2010, develop an HIV/AIDS vaccine.
= impaired persons better
understand speech in a noisy 3.5 By 2013, identify and characterize at least 2
background. human candidate genes that mutually
influence risk for substance use disorders and
risk for comorbid psychiatric disorders using
high-risk family, twin and special population
studies.

3.6 By 2012, develop and apply clinically one new
imaging technique to enable tracking the
mobility of stem cells within cardiovascular
tissues.

3.2.1 By 2013, demonstrate the feasibility of islet
transplantation in combination with immune
tolerance induction for the treatment of type
1diabetes in human clinical studies.

4.1FY 2004, develop two new 5.1 By 2007, evaluate the efficacy of three new treatment 6.1 By 2012, identify the genes that control the risk
animal models to use in research strategies for HIV infection in clinical trials in an effort to of development of age-related macular
on at least one agent of bioterror. identify agents or combinations of agents that are more degeneration (AMD) and glaucoma in humans.
effective, less toxic, and/or simpler to use than the current
4.2 By 2005, develop improved recommended HIV treatment regimens. 6.2 By 2011, assess the efficacy of at least three
animal models that best new treatment strategies to reduce
recapitulate Parkinson’s disease | 5.2 By 2009, determine the efficacy of statins in preventing cardiovascular morbidity/mortality in patients
(PD) based on emerging progression of atherosclerosis in children with systemic lupus with type 2 diabetes and/or chronic kidney
scientific findings of genetic or erythematosus (SLE, or lupus). disease.
environmental influences or
interactions of genes and the 5.3 By 2009, expand the range of available methods used to 6.3 By 2012, develop a knowledge base on
environment on the development create, analyze, and utilize chemical libraries, which can be chemical effects in biological systems using a
of PD. used to discover new medications. Specifically, use these systems toxicology or toxicogenomics
chemical libraries to discover 10 new and unique chemical approach.
s structures that could serve as the starting point for new drugs.
) 6.4 By 2014, identify and characterize two
a 5.4 By 2007, identify 20 small molecules that are active in molecular pathways of potential clinical
S models of nervous system function or disease and show significance to serve as the basis for

discovering new medications for preventing
and treating asthma exacerbations.
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Risk 1-3 YEARS 4-6 YEARS 7-10 YEARS
7.1 By 2005, evaluate 10 commonly | 8.1 By 2007, determine the genome sequences of an additional 9.1 By 2010, demonstrate through research a
used botanicals for 45 human pathogens and 3 invertebrate vectors of infectious capacity to reduce the total years lost to
inhibition/induction of enzymes diseases. disability (YLDs) in the United States by 10%
that metabolize drugs as a by (1) developing treatment algorithms to
method of identifying potential | 8.2 By 2009, identify and characterize two molecular interactions improve the management of treatment-resistant
botanical-drug interactions. of potential clinical significance between bone-forming cells and recurrent depression and (2) elucidating the
and components of bone. Such interactions are defined as mechanisms by which depression influences at
7.2 By 20006, integrate those having significant impact on the accrual of bone mass least two comorbid physical illnesses (e.g.,
nanotechnology-based or the actual mechanical performance of bone (i.e., fracture heart disease, cancer, Parkinson’s disease, or
components into a system resistance) in laboratory animals. diabetes).
capable of detecting specific
biomarkers (molecular 8.3 By 2006, build a publicly accessible Collection of Reference | 9.2 By 2010, identify culturally appropriate,
signatures) to establish proof Sequences (RefSeq Collection) to serve as the basis for effective stroke prevention programs for
of concept for a new approach medical, functional, and diversity studies. A comprehensive nationwide implementation in minority
to the early detection of cancer RefSeq Collection will serve as a foundation for genomic communities.
B4 and, ultimately, cancer research by providing a centralized, integrated, nonredundant
9 preemption. set of sequences, including genomic deoxyribonucleic acid 9.3 By 2012, create a database and analytical

(DNA), ribonucleic acid (RNA) transcript, and proteome

software that illustrates the progression of

normal MRI measurement of brain
development in a nationally representative
sample of children in the United States.

7.3 By 2005, create the next
generation map of the human
genome, a so-called haplotype
map (“HapMap”), by
identifying the patterns of
genetic variation across all
human chromosomes.

(protein product) sequences, integrated with other vital
information for all major research organisms.

8.4 By 2009, assess the impact of two major Institutional
Development Award (IDeA) Programs on the development
of competitive investigators and their capacities to compete
for NIH research funding.

8.5 By 2009, develop an item bank and computerized adaptive
testing system available to clinical researchers to improve
assessment of non-specific symptoms (e.g., pain and fatigue)
and other domains of health-related quality of life in chronic
disease.

8.6 By 2011, extend the vision component of the National Health
and Nutrition Examination Survey (NHANES) to develop
stable national estimates of vision impairment.

This continuum of scientific discovery affirms the need for a balanced portfolio with high-risk/ambitious
goals as well as low-risk/probable goals and all those in between. NIH promotes ambitious goals because
they hold promise to address a critical need and improve the health of the Nation. NIH recognizes that all
of its goals involve some degree of uncertainty because of the risk factor inherent in the nature of scientific
discovery. Through utilizing goals that span the range of the continuum, NIH is making progress toward its
mission of uncovering new knowledge leading to better health for everyone.

The typically circuitous course of progress in science is depicted below. The graphic illustrates that gaps in
scientific knowledge drive the development of hypotheses for research studies. Yet, the findings from those
studies may reveal new knowledge or uncover roadblocks that will narrow or redirect the research efforts.
Often, considerable time will pass before a new approach to the problem (a new scientific opportunity)
emerges. In addition, findings that did not validate a specific hypothesis may be used in other research
efforts that lead to new scientific knowledge. Thus, each NIH research finding whether planned or
unplanned has value and may prove critical in the realm of scientific discoveries.

Research is an inherently collaborative endeavor, and partnerships are crucial to achieving scientific
research outcome goals. The role of the extramural research community (the scientists at universities and
hospitals across the country and even around the world), private companies, not-for-profit institutions, non-
governmental organizations, and state and foreign governments are important. Joint research and training
activities with such groups leverage NIH resources and foster feedback loops that identify emerging needs,
suggest important new research questions, and otherwise inform priority setting. Partnerships also provide
access to populations that are key in advancing knowledge.
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‘ RESEARCH
New/Improved Success and
Questions Failure
New/Improved Development
Tools /Testing
APPLICATION

All scientific research carried out through NIH support is subjected to a rigorous and consistently applied
review process. For example, the Extramural Program, which oversees the largest category of NIH-funded
research, utilizes two levels of peer review. The first level consists of chartered scientific review groups
composed of experts in particular scientific disciplines. The second level is the National Advisory Councils
or Boards of the Institutes and Centers, and these committees include representatives of the public in
additional to scientists. For the Intramural Program, an outside Board of Scientific Counselors participates
in evaluating entire laboratory programs. The latter occurs once every 4 years, which allows ongoing
assessments of all intramural labs and the accomplishments of the scientists who contribute to them. It is
through this well-honed system of peer review that NIH can maintain its focus on supporting research of the
highest possible quality.
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SRO-1.1 By 2005, CONDUCT MEDICATIONS DEVELOPMENT USING ANIMAL MODELS AND BEGIN
CONDUCTING PHASE | AND Il HUMAN TRIALS OF TWO POTENTIAL TREATMENTS FOR
ALCOHOLISM: THE CANNABINOID ANTAGONIST RIMONABANT AND THE
CORTICOTROPIN-RELEASING HORMONE ANTAGONIST ANTALARMIN.

BACKGROUND
Prevalence/Incidence
The 2002 World Health Organization report lists alcohol as the third leading risk factor for preventable,
premature death in developed countries, after tobacco and hypertension.' In the United States, alcohol
is the third leading root cause of death not attributable strictly to genetic factors, after tobacco and
diet/activity patterns.”> Almost 16 million American adults are alcoholic (physically dependent on
alcohol) or abuse alcohol (dysfunctional, but not dependent).” Children also are at risk. Almost 30
percent of 9th to 12th graders report having had five or more drinks, in a row, at least one day of the
previous month.*

Disease Burden

Alcohol use disorders cost U.S. society almost $185 billion each year through injury, lost wages,
property damage, death, and other factors.” Unlike other drugs of abuse, alcohol can have toxic effects
on any organ in the body. Heavy alcohol use can cause brain damage, contributes to cardiovascular
disease, and is a leading cause of liver cirrhosis and pancreatitis.” Alcohol also is linked to some kinds
of cancer.

Rationale

Alcoholism is a chronic disease subject to relapse; sustaining abstinence is the goal of treatment.
However, current medications work for some people but not others. Different factors contribute to
abusive drinking and to subtypes of alcoholism. Some alcoholics have a genetic predisposition that
affects specific brain systems, such as those regulating stress or rewarding sensations, resulting in
molecular and cellular variations. Others are vulnerable to environmental stimuli. Developing more
widely effective medications requires (1) understanding the different biological and environmental
variations that underlie alcoholism and targeting them and (2) the availability of a wide array of
candidate medications for testing. Animal models enabling the testing of compounds in different
biological and environmental scenarios are making this goal possible.

Two recently identified compounds with treatment potential are antalarmin and rimonabant. By
blocking a brain cell receptor (CRH1) for a hormone that elicits anxiety in response to stress,
antalarmin reduced drinking in monkeys going through alcohol withdrawal. Rimonabant blocks
another receptor (CB1) that otherwise would stimulate biological pathways in specific areas of the brain
that result in rewarding sensations. In mice, this medication reduced drinking by young animals.
Researchers must continue to cast a wide net to identify compounds with therapeutic potential for the

! World Health Organization. The World Health Report 2002: Reducing Risks, Promoting Healthy Life. October 30, 2002. 250 pp.
http://www.who.int/whr/en/.

2 McGinnis JM, Foege WH. Actual causes of death in the United States. JAMA. 1993 Nov 10;270(18):2207-12.

* SAMHSA [Substance Abuse and Mental Health Services Administration] (2003). Overview of Findings from the 2002 National Survey on Drug
Use and Health (Office of Applied Studies, NHSDA Series H-21, DHHS Publication No. SMA 03-3774). Rockville, MD.

* Centers for Disease Control and Prevention. Youth 2001. http://www.cdc.gov/ncedphp/dash/yrbs/2001/youthOlonline.htm; Youth Risk Behavior
Survey, CD-ROM Youth ‘99, and Youth Risk Behavior Survey, CD-ROM Youth ‘97.

* Harwood HJ, Fountain G, Livermore G. The Economic Costs of Alcohol and Drug Abuse in the United States, 1992. NIH Publication No. 98-
4327, September 1998; updated October 1999.

®Smart RG, Mann RE. Alcohol and the epidemiology of liver cirrhosis. Alcohol Health Res World. 1991;16(3):217-22.
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different subtypes of alcoholism. This involves identifying molecular targets and new and existing
compounds that act on them, conducting screenings that predict the utility of these compounds, and
confirming their utility with animal and human studies.

PERFORMANCE ANALYSIS

Planned Implementation Strategies

Three strategies have been identified. First, NIH plans to prepare a clinical protocol to test rimonabant
for its ability to reduce ethanol drinking and obtain approval to proceed. Such testing should lead to
enhanced techniques for treating alcoholism. Second, NIH plans to contract for toxicology studies of
antalarmin with the purpose of getting an Investigational New Drug (IND) from FDA. This toxicologic
evaluation should be completed by the end of FY 2004. Third, NIH plans to design a protocol for
testing antalarmin in alcoholics for relapse prevention and reduced ethanol drinking in preparation for
phase I/II clinical trials to begin in 2005. Therefore, both rimonabant and antalarmin will be in clinical
trials in 2005.

Assuring progress and successful achievement of this goal, NIH planned for toxicology studies of
antalarmin with the purpose of getting an Investigational New Drug application (IND) from FDA. The
next scientific step is to proceed with testing antalarmin to prevent relapse prevention in alcoholics.
While scientific in nature, this step is ambitious because of the normal risks associated with any
medications development program.

FY FY FY FY FY FY
PERFORMANCE MEASURES BASELINE 2003 IO 2005 2006 2007 2008
Prepare clinical protocol for testing (FY02) Two drugs have been
rimonabant in humans. approved for use in the US to treat

alcohol addiction, with limited ¢
effectiveness

g;{ Actual Performance: (MET) Rimonabant has been shown to reduce ethanol intake in rodent models of voluntary ethanol drinking

Complete a toxicologic evaluation of (FY03) Antalarmin and rimonabant .
antalarmin. show promise in nonhuman animal P

models as excellent candidates for |
Phase I clinical trials

gTY Actual Performance: (MET) A toxicologic evaluation on antalarmin has been completed.

Test antalarmin for relapse prevention in (FY03) Recent studies have shown ' '

alcoholics. that antalarmin reduces voluntary : O
ethanol intake in rat model of drinking : :

E Actual Performance: Performance results will be reported in February 2006.

| < Target Active | * Target Met | > Target Extended | X Target Not Met|

Summary of FY04 Performance Results

Target. The FY 2004 target was met because a toxicologic evaluation of antalarmin was performed
within the Clinical Center at NIH by the Intramural Antalarmin Consortium. An NIH intramural study
has demonstrated that the CRH type 1 receptor antagonist antalarmin reduces neuroendocrine and
behavioral responses to stress in primates (Proceedings of the National Academy of Sciences U.S.A.
97:6079, 2000), and a more recent study by others has shown that antalarmin reduces voluntary ethanol
intake in a rat model of drinking. In an ongoing nonhuman primate study, antalarmin was found to
reduce 5-HT1A receptor density in areas of the brain considered to be important in other drug and
alcohol reward mechanisms. The toxicological evaluation of antalarmin in rats and in dogs has been
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completed. A pre-IND meeting was recently held to discuss progress toward obtaining an IND from
FDA for a clinical trial. Once the IND is obtained, relapse prevention testing in humans can begin.

In human studies, a consortium of NIH intramural programs has contracted toxicology studies of
antalarmin for the purpose of obtaining investigational approved new drug from the FDA. The
toxicologic evaluation is in progress, and planning is currently under way to design a protocol for
testing antalarmin in alcoholics for relapse prevention and reduced ethanol drinking once the IND is
obtained.

Implementation Strategy Advances or Other Highlights. In FY 2003, NIH proposed and achieved
the target of preparing the clinical protocol for testing rimonabant in humans. The clinical protocol for
testing rimonabant in humans was completed by NIH and the IRB was approved in early 2004. Subjects

are now being recruited into the clinical trial of rimonabant. Clinical trial results will be forthcoming.

Efficiency. The FY 2004 target was met ahead of schedule by the NIH staff. In addition, the clinical

trial of rimonabant has begun, ahead of schedule.
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SRO-1.2 BY 2006, DEVELOP ONE OR MORE PROTOTYPES FOR A LOW-POWER, HIGHLY
DIRECTIONAL HEARING AID MICROPHONE TO HELP HEARING-IMPAIRED PERSONS
BETTER UNDERSTAND SPEECH IN A NOISY BACKGROUND.

BACKGROUND
Prevalence/Incidence
Approximately 28 million Americans suffer permanent hearing loss, making it one of the most
prevalent disabling conditions in the United States. As Baby Boomers age, this number is expected to
increase significantly. Hearing aids continue to be the only form of remediation for most people with
permanent hearing loss. Only about 20% of Americans with hearing loss have hearing aids and only
about half of those are satisfied with their aids. Hearing aids are not typically effective in restoring the
ability to listen only to the desired speech source from among competing sound sources. This makes it
difficult to hear speech in public venues such as meetings, banquets and sporting events.

Disease Burden

Sensorineural hearing loss affects people of all ages, in all segments of the population, and across all
socioeconomic levels. It can interfere with an individual’s physical, cognitive, behavioral, and social
functions and is caused by a problem in the cochlea or the auditory nerve, t