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Office of the Director 

For carrying out the responsibilities of the Office of the Director, National Institutes of Health, 
[$361,145,000], of which up to $10,000,000 shall be used to carry out section 217 of this Act] 
$385,195,000: Provided, That funding shall be available for the purchase of not to exceed 29 
passenger motor vehicles for replacement only: Provided further, That the Director may direct 
up to 1 percent of the total amount made available in this or any other Act to all National 
Institutes of Health appropriations to activities the Director may so designate: Provided further, 
That no such appropriation shall be decreased by more than 1 percent by any such transfers and 
that the Congress is promptly notified of the transfer: Provided further, That the National 
Institutes of Health is authorized to collect third party payments for the cost of clinical services 
that are incurred in National Institutes of Health research facilities and that such payments shall 
be credited to the National Institutes of Health Management Fund: Provided further, That all 
funds credited to the National Institutes of Health Management Fund shall remain available for 
one fiscal year after the fiscal year in which they are depositedf: Provided further, That up to 
$500,000 shall be available to carry out section 499 of the Public Health Service Act ] : Provided 

further, That of the funds provided $10,000 shall be for official reception and representation 
expenses when specifically approved by the Director of NIH[ : Provided further, That a uniform 
percentage of the amounts appropriated in this Act to each Institute and Center may be utilized 
for the National Institutes of Health Roadmap Initiative: Provided further, That the amount 
utilized under the preceding proviso shall not exceed $176,800,000 without prior notification to 
the Committees on Appropriations of the House of Representations and the Senate: Provided 

further, That amounts utilized under the preceding two provisos shall be in addition to amounts 
made available for the Roadmap Initiative from the Director's Discretionary Fund and to any 
amounts allocated to activities related to the Roadmap Initiative through the normal research 
priority-setting process of individual Institutes and Centers]. 

[Departments of Labor, Health and Human Services and Related Agencies Appropriations Act, 
as enacted by the Consolidated Appropriations Act, 2005] 
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Language Analysis 


Language Provision 

Provided further, That up to $500,000 shall 
be available to carry out section 499 of the 
Public Health Service Act. 

Provided further, That a uniform 
percentage of the amounts appropriated in 
this Act to each Institute and Center may 
be utilized for the National Institutes of 
Health Roadmap Initiative Provided 

further, That the amount utilized under the 
preceding proviso shall not exceed 
$176,800,000 without prior notification to 
the Committees on Appropriations of the 
House of Representations and the Senate: 
Provided further, That amounts utilized 
under the preceding two provisos shall be 
in addition to amounts made available for 
the Roadmap Initiative from the Director's 
Discretionary Fund and to any amounts 
allocated to activities related to the 
Roadmap Initiative through the normal 
research priority-setting process of 
individual Institutes and Centers]. 

Explanation 

Funds are not requested for the Foundation 
for the National Institutes of Health in the 
FY 2006 President's Budget. 

This additional authority is not necessary to 
administer the Roadmap for Medical 
Research. N I  H appreciates Congress' 
support for the Roadmap, and did propose 
to and wi l l be administering it as the 
language describes. However, additional 
language is not needed, so it has not been 
repeated. In addition, such language could 
have the unintended effect of possibly 
restricting scientific decision-making if 
scientific advances required changes in the 
Roadmap for Medical Research within a 
fiscal year. 



National Institutes of Health 
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Amounts Available for Obligation 1/ 


Source of Funding 
FY 2004 FY 2005 

Actual Appropriation 
FY 2006 
Estimate 

Appropriation 

Enacted Rescissions 

$329,707,000 $361,145,000 

(2,203,000) (3,099,000) 

$385,195,000 

0 

Subtotal, Adjusted Appropriation 

Comparative transfer to Buildings and 
Facilities 

327,504,000 358,046,000 

(415,000) 0 

385,195,000 

0 

Subtotal, adjusted budget authority 

Unobligated balance lapsing 

327,089,000 358,046,000 

(237,000) 0 

385,195,000 

0 

Total obligations 326,852,000 358,046,000 385,195,000 

1/ Excludes the following amounts for reimbursable activities carried out by this account: 
FY 2004-$541,322,000 FY 2005 - $575,051,000 FY 2006 - $600,000,000 



Justification 

Office of the Director 

Authorizing Legislation: Section 301 of the Public Health Service Act, as amended. 
Reauthorizing legislation wi l l be submitted. 

Budget Authority: 

F Y 2 0 0 4 F Y 2 0 0 5 F Y 2006 Increase or 
Actual Appropriation Estimate Decrease 

FTEs B  A FTEs B  A FTEs B  A FTEs B  A 

561 $327,089,000 586 $358,046,000 599 $385,195,000 13 $27,149,000 

This document provides justification for the Fiscal Year 2006 activities of the Office of the 
Director (OD), including H I V / A I D S activities. A more detailed description of NIH-wide Fiscal 
Year 2006 H I V / A I D S activities can be found in the N I H section entitled "Office of A I D S 
Research (OAR) . " 

Introduction 

The OD provides leadership, coordination, and guidance in the formulation of policy and 
procedures related to biomedical research and research training programs. The OD coordinates 
NIH ' s extramural and intramural research activities; science policy and related ethical, legal, and 
social issues; technology transfer and intellectual property protection policies; health information 
dissemination and education functions; legislative activities; and oversight of the agency's 
stewardship of public rands. 

The OD encourages and fosters N I  H research and research training efforts in the prevention and 
treatment of disease and the promotion of health through program coordination offices that 
complement the efforts of the N I H Institutes and Centers (ICs). These offices focus on Acquired 
Immune Deficiency Syndrome (AIDS); women's health; disease prevention; science education; 
dietary supplements; rare diseases and disorders; and behavioral and social sciences research. 
While the OD provides the overall direction, coordination and oversight of these programs, the 
ICs manage the actual research operations. The OD is also responsible for coordinating trans-
agency efforts for the N I H Roadmap for Medical Research. Initiatives under the N I H Roadmap 
are described at the end of this document and in the Congressional Justification Overview that 
appears in Volume I. 



Office of AIDS Research 

The N I H Office of AIDS Research (OAR) coordinates the scientific, budgetary, legislative, and 
policy elements of the N I H A I D S research program and serves as the principal liaison with H H S , 
other federal agencies, and domestic and international governmental and non-governmental 
organizations on behalf of N I H AIDS-related research. The N I H represents the largest and most 
significant public investment in A I D S research in the world. Our response to the epidemic 
requires a unique and complex multi-institute, multi-disciplinary, global research program. 
Perhaps no other disease so thoroughly transcends every area of clinical medicine and basic 
scientific investigation, crossing the boundaries of the N I  H Institutes and Centers. This diverse 
research portfolio demands an unprecedented level of scientific coordination and management of 
research funds to identify the highest priority areas of scientific opportunity, enhance 
collaboration, minimize duplication, and ensure that precious research dollars are invested 
effectively and efficiently. This is recognized in the unique role given the O A R in its 
authorizing legislation, the N I H Revitalization Act of 1993. That law establishes O A R as a 
model for trans-NIH coordination, vesting it with primary responsibility for overseeing all N I H 
AIDS-related research, and thus allowing N I H to pursue a united research front against the 
global A I D S epidemic. 

Accomplishments 

Comprehensive AIDS Research Plan and Budget: Each year, O A R oversees the 
Congressionally-mandated development of the comprehensive N I H AIDS-related research plan 
and budget, based on scientific consensus about the most compelling scientific priorities and 
opportunities that wi l l lead to better therapies and prevention strategies for H I  V disease. The 
planning process is inclusive and collaborative, involving the N I H institutes through a series of 
trans-NIH Coordinating Committees, as well as eminent non-govemment experts from academia, 
foundations, industry and the A I D S community. Historically, the Plan has established the N I H 
A I D S research agenda in the following Scientific Areas of Emphasis: Natural History and 
Epidemiology; Etiology and Pathogenesis; Therapeutics; Vaccines; and Behavioral and Social 
Science. As the epidemic evolved, O A R recognized the need to bring additional focus to a 
number of cross-cutting areas. The Plan now also includes: Racial and Ethnic Minorities; 
Women and Girls; Microbicides; H I V Prevention Research; International Research; Training, 
Infrastructure, and Capacity Building; and Information Dissemination. 

The Plan is a critical document, as it serves as the framework for developing the annual A I D S 
research budget for each Institute and Center; for determining the use of AIDS-designated 
dollars; and for tracking and monitoring those expenditures. The law provides that the O A R 
shall allocate all appropriated A I D S research funds to the Institutes. This process allows the 
O A R to ensure that N I H AIDS-related research funds w i l l be provided to the most compelling 
scientific opportunities, rather than distributed simply by a formula. 

Trans-NIH Coordination: During the course of the year, O A R identifies scientific areas that 
require focused attention and facilitates multi-institute activities to address those needs. O A  R 
fosters these efforts by designating resources to jump-start program areas by providing funds and 
supplements to the Institutes and Centers; establishing working groups or committees; 



sponsoring workshops or conferences to highlight a particular research topic; and sponsoring 
reviews or evaluations of research program areas. For example, a number of years ago O A R 
identified microbicides research as an area needing additional attention. O A  R established a 
Trans-NIH Microbicides Working Group, comprised of program staff of relevant institutes and 
offices; co-sponsored the first international conference on microbicides; spearheaded the 
development of an N I H Strategic Plan for Microbicides and a broader government-wide plan; 
and provided supplemental funds to the institutes to accelerate microbicide research. O A R also 
has placed high priority on research to address the disproportionate impact of the epidemic on 
racial and ethnic minority communities in the U .S . by directing increased resources toward new 
and innovative interventions that w i l l have the greatest impact on these groups and efforts to 
improve research infrastructure and training opportunities for minorities. 

International AIDS Research: O A  R coordinates, monitors, and fosters plans for N I  H 
involvement in international A I D S research and training activities. O A  R established a new 
initiative and strategic plan for global research on H I V / A I D S aimed at significantly expanding 
our efforts to benefit resource- and infrastructure-poor nations. O A  R has designated funds for 
the Institutes to expand clinical research internationally, including in the areas of microbicide 
development, identifying therapeutic approaches appropriate for international settings, vaccine 
research, and research capacity building. 

Other OAR Activities: O A  R supports Coordinating Committees for each area of program 
emphasis for A I D S research. These committees allow O A R to stay abreast of the scientific 
programs across the N I H , to foster collaboration and coordination, and to develop the annual 
N I  H plan and budget. Congress has provided a transfer authority that permits O A  R to move up 
to a total of 3 percent of AIDS research funds between institutes. O A R supports the Intramural 
A I D S Targeted Antiviral Program and the N I H A I D S Research Loan Repayment Program. 
O A  R also supports a number of initiatives to enhance dissemination of research findings to 
researchers, physicians, institutions, communities, constituency groups, and patients, particularly 
in minority communities. 

The FY 2006 budget request for the O A R is $60,899 million. The O A R budget justification for 
N I H AIDS research appears under a separate tab in this Congressional Justification. 

The Office of Research on Women's Health 

Introduction 

The Office of Research on Women's Health (ORWH), established in 1990 within the Office of 
the Director, (a) advises the N I  H Director on matters relating to research on women's health; (b) 
strengthens and enhances research related to diseases, disorders, and conditions that affect 
women; (c) ensures that research conducted and supported by N I  H adequately addresses issues 
regarding women's health; (d) ensures that women are appropriately represented in biomedical 
and biobehavioral research studies supported by N I H ; (e) develops opportunities for and supports 
recruitment, retention, re-entry, and advancement of women in biomedical careers; and (f) 
supports research on women's health issues. O R W H works in partnership with the N I H 
institutes and centers (ICs) to ensure that women's health research is part of the scientific 
framework at N I  H and throughout the scientific community. 



The FY 2006 O R W H budget request is $41,363 million, an increase of $0,148 mill ion above 
F Y 2005. 

Science Advances 

Preventing Cervical Cancer with an HPV Vaccine 
Background: Globally, cervical cancer annually causes over 200,000 deaths 'and is the second 
most common cause of cancer mortality in women.a Virtually all cases of this cancer are 
attributable to a subset of human papillomaviruses (HPV), 50 percent from H P  V 16 and 10-20 
percent from H P  V 18. An effective H P  V vaccine should be able to reduce the incidence of these 
cancers by preventing H P  V infection. 

Advances: National Cancer Institute (NCI) investigators, with support from O R W H , have 
developed a method for producing an H P  V vaccine composed of a single non-infectious protein 
from the virus. The scientists find: 1) multiple copies of the viral protein spontaneously 
assemble into empty shells (called virus-like particles or V L P ) to which the immune system 
responds as though encountering the authentic virus; 2) the V L  P vaccine is highly protective in 
animal papillornavirus models; 3) an H P V 1 6 V L P vaccine is safe in people, in whom it induces a 
strong, systemic immune response with antibodies at the cervix, although menstrual cycle-
dependent changes in antibody level are noted. 

Implications: The prevention of cervical cancer is the main public health goal of the H P  V 
vaccine trial. If the vaccine were 90 percent effective against these H P  V types, it would result in 
about 150,000 fewer deaths per year worldwide. The vaccine would also be expected to reduce 
by 50 percent the one mill ion cases of precancerous cervical lesions that require treatment. 

Decreasing Cardiovascular Disease in Middle-Aged Women by Preventing Recurrent 
Episodes of Depression 

Background: The Study of Women's Health Across the Nation is the first long term study of the 
natural history of the menopause transition. This study, which has received long-term support 
from the National Institute on Aging (NIA) and O R W H , is of high relevance to understanding 
healthy aging in midlife women of all races. 

Advance: Researchers found that the risk of atherosclerotic plaque was more than double in 
women with a lifetime history of recurrent major depressive episodes, compared to women with 
no history of depression. 

Implications: Prevention of recurrent episodes of depression may have benefits in preventing 
further progression of atherosclerosis, which contributes to the occurrence of coronary heart 
disease, the major cause of death in women. 

a Parkin, D M  , Bray, F, Farley, J, Pisani, P. Estimating the world cancer burden: Globocan 2000. Int. J. Cancer 
2001:94:153-6. 



Interdisciplinary Research and Career Development Programs in Women's Health 
Background: O R W  H has developed three interdisciplinary research and career development 
programs to further enhance Women's Health Research - The Specialized Centers of Research 
(SCORs) on Sex and Gender Factors Affecting Women's Health, which provide opportunities for 
interdisciplinary research to advance sex and gender factors in women's health, the Building 
Interdisciplinary Research Careers in Women's Health (BIRCWH), which supports young 
investigators in a mentored research environment to progress to independent investigator status 
in women's health or sex and gender research; and the Intramural Program on Women's Health . 
The intramural program was just launched in 2004. 

Advances: These interdisciplinary programs proved successful in training and mobilizing 
scientists in diverse disciplines. Since 2000, a total of 177 scholars were trained, and a total of 
634 articles were published as a result of the BIRCWH programs. Each S C O R promotes 
interdisciplinary collaborations and development of a research agenda bridging basic and clinical 
research on sex and gender factors underlying a priority health issue such as pain, urinary tract, 
pregnancy, and substance abuse. B I R C W H and SCOR programs jointly sponsored the first NIH 
Women's Health Interdisciplinary Research Symposium on October 4-5, 2004 to showcase the 
research that is being done as well as the success of our B I R C W  H scholars. The Principal 
Investigators of both programs, as well as our B I R C W H Scholars, were brought together for this 
symposium providing an opportunity to network and exchange scientific insights across 
programs and research fields of pursuit. 

The SCOR program made significant progress in the development of experimental methodology 
and the implementation and expansion of interdisciplinary research, especially sex and gender-
specific factors in health and disease. 

Implications: Both extramural programs were highly successful in increasing the scientific 
productivity of researchers from diverse fields of study in diverse areas of research related to 
women's health and to sex/gender factors in health and disease. They also contributed 
significantly to the scientific literature in these areas, and facilitated institutional commitment to 
interdisciplinary collaborations in basic and clinical research and to research to expand our 
knowledge about sex and gender comparisons that wi l l enhance gender-specific health care for 
women and men. The intramural program is still in a preliminary phase but is expected to also 
enhance interdisciplinary research across the N I  H scientific community. 

New Initiatives 

Benign Uro-Gynecological Conditions: In F  Y 2006, there wi l l be a special emphasis on uterine 
fibroid research and the need for improved clinical and non-surgical alternatives for women with 
this condition. Research initiatives w i l l be based on "Advances in Uterine Leiomyoma 
Research: Second N I H International Congress," sponsored by O R W H with ten ICs and sister 
D H H  S agencies. 

Prevention Research on Women and Girls: Evidence exists that many chronic health conditions 
have their origins in early life and young adulthood and result from unhealthy living, risky 



behaviors, and non-adherence to screening and detection recommendations. O R W  H wi l l partner 
with N I H ICs and D H H S agencies to coordinate a scientific meeting on Prevention Research on 
Women and Girls, including the effects of dietary supplements, nutrition, exercise, obesity, 
weight patterns, and behavioral, social, and community factors on the susceptibility to, or 
protection from, disease. The conference proceedings wi l l provide the basis for possible future 
research initiatives. 

Office of Behavioral and Social Sciences Research 

Introduction 

The Office of Behavioral and Social Sciences Research (OBSSR) furthers the mission of N I H by 
emphasizing the role that behavioral and social factors and their interaction with biomedical 
variables play in health. The three main goals of the Office are to: (1) enhance behavioral and 
social sciences research and training; (2) integrate a biobehavioral perspective across N I H  ; and 
(3) improve communication among health scientists and with the public. Specifically, the major 
responsibilities of the Office include the following: 
•	 providing leadership and direction to increase the scope of and support for behavioral and 

social sciences research and training at the N I H  ; 
•	 advising key N I  H officials on matters relating to behavioral and social sciences research; 
• serving as the principal spokesperson on the importance of behavioral and social sciences 

research in the acquisition, treatment, and prevention of disease and disability; 
•	 stimulating research in the behavioral and social sciences and interdisciplinary research; 
•	 providing leadership in disseminating findings from behavioral and social sciences research; 
•	 and sponsoring seminars, workshops, and conferences at the N I  H and at national and 

international scientific meetings on behavioral and social sciences research. 

Since its establishment in 1995, the Office has made significant progress in fulfilling each of its 
mandates, including organizing 35 trans-NIH funding activities, sponsoring 10 major 
conferences, co-sponsoring multiple conferences, workshops and symposia, as well as 
organizing and sponsoring training institutes and trans-NIH planning groups. The budget request 
for O B S S R in FY 2006 is $26,185 million. 

Accomplishments 

Expanding the Initiative on Mind-Body Interactions and Health. The Public Health Service 
has documented that many of the leading causes of morbidity and mortality in the US are 
attributable to social, behavioral, and lifestyle factors. Numerous studies have also documented 
that psychological stress is linked to a variety of health outcomes, including heart disease and 
decreased immune system functioning, and researchers and public health officials are becoming 
increasingly interested in understanding the nature of this relationship. In FY 1999, the N I  H 
issued a Request for Applications (RFA) for Centers for Mind-Body Interactions and Health and 
subsequently awarded five P50 Center Grants. In anticipation of the termination of these grants 
in FY 2004, OBSSR, in cooperation with N I H Institutes and Centers (ICs), issued two Requests 
for Applications (RFAs) for Mind-Body and Health Research Infrastructure or Development 
Programs and a third R F  A for regular research grants (R01). These R F A  s resulted in the 
awarding of six center-like grants and six smaller developmental grants as well as 12 research 



grants. O B S S R provided about $10.2 mill ion and the ICs approximately $4 mill ion in FY 2004 
for these awards. O B S S R has worked with the ICs to issue a program announcement in FY 2005 
calling for research grants on mind-body interactions and health. 

Maintenance of Long Term Behavioral Change. Mounting evidence suggests the need for 
research that examines biopsychosocial processes and tests interventions designed to achieve 
long-term health behavior change. Research efforts funded by a recent OBSSR-coordinated 
R F  A were successful in achieving behavioral change during and immediately following the 
intervention phase. However, other research indicates that relapse rates for addictive behaviors 
such as substance abuse and tobacco use are very high. For example, most individuals who stop 
smoking cigarettes relapse within six months. Adherence to exercise, diet, and other health 
regimens is no better, despite the fact that initial success rates for various behavior change 
programs are very good. Thus long-term behavior change is as challenging, if not more so, than 
the initiation of behavior change. Past research efforts have typically focused on short-term 
behavioral change. In FY 2004, O B S S R implemented an initiative that encourages investigators 
to expand on the current theoretical base of change processes and intervention models, to expand 
our understanding of how change, once achieved, is maintained over the long term. The ten 
participating N I  H Institutes and Offices have awarded twenty grants under this initiative 
including three new grants in FY 2005. 

Health Literacy. Healthy People 2010 established a national health objective to improve health 
literacy by the decade's end. D H H S  ' initiative, Healthy People 2010, defines health literacy as 
the capacity to obtain, process, and understand basic health information and services needed to 
both make appropriate health decisions and use such information and services to enhance health. 
As the sharing of relevant health information and the active participation in health care and 
health promotion efforts are dependent on health literacy, strengthening health literacy is a 
means to increase quality and years of healthy life and to eliminate health disparities. While 
many diseases and conditions can be prevented or controlled, too often people with the greatest 
health burdens have few fact-finding skills and the least access to health information. Moreover, 
health care providers may not be able to communicate effectively with these individuals, hi the 
spring of 2004, O B S S R and several ICs issued a Program Announcement (PA) for research to 
increase the scientific understanding of the nature of the health literacy problem and its 
relationship to disparities in health outcomes and health communications problems and to test 
interventions to overcome the adverse consequences of low health literacy. Applications to this 
PA were received in FY 2005. 

New Initiatives 

Genetics, Social Environments, and Health. In-depth understanding of pathways to disease and 
preservation of good health necessitates the study of environmentally induced gene expression. 
Whether a particular gene is expressed and the degree to which it is expressed depends strongly 
on the physical and social environmental conditions experienced by the organism. Very little is 
known about how various characteristics of the social environment affect gene expression. 
Scientifically, the key task is to define the pathways that lead to disease. This requires, first, 
understanding how genes and related factors might be associated with the onset of particular 
disease outcomes and, second, tracking relevant mediating conditions. O B S S R and the National 
Human Genome Research Institute (NHGRI) , leaders of trans-NIH effort to identify barriers and 



opportunities for promoting research on "gene by social-environment" interactions, collaborated 
with the National Institute of General Medical Sciences (NIGMS) to support an Institute of 
Medicine study on the state of the science on gene-environment interactions, with a focus on 
social environments. The study wi l l identify approaches and strategies to strengthen the 
integration of social, behavioral, and genetic research in this field and wi l l address 
methodological issues, identify research gaps, recommend priorities for N I  H research, and assess 
workforce, resource, and infrastructure needs. 

Social and Behavioral Research on Health Disparities. O B S S R is leading a trans-NLH effort to 
convene a scientific conference on social and behavioral factors in health disparities. The goals 
of the conference are to (1) highlight the actual and potential contributions of behavioral and 
social sciences research to NIH ' s mission of reducing disparities in health, and (2) to identify 
areas requiring increased conceptual, empirical, and methodological development. The 
conference, to be held in FY 2006, wi l l consist of a public conference and a private consultation 
session. 

Strengthening Behavioral and Social Science in Medical Schools. An Institute of Medicine 
study on introducing social and behavioral sciences into medical school curricula concluded that 
the scientific evidence for the impact of behavior and social science on health is substantial. To 
apply this knowledge, future physicians must receive appropriate training during their medical 
education. Changes in medical school curricula to incorporate this field requires careful thought, 
planning, and development of clear objectives to best achieve the goals and overcome the 
obstacles. A committee was formed to review the approaches used by medical schools that have 
incorporated behavioral and social sciences into their curricula, develop a list of prioritized 
topics from the behavioral and social sciences for possible inclusion in medical school 
curriculum, and provide options for how changes in curriculum can be achieved. The committee 
issued a final report in 2004. In FY 2005, O B S S R released a R F A entitled Strengthening 
Behavioral and Social Science in Medical Schools, in collaboration with National Center for 
Complementary and Alternative Medicine ( N C C A M ) , N C I , National Heart, Lung, and Blood 
Institute (NHLBI) , National Institute of Arthritis and Musculoskeletal and Skin Diseases 
(NIAMS) , and N I C H D , using the Academic Award Program (K07) of the N I H to develop 
behavioral and social science curricula for medical schools. 

Social Work Research. Social workers focus on the creation of effective health, and mental 
health, prevention and treatment interventions for individuals to become more productive 
members of society. As providers of front line prevention and treatment services in the areas of 
aging, teen pregnancy, child abuse, and substance abuse, particularly in underserved 
communities, they are in a unique position to provide valuable research information on these 
complex social concerns. To provide the impetus and resources to fully incorporate social 
work's unique concepts and perspectives into the N I H research portfolio and to build the 
scientific base to be used by allied health professionals, O B S S R and other ICs developed a new 
PA released in FY 2005. 



The Office of Dietary Supplements 

The Office of Dietary Supplements (ODS) was established in 1995 under the Dietary 
Supplement Health and Education Act ( D S H E A ) . Its first Strategic Plan in 1998 identified five 
scientific and communications goals. Substantial increases in the ODS budget since 1999 were 
crucial in making significant progress toward these goals and in developing new areas; this 
triggered the need for ODS to update its Strategic Plan. The updated plan was completed early 
in 2004 and is available on the ODS Web site http://ods.od.nih.gov. The FY 2006 budget request 
for ODS is $27,078 million. 

Accomplishments 

Evidence-Based Reviews of Dietary Supplement Benefits and Safety. Report language in 
FY 2001 encouraged ODS to examine efficacy and safety of dietary supplements. Collaborating 
with the Agency for Healthcare Research and Quality (AHRQ) and its Evidence-Based Practice 
Center (EPC) network, we systematically built the knowledge base on benefits and safety of 
supplements and encourage research to fill gaps in knowledge. 
•	 Report language in FY 2002 called for systematic review of literature related to the health 

benefits of omega-3 fatty acids with respect to heart disease and other disorders 
(http://ods.od.nih.gov/go/omega3ahrqreports). ODS worked with the National Heart, Lung, 
and Blood Institute (NHLBI) and other ICs to develop the task order for this review. ODS 
and N H L B  I convened a working group to recommend further clinical research on omega-3 
fatty acids and heart disease. 

•	 Report language for FY 2004 called on ODS and National Center for Complementary and 
Alternative Medicine ( N C C A M ) to review evidence relating B-vitamins and antioxidant 
phytochemicals in berries to Alzheimer's and Parkinson's diseases, to determine future 
clinical research needs. This report wi l l be done in 2005. 

Dietary Supplement Analytical Methods and Reference Materials Program. Report language 
for FY 2002 called on ODS to develop, validate, and disseminate analytical methods and 
reference materials, coordinating these efforts among government agencies, academia, and the 
private sector. The methods validation effort uses an Interagency Agreement (IAG) with F D A to 
fund A O A  C International, a scientific association committed to confidence in analytical results 
(www.aoac.org). The program, now in year 3 of a 5-year plan, has 38 methods in various stages 
of development and validation. ODS provides reference materials to support the US 
Pharmacopeia monograph program and has a 5-year I A G with the National Institute of Standards 
and Technology to produce Standard Reference Materials. 

Dietary Supplement Research Centers. Initiated in FY 1999, this is a joint effort of ODS, 
N C C A M  , and the National Institute of Environmental Health Sciences (NIEHS), with additional 
support from the National Institute of General Medical Sciences and Office of Research on 
Women's Health. Six centers are currently funded to conduct multidisciplinary research on 
botanicals. A Request for Applications (RFA) for re-competition was released in 2004. 
Applications in response to this R F A were reviewed in late 2004, with funding for the next 
5-year cycle beginning in Apri l 2005. 

http://ods.od.nih.gov
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Co-funding of Research and Training. In FY 2004, ODS expanded its portfolio of co-funded 
grants by 35 percent over 2003. ODS co-funds 96 grants with 15 ICs for a total of $14.5 million, 
on topics that include development of methods for botanical supplement analysis, and a range of 
pre-clinical and clinical studies of dietary supplements. This includes funds for training of future 
scientists in dietary supplement research. ODS provides an additional $6.5 mill ion toward IAGs 
with 7 Federal agencies. 

Databases to Support Research on Dietary Supplement Use. ODS develops databases to 
enhance research. These include an analytically-substantiated database of dietary supplement 
ingredients of public health interest, and a database of supplement labels. ODS funds research 
on consumer motivations, usage patterns, and associations of supplement use with health 
indicators. 
•	 Dietary Supplement Analytically Substantiated Ingredient Database: Studies to evaluate 

health effects of supplement intake require accurate data on product content. Such a database 
exists for conventional foods and is maintained by the U S D A . ODS works with U S D A to 
create a similar database for supplements. 

•	 Dietary Supplement Label Database: ODS funds the Centers for Disease Control and 
Prevention (CDC) to maintain a database of supplement labels to assist with analysis of 
nutrient intake in the National Health and Nutrition Examination Survey ( N H A N E S ) and 
other surveys that monitor the health of the US population. 

• Research on Supplement Use: ODS supports N H A N E  S by funding measurement of blood 
metabolites to determine the nutritional status of persons who consume supplements and 
contracts with the Natural Marketing Institute to analyze population-wide surveys to assess 
consumer motivations for supplement use. 

International Activities. Micronutrient deficiencies remain a problem in many parts of the 
world. ODS partners with other N I H ICs, such as the Fogarty International Center (FIC), to 
improve the quality of research needed to implement effective micronutrient assistance in diverse 
settings around the world. ODS and other ICs ( N C C A M , FIC) co-sponsor an initiative to 
establish programs of rigorous, high-quality research on traditional medicine practices in the 
developing world. 

Information and Communication Efforts. As part of its recent Strategic Planning process, ODS 
committed to expand its information, communication, and education products, particularly those 
aimed at consumers. 
•	 The International Bibliographic Information on Dietary Supplements (IBlDS) database 

contains over 700,000 citations of worldwide published papers on dietary supplements. 
•	 The Computer Access to Research on Dietary Supplements ( C A R D S ) database details 

research studies on dietary supplements funded by the Federal government; from 1999-2003, 
more than 2200 projects were funded by N I H , covering research on more than 300 
supplements. 

• The	 Annual Bibliography of Significant Advances in Dietary Supplement Research provides 
a snapshot of the scientific literature for the previous year; the 2004 issue included 25 papers, 
selected from over 350 nominations in the peer-reviewed literature, on supplements related to 
cancer, bone health, heart health, inflammation, and early growth. 



• ODS has commissioned a review of its communications program to provide a comprehensive 
analysis of its current efforts, recommendations for future areas of focus, and an evaluation 
plan for ongoing assessment and improvement. 

New . ' Initiatives 

Evidence-Based Review Program: hi collaboration with the N I H Office of Medical Applications 
of Research and other N I H ICs and Federal agencies, ODS is sponsoring an N I H State-of-the-
Science Conference on the Role of Multivitamins/Multiminerals to Prevent Chronic Disease. 

Dietary Supplement Label Databases: Senate Report language for FY 2005 called on ODS to 
contract with industry nonprofit foundations to develop, create, update, maintain, and make 
publicly available a comprehensive database of supplement labels. ODS is developing a request 
for proposals for this resource. 

Bioactive Components of Food and Dietary Supplements: ODS, along with several ICs and 
other Federal agencies, formed an ad hoc Working Group to undertake the tasks of defining 
bioactive components and exploring approaches to evaluating their significance in health 
promotion and disease prevention. A Federal Register notice was issued to seek public 
comment on the definition of bioactive components. Comments wi l l be used to shape the 
agendas of public meetings, and develop approaches to assess the health effects of these 
substances. 

International Activities: With increasing world-wide use of dietary supplements, fortified foods, 
and so-called "functional" foods, the need for an internationally harmonized approach for a 
science-based risk assessment process has become apparent. ODS and N I E H S funded an 
agreement with the World Health Organization to address this in a systematic, transparent way 
and to establish international agreement on developing upper limits for nutrients and related 
substances. Results wi l l be useful in providing sound scientific information to international food 
standard-setting activities and to nation states in developing national policies and guidance, as 
well as identifying research needs. 

The Office of Rare Diseases 

Introduction 

The Office of Rare Diseases (ORD) was established in 1993 and legislated by Public Law 107¬ 
280, the Rare Diseases Act of 2002.° A rare disease is a disease or condition affecting fewer than 
200,000 persons in the United States. An estimated 25 million people in the United States have a 
rare disease. The goals of O R D are to stimulate and coordinate research on rare diseases and to 
support research to respond to the needs of patients who suffer from the more than 6,000 rare 
diseases known today. The budget request for FY 2006 for O R D is $15,705 million, an increase 
of $0.56 million above the FY 2005 level. 
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Extramural Research Program 

•	 Rare Diseases Clinical Research Network. Since FY 2004, O R D together with the N I H 
Institutes supports ten Rare Diseases Clinical Research Consortia and a central Data and 
Technology Resources Coordinating Center. The network consists of more than 70 sites and 
includes 30 patient support organizations for almost 50 rare diseases. The vast distribution of 
research locations wi l l make investigational treatments more accessible to patients with rare 
diseases. The network systematically collects clinical information to develop biomarkers and 
new approaches to diagnosis, treatment, and prevention of rare diseases, and to provide 
training of new clinical research investigators. In FY 2004, the N I H increased the number of 
consortia from seven to ten and added support for pilot studies and demonstration projects 
available to all consortia. The central data and technology coordinating center has 
established websites for the network and individual consortia. Thirty-three clinical protocols 
are under development. The collaborating patient support groups established their own 
coordinating coalition which is represented on the steering committee. 

•	 Solicitations for Rare Diseases Research Activities. In addition, O R D supported the 
following extramural research activities in collaboration with N I H Institutes and Centers 
( ICs ) inFY2004 : 
o	 A program announcement with the National Heart Lung and Blood Institute (NHLBI) for 

pilot studies, demonstration projects, and/or exploratory research studies in rare diseases. 
o	 A request for applications published with the National Human Genome Research Institute 

(NHGRI) for applications for research training grants in genomics and proteomics. 
o A program announcement with the National Institute of Neurological Diseases and 

Stroke (NINDS) to improve treatment outcomes for lysosomal storage disorders. 
o A joint program announcement with 11 ICs to provide support for the planning of Phase 

III clinical trials. 

Intramural Research Program. The Rare Diseases Intramural Research Program is a 
collaborative effort between the O R D and the N H G R I at the N I H Clinical Center. The program 
includes evaluating gynecological aspects of rare diseases, evaluating undiagnosed inborn errors 
of metabolism, initiating select clinical research protocols, and establishing a pilot program to 
provide patient travel free of cost through Angel Flight/Mercy Medical for rare diseases 
evaluation and participating in clinical protocols. In addition, O R D supported Bench to Bedside 
Awards in FY 2003. O R D co-funded with N I H ICs eleven Bench-to-Bedside awards at the N I H 
Clinical Center. Intramural scientists at the N I H partner with colleagues on basic science-
clinical research collaborations that focus on rare diseases. 

Genetic and Rare Diseases Information Center. The O R D continues to support with the 
N H G R  I Genetic and Rare Diseases Information Center ( G A R D ) . G A R  D staff provides 
information to patients and their families, health professionals, researchers, and to the public. In 
FY 2004, the information center became more accessible to minority and under-served 
populations through services in Spanish and a more user-friendly web-based approach. Since its 
inception in September 2001, G A R  D has responded to almost 10,000 inquiries for more than 
3,000 rare diseases. 



Scientific Conferences Program, hi FY 2004, O R D co-funded 86 national and international 
scientific conferences in collaboration with N I H Institutes and Centers, identifying scientific 
opportunities for rare diseases research. Examples of rare diseases include childhood cancers, 
bone marrow failure, sickle cell disease, congenital heart disease, dystonias (rare, severe 
movement disorders with sustained muscle contractions), pediatric stroke, neurofibromatosis (a 
set of genetic disorders which cause multiple tumors to grow along various types of nerves) and 
primary lateral sclerosis (a rare neuromuscular disease characterized by progressive muscle 
weakness). 

Public Input. In F Y 2004, O R D continued to support regional workshops for leaders of patient 
advocacy groups across the nation about all aspects of research and research opportunities in 
N I H ' s extramural and intramural rare diseases research programs. These workshops enable 
national organizations to become partners in research endeavors and provide public input into 
O R D and N I H future research plans. Also, to gain additional public input, O R D held focus 
group meetings with leaders of patient advocacy groups at the annual meetings of the National 
Organization for Rare Disorders and the Genetic Alliance. 

New Initiatives 

In 2004, O R D began a number of major initiatives that wi l l come into fruition in the coming 
years. 
• A	 Trans-NIH Rare Diseases Research Working Group with membership from N I H ICs. The 

working group is developing plans for a conference to assess rare disease biospecimen 
collection, storage, and delivery issues that impede research on rare diseases. Other issues 
include the development of genetic tests and a conference on amyloidosis. Amyloidosis is a 
group of disabling and life threatening diseases in which one or more organ systems in the 
body accumulate deposits of abnormal proteins. 

• The National Human Genome Research Institute, the O R D , and The National Council of La 
Raza's Institute for Hispanic Health, wi l l partner in a pilot education project to demonstrate 
effective ways to reach Latino communities with information about genetic and rare diseases. 

•	 The O R D wi l l participate in a web site user satisfaction survey to further improve the 
outreach to and delivery of information to patients with rare diseases and their families. 

•	 In collaboration with N H G R I , the O R D intramural research program initiated a program to 
establish, with CLIA-certified laboratories, molecular diagnostic tests for specific rare 
diseases. The O R D / N H G R I expects to increase the development of diagnostic/genetic tests 
for research to up to 25 annually to meet the needs of intramural research investigators, 
patients with rare diseases, and their families. These tests wi l l be made available by the 
developing laboratory within six months to the general public. 

Science Education Activities 

Introduction 

The Office of Science Policy (OSP), through its Office of Science Education (OSE), coordinates 
science education activities at the N I  H and develops model science education programs. O S E 
works to advance the N I  H mission by: creating programs to improve science education in 



schools; creating programs to advance public understanding of medical science, research, and 
careers; promoting N I  H educational resources and programs; and advising N I  H leadership about 
science education issues. The majority of O S E programs and resources are developed for and 
targeted to K-12 science teachers. Additional programs and resources target the public, 
including middle school and high school students, underserved communities, women, and 
minorities. 

Current Activities & Initiatives (Selected) 

The OSE's most important activity is the development and distribution of the N I H Curriculum 
Supplements and related professional development activities. These National Science Education 
Standards-based K-12 supplements are free, ready-to-use, interactive teaching units that result 
from the unique partnering of N I  H scientists, teachers, and expert curriculum developers. They 
incorporate the best of both science and education communities, and are intended to use N I  H 
research to teach scientific concepts and supplement classroom materials that are out-dated. 
Approximately 140,000 N I H curriculum supplements have been distributed to K-12 science 
teachers, college professors and home-schoolers in all 50 states, the District of Columbia, Puerto 
Rico, U .S . Pacific Island territories and Department of Defense schools overseas. 

The • O S E Web site (http://science.education.nih.gov) continues as a major means of informing 
teachers nationally about N I  H resources for science instruction. In the past three years, traffic on 
the site increased nearly six-fold, from about 6,500 to 39,600 users per month. The O S E Web site 
includes a unique career exploration section, LifeWorks, for middle and high school students, their 
parents, teachers, and career guidance counselors (http://science.education.nih.gov/LifeWorks). 
Launched in FY 2003, LifeWorks provides in-depth career information on over 100 health and 
medical science-related careers. Users can search the site and generate a customized list of 
careers that matches their skills and interests. Career-specific information includes educational 
requirements, recommended high school courses, salary projections, job outlook, training and 
certification requirements, related careers, and references for further information. 

O S E has established a Diversity Workgroup (DWG) - a team dedicated to increasing the 
participation of minority and underserved populations in all O S E programs. In FY 2006, the 
D W  G plans to pursue collaborations with offices and organizations (such as the Office of Equal 
Opportunity and Diversity Management, NIH) to develop new programs and explore strategies 
to expand existing programs targeting underserved and minority populations. 

The budget request for O S E in FY 2006 is $3,878 million. 

Loan Repayment and Scholarship Programs 

Introduction 

N I H Loan Repayment Programs are a vital component of our nation's efforts to attract health 
professionals to careers in clinical, pediatric, health disparity, or contraceptive and infertility 
research. 

http://science.education.nih.gov
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FY 2004, the N I  H continued to support loan repayment and scholarship programs that are 
authorized by Congress. Loan repayments are supported for up to $35,000 per year plus Federal 
tax reimbursements at the rate of 39 percent of loan repayments as well as additional State and 
local taxes. Scholarship programs provide up to $20,000 per year. 
•	 The N I H Clinical Research Loan Repayment Program for Individuals from Disadvantaged 

Backgrounds (CR-LRP) awarded 1 two-year contract and sixteen one-year renewal contracts 
at a cost of $.551 million. For FY 2005, the C R - L R P plans to award contracts to 3 
individuals entering into initial two-year contracts, and 15 contracts to individuals entering 
into one-year renewal contracts at a cost of $.725 million. 

•	 In FY 2004 the N I H awarded $4,875 million to 75 individuals under the Loan Repayment 
Program for Research Generally (GR-LRP) . Awards were made to fund 49 initial three- year 
contracts and 26 one-year renewal contracts to participants who are physicians or scientists 
engaged in either basic or clinical research activities at the N I H . For FY 2005, the G R - L R P 
plans to award contracts to 52 individuals entering into initial three-year contracts, and 31 
contracts to individuals entering into one-year renewal contracts at a cost of $4,906 million. 

•	 In FY 2004, the N I  H supported the Undergraduate Scholarship Program for Individuals from 
Disadvantaged Backgrounds (UGSP) with scholarship awards and funding for service pay­
back in the amount of $.838 million to 23 undergraduate students and 13 post baccalaureate 
students. For FY 2005, the U G S P plans to award scholarships and provide funding for 
summer internship service pay-back for 20 individuals and provide funding for 11 
individuals performing one-year service pay-back at a cost of $.800 million. 

New Initiatives 

In F Y 2006, the budget request is $7,213 million. The funding wi l l be used for 19 awards under 
the Clinical Research Loan Repayment Program for Individuals from Disadvantaged 
Backgrounds, 20 awards for the Undergraduate Scholarship Program for Individuals from 
Disadvantaged Backgrounds, and 89 awards under the Loan Repayment Program for Research 
Generally. 

AIDS Research Loan Repayment Program 

Introduction 

In FY 2004 the N I H awarded $.271 mill ion to seven individuals under the A I D S Research Loan 
Repayment Program (AIDS-LRP) . Awards were made to seven health professionals, 
representing six recipients who entered into 1-year renewal contracts and one researcher who 
entered into an initial 2-year contract. For FY 2005, the A I D S - L R P plans to award three 
contracts to individuals entering into initial 2-year contracts, and thirteen contracts to individuals 
entering into 1-year renewal contracts at a cost of $.610 million. 

New Initiatives 

In F Y 2006, the O A R request includes $.610 million for the AIDS L R P . The funding wi l l be 
used to award contracts to 16 health professionals conducting A I D S research. 



NIH Roadmap for Medical Research 

The N I H • Roadmap for Medical Research is a set of trans-NIH research initiatives that are 
designed to accelerate the pace of discovery and improve the translation of research findings into 
healthcare interventions for public benefit. Under the Roadmap, there are 28 initiatives that fall 
under three themes: New Pathways to Discovery, Research Teams of the Future, and Re-
Engineering the Clinical Research Enterprise. 

The N I  H Roadmap Central activities serve on behalf of the Director, N I  H to coordinate the 
science, budget, communication, evaluation, and policy elements of the initiatives comprising 
the N I  H Roadmap. The organizational structure for implementation allows for agency-wide 
input and communication. The 28 initiatives are led by nine implementation working groups, 
each co-chaired by institute and center (IC) directors. Two committees facilitate 
implementation. The Roadmap Implementation Coordination Committee provides overall 
governance and includes the co-chairs of the working groups and senior leadership in the Office 
of the Director. The Roadmap Institute and Center Liaisons are comprised of representatives 
from each IC. The budget request for N I H Roadmap for Medical Research in FY 2006 is 
$83.0 million. 

Accomplishments 

New Pathways to Discovery. Under this theme, the Roadmap seeks to identify and study the 
complex networks of cellular machinery at the levels of proteins, metabolites (lipids, 
carbohydrates, and amino acids), molecules, and even atoms. N I  H already is pursuing several 
"pathways of discovery" through networked centers for exploration. The National Technology 
Centers for Networks and Pathways focus on development of tools for measuring protein activity 
and interaction. The Molecular Libraries Screening Centers seek to identify novel small 
molecules with potential as tools (biochemical probes) for investigating cellular pathways. The 
probes successfully screened under this initiative wi l l be housed in new Small Molecule 
Repository for access by the scientific community. The scientific community and the public wi l l 
have access to data on molecular structure through the recently launched PubChem website. The 
Molecular Imaging Probes initiative is developing additional tools that can portray cellular 
components and events at higher magnitudes of specificity and sensitivity than is possible with 
current technology. Also, the Roadmap is supporting the emerging field of metabolomics by 
developing technology to identify and measure cellular metabolites. Nanomedicine Concept 
Development Awards are planning for the development of formal centers that wi l l explore the 
creation of materials and devices at the level of molecules and atoms to cure disease or repair 
damaged tissues. Management and the analysis of the wealth of bioinformation wi l l be 
supported by newly established National Centers for Biomedical Computing. 

Research Teams of the Future. Initiatives under this theme wi l l prepare researchers to 
intellectually extend themselves beyond their research disciplines and w i l l foster new 
collaborations. Academic and research institutions are focusing efforts on creating 
interdisciplinary research training programs, workshops, and courses as catalysts for 
development of new scientists, new science teams, and new scientific disciplines. Of particular 
emphasis are initiatives facilitating the integration of quantitative, environmental, and behavioral 



sciences with biomedicine. The N I H Director's Pioneer Award funds bold, high-risk research 
with potential for momentous conceptual and technological breakthroughs. Critical to all of 
these efforts (at both the trans-agency and academic institutional levels) is the utilization of 
existing administrative best practices and lowering organizational barriers that hinder 
collaboration and integration. 

Re-engineering the Clinical Research Enterprise. To speed the translation of scientific 
discoveries into health care interventions, the N I  H Roadmap has efforts underway to improve 
clinical network capabilities and embrace a growing "community of research." The National 
Electronics Clinical Trials and Research Network ( N E C T A R ) wi l l streamline clinical research 
through standardized data reporting and data- and sample-sharing. The Roadmap also is 
developing a network to create a comprehensive, integrated approach to the collection, storage, 
and management of data on patient-reported outcomes (symptoms) across patients from diverse 
populations with a wide variety of chronic diseases. The Patient-Reported Outcomes 
Measurement Information System (PROMIS) network also wi l l develop better ways to measure 
subjective patient-reported symptoms such as pain and fatigue. Currently in the conceptual 
stage, Regional Translational Research Centers aim to speed the pace at which clinical research 
develops into clinical intervention by providing one-stop shopping for sophisticated advice and 
resources such as expertise in biostatistics, clinical pharmacology, pharmacogenetics, and 
genetics. In addition, several efforts are underway to train and re-train clinical researchers. 
Initiatives range from predoctoral training programs to plans for establishing a National Clinical 
Research Associates ( N C R A ) program, a program that wi l l help increase the number of clinical 
investigators and diversify the settings in which clinical research is conducted. Through N C R A  , 
community-based healthcare practitioners wi l l be trained to participate in research and recruited 
to refer and follow their patients in clinical research. This also w i l l position them to rapidly 
disseminate advances in evidence-based care. 

Concurrent with these efforts, the Clinical Research Policy Analysis and Coordination program 
(CRpac) is examining the regulatory and policy environment in which clinical research is being 
conducted and w i l l work with other agencies to harmonize and streamline requirements to enable 
more effective and conducive research-management and oversight. The efforts to re-engineer 
the clinical research enterprise have also stimulated the establishment of the N I H Public Trust 
Initiative, involving the N I H Director's Council of Public Representatives and other members of 
the public at large. 

New Initiatives 

New solicitations for FY 2006 are planned within each of the three theme areas of the N I H 
Roadmap for Medical Research and build upon the programs and activities established in FY 
2004 and FY 2005. 

Molecular Libraries and Imaging. The High-Throughput Molecular Screening; Assay 
Development solicitation wi l l be reissued and a new solicitation, Novel Preclinical Tools for 
Predictive ADME-Toxico logy , wi l l be announced in FY 2006. The latter solicitation aims to 
improve methods used to test compounds for various properties including absorption, 
distribution, metabolism, excretion ( A D M E ) , and toxicity. Better ability to predict the profile of 
chemical compounds wi l l prevent some of the trial-and-error of clinical testing. In addition the 



N I H Imaging Probe Development Center, implemented within the intramural research program, 
wi l l be fully operational and begin servicing the extramural research community in FY 2006. 
This center, designed to interact with other ongoing Molecular Libraries and Imaging Roadmap 
initiatives, w i l l generate novel imaging probes and producing "known" or published imaging 
probes for which there is no commercial supply. 

Building Blocks, Biological Pathways: Standards and Critical Reagents for Proteomics. 
Proteomics is the systematic study of proteins and their complex interactions in a cell or 
organism. Because proteomics is a new and complex scientific field, it is crucial to establish 
standards that wi l l enable proteomic data from different laboratories to be easily shared, 
compared, and evaluated. F  Y 2006 initiatives wi l l support research to establish needed standards 
and develop new statistical methods and software for analysis of proteomic data and evaluation 
of the quality of these data. New chemical agents (reagents) w i l l also be critical for proteomic 
research, and N I  H is planning to support the development of new technologies to produce such 
reagents. 

Nanomedicine Development Centers. Solicitations for these Centers w i l l be announced in 
FY 2005 and FY 2006. The Nanomedicine Development Centers w i l l develop tools and 
concepts to characterize components of cells at the molecular level. The initial focus is on filling 
gaps in our ability to measure precisely the physical characteristics of nanoscale cellular 
components, characteristics such as their exact quantities, variations, locations, timescales, 
interactions, affinities, force generation, flexibility, and internal motion. The eventual goal is to 
gain the ability to control and manipulate cellular components at the molecular level to cure 
disease and repair tissue. 

Interdisciplinary Research. The analytic strategies necessary for the integration of the 
behavioral and social sciences with biomedical, computational, physical and engineering 
sciences have not yet been articulated. In FY 2004, the Roadmap sponsored two initiatives to 
work toward such strategies - Supplements for Methodological Innovations in the Behavioral and 
Social Sciences and Meetings and Networks for Methodological Development in 
Interdisciplinary Research. In FY 2006, N I H plans to build on the base of research that those 
initiatives wi l l generate by holding the Interdisciplinary Technology and Methods Summit. This 
conference wi l l focus on topics such as pain, fatigue, and obesity that are in need of an 
interdisciplinary approach that integrates the behavioral, social and biomedical sciences. 

High-Risk Research. In FY 2006 the N I H Director's Pioneer Awards, designed to encourage 
exploration of high risk, high impact ideas by investigators with exceptionally creative abilities, 
wi l l be in its third cycle. Awardees are expected to commit the major portion of their effort to 
activities supported by this award. 

Re-engineering the Clinical Research Enterprise. Moving beyond the planning stage, a 
solicitation for formal Regional Translational Research Centers wi l l be issued in FY 2006. 
These centers would provide NIH-funded researchers with state-of-the-art expertise and 
resources in support of research at the interface of the bench and the bedside. Also in FY 2006, 
current efforts to inventory existing clinical research networks and the test approaches to 
enhance the clinical research informatics infrastructure w i l l culminate in the launch of the 



National Electronics Clinical Trials and Research ( N E C T A R ) network. This network wi l l enable 
standardized data reporting and data- and sample-sharing among studies. In addition, with the 
development of a feasible model for the National Clinical Research Associates ( N C R A ) 
Program, various elements of the model wi l l be pilot-tested in FY 2006, followed by the design 
and implementation of the full N C R  A Program. 

The Director's Discretionary Fund 

In FY 2006 the N I H Director wi l l continue to maintain a Director's Discretionary Fund (DDF) to 
allow the Director to respond quickly to new and emerging high-priority research opportunities 
and health needs. The D D F request for FY 2006 is $93 million, of which $83 million is for the 
N I H Roadmap for Medical Research. 

Office of Portfolio Analysis and Strategic Initiatives 

With the growth and increasing complexity of the agency, N I H has moved aggressively to 
transform its management strategies and decision-making processes. To harmonize and better 
coordinate decisions that may affect the entire agency, the N I  H director established in 2003 the 
new N I  H steering committee composed of 9 institute directors. This was followed by the 
elimination of numerous standing or ad hoc management committees now replaced by five 
working groups (management and budget, extramural affairs, intramural affairs, IT and Facilities 
and capital equipment) thus greatly streamlining the decision making process and insuring 
clearer accountability across all corporate agency function while preserving the autonomy of ICs 
in their mission specific areas. 

The agency is successfully engaging in trans-NIH initiatives such as the Roadmap, the Trans-
N I H Obesity Research Plan and the emerging Neurosciences Blueprint. It is, however, time to 
focus additional attention to creating better institutional tools to analyze, assess and manage the 
N I  H wide research portfolio and to provide better information tools to support priority setting 
decisions in areas of common interest to all ICs. With the growth of the agency, IC based 
programs need to have access to more consistent information to enable greater synergy when 
appropriate and to have more established mechanisms to plan their research investments, 
especially those which require coordination across multiple ICs. New analytic tools and systems 
need to be developed and implemented as part of an improved executive decision support system 
to improve the management of our large and complex scientific portfolio. This w i l l allow N I H 
to more efficiently address important areas of emerging scientific opportunities and public health 
challenges. A new organizational structure wi l l be established and staffed for this purpose. 

In FY 2006, the N I H plans to create a new office within the Office of the Director-the Office of 
Portfolio Analysis and Strategic Initiatives (OPASI) — which wi l l provide tools to facilitate 
planning for trans-NIH initiatives, including an improved process for collecting IC data on 
expenditures on various diseases, conditions, and research fields and improvements in data about 
burden of disease. The office wi l l also develop, with input from the ICs, common processes and 
formats, where necessary, for the conduct of NIH-wide planning and evaluation. For trans-NIH 
planning efforts, the office w i l l seek broad public input-from the public, health care providers, 



policymakers, and scientists-in addition to soliciting advice from within N I H . The office wi l l 
also coordinate and make more effective use of the NIH-wide evaluation process. 

Other Areas of Interest 

As part of the OD Operations, several OD offices such as the Office of Extramural Research, the 
Office of Intramural Research, the Office of Science Policy (OSP), and the Office of 
Management provide advice to the N I H Director, policy direction to the N I H research 
community, and administer centralized support services essential to the daily operation of the 
N I H . Within the OSP, the Office of Biotechnology Activities coordinates the functions of the 
Recombinant D N  A Advisory Committee; the Secretary's Committee on Genetics, Health, and 
Society; the Secretary's Advisory Committee on Xenotransplantation, and the National Science 
Advisory Board for Biosecurity. The budget request for these operational offices for FY 2006 is 
$107,874 million. 



NATIONAL INSTITUTES OF HEALTH 


Office of the Director 


Budget Mechanism 


FY 2004 
Actual 

FY 2005 
Appropriation 

FY 2006 
Estimate 

OD Operations 
Director's Discretionary Fund 
Office of AIDS Research 
Science Education 
Research on Women's Health 
Loan Repayment Program 
Office of Rare Diseases 
Office of Dietary Supplements 
Office of Behavioral & Social Sciences Research 
Office of Portfolio Analysis & Strategic Initiatives 
Foundation for the National Institutes of Health 

Total Budget Authority 

$102,773,000 
44,128,000 
60,527,000 

3,836,000 
40,951,000 

7,139,000 
15,542,000 
25,803,000 
25,894,000 

0 
496,000 

$106,223,000 
69,440,000 
60,899,000 

3,864,000 
41,215,000 

7,187,000 
15,649,000 
26,981,000 
26,091,000 

0 
497,000 

$107,874,000 
93,000,000 
60,899,000 

3,878,000 
41,363,000 

7,213,000 
15,705,000 
27,078,000 
26,185,000 

2,000,000 
0 

327,089,000 358,046,000 385,195,000 



National Institutes of Health 
Office of the Director 

Allocation by Mechanism 1/ 
(Dollars in thousands) 

FY 2004 
Actual 

FY 2005 
Appropriation 

FY 2006 
Estimate 

Research Grants: 

Research Projects 

Research Centers 

Other Research 

$109,122 

9,744 

593 

$95,067 

32,341 

12,484 

$99,513 

41,188 

17,128 

Total, Research Grants 119,459 139,892 157,829 

Training 

R&D Contracts 

Intramural Research 

Res. Mgmt. and Support 

Cancer Control 

Construction 

23,554 

12,986 

68,317 

— 
— 

31,677 

12,093 

68,161 

— 
— 

37,554 

12,116 

69,822 

— 
— 

Total 104,857 111,931 119,492 

OD Operations 102,773 106,223 107,874 

Total, OD 327,089 358,046 385,195 

1/ This represents a breakout of the OD's budget as it is ultimately expended by mechanism. 



Budget Authority bv Activity 
(dollars in thousands) 

ACTIVITY 

FY 2004 
Actual 

FY 2005 
Appropriation 

FY 2006 
Estimate Change 

FTEs Amount FTEs Amount FTEs Amount FTEs Amount 

Res. management & support 561 327,089 586 358,046 599 385,195 13 27,149 

Total 561 327,089 586 358,046 599 385,195 13 27,149 



Summary of Changes 
FY 2005 ' Estimate
FY 2006 Estimated Budget Authority

 $358,046,000 
385,195,000 

Net . change 27,149,000 

CHANGECHANGESS 

FY 2005 
Appropriaton Change from Base 

Budget
FTEs Authority

 Budget 
FTEs Authority 

A. Built-in: 
1. Intramural research: 

a. Within grade increase 
b. Annualization of January 

$0 $0 

2005 pay increase 0 0 
c. January 2006 pay increase 0 0 
d. One less day of pay 0 0 
e. Payment for centrally furnished services 
f. Increased cost of laboratory supplies, 

0 0 

materials, and other expenses 0 0 
Subtotal 

2. Research Management and Support: 

0 

a. Within grade increase 
b. Annualization of January 

69,189,000 1,187,000 

2005 pay increase 69,189,000 649,000 
c. January 2006 pay increase 69,189,000 1,221,000 
d. One less day of pay 69,189,000 (255,000) 
e. Payment for centrally furnished services 
f. Increased cost of laboratory supplies, 

0 0 

materials, and other expenses 117,288,000 2,346,000 
Subtotal 

Subtotal, Built-in 

5,148,000 

5,148,000 



Summary of Changes—continued 

CHANGES 

2005 Current 
Estimate Base Change from Base 

No. Amount No. Amount 
B. Program: 

1. Research project grants: 
a. Noncompeting 0 $95,067,000 0 $4,446,000 
b. Competing 0 0 0 0 
c. SBIR/STTR 0 0 0 0 

Total 0 95,067,000 0 4,446,000 

2. Research centers 0 32,341,000 0 8,847,000 

3. Other research 0 12,484,000 0 4,644,000 

4. Research training 0 0 0 0 

5. Research and development contracts 0 31,677,000 0 5,877,000 

Subtotal, extramural 

6. Intramural research 

7. Research management and support 

8. Intramural, RMS, and Operations 

9. Construction 

10. Building and Facilities 

FTEs 
0 0 

586 68,161,000 

0 68,161,000 

0 

0 

FTEs 
0 

23,814,000 

0 

13 1,609,000 

0 (3,422,000) 

0 

0 

Subtotal, program 307,891,000 22,001,000 

Total changes 586 13 27,149,000 



NATIONAL INSTITUTES OF H E A L T H 


Office of the Director 


Budget Authority by Object 


FY 2005 

Appropriation 

FY 2006 

Estimate 

Increase or 

Decrease 

Total compensable workyears: 
Full-time employment 
Full-time equivalent of overtime & holiday hours 

Average ES salary 
Average GM/GS grade 

Average G M / G  S salary 
Average salary, grade established by act of 

July 1, 1944(42 U.S.C. 207) 
Average salary of ungraded positions 

0 
0 

$148,274 
10.7 

$78,009 

$90,251 
147,360 

0 
0 

$151,685 
10.7 

$79,804 

$92,327 
150,749 

0 
0 

$3,411 
0.0 

$1,795 

$2,076 
3,389 

O B J E C  T C L A S S E S 
FY 2005 

Appropriation 
FY 2006 
Estimate 

Increase or 
Decrease 

Personnel Compensation: 
11.1 Full-Time Permanent 
11.3 Other than Full-Time Permanent 
11.5 Other Personnel Compensation 
11.7 Military Personnel 
11.8 Special Personnel Services Payments 

$45,181,000 
3,667,000 
1,591,000 

622,000 
0 

$48,061,000 
3,901,000 
1,693,000 

664,000 
0 

$2,880,000 
234,000 
102,000 
42,000 

0 

Total, Personnel Compensation 51,061,000 54,319,000 3,258,000 
12.0 Personnel Benefits 
12.1 Military Personnel Benefits 
13.0 Benefits for Former Personnel 

17,851,000 
277,000 

0 

18,986,000 
295,000 

0 

1,135,000 
18,000 

0 
Subtotal, Pay Costs 69,189,000 73,600,000 4,411,000 

21.0 Travel & Transportation of Persons 
22.0 Transportation of Things 
23.1 Rental Payments to G S  A 
23.2 Rental Payments to Others 
23.3 Communications, Utilities & 

Miscellaneous Charges 
24.0 Printing & Reproduction 
25.1 Consulting Services 
25.2 Other Services 
25.3 Purchase of Goods & Services from 

Government Accounts 
25.4 Operation & Maintenance of Facilities 
25.5 Research & Development Contracts 
25.6 Medical Care 
25.7 Operation & Maintenance of Equipment 
25.8 Subsistence & Support of Persons 

2,413,000 
185,000 

1,000 
275,000 

1,000,000 
1,200,000 
4,000,000 

43,817,000 

53,397,000 
2,300,000 

31,677,000 
0 

2,300,000 
0 

2,413,000 
185,000 

1,000 
275,000 

1,000,000 
1,200,000 

4,000,000 
43,373,000 

52,765,000 
2,300,000 

37,554,000 
0 

2,300,000 
0 

0 
0 
0 
0 

0 
0 
0 

(444,000) 

(632,000) 
0 

5,877,000 
0 
0 
0 

25.0 Subtotal, Other Contractual Services 137,491,000 142,292,000 4,801,000 
26.0 Supplies & Materials 
31.0 Equipment 
32.0 Land and Structures 
33.0 Investments & Loans 
41.0 Grants, Subsidies & Contributions 
42.0 Insurance Claims & Indemnities 
43.0 Interest & Dividends 
44.0 Refunds 

2,400,000 
4,000,000 

0 
0 

139,892,000 
0 
0 
0 

2,400,000 
4,000,000 

0 
0 

157,829,000 
0 
0 
0 

0 
0 
0 
0 

17,937,000 
0 
0 
0 

Subtotal, Non-Pay Costs 288,857,000 311,595,000 22,738,000 

Total Budget Authority by Object 358,046,000 385,195,000 27,149,000 



Salaries and Expenses 

OBJECT CLASSES 
FY 2005 

Appropriation 
FY 2006 
Estimate 

Increase or 
Decrease 

Personnel Compensation: 
Full-Time Permanent (11.1) $45,181,000 $48,061,000 $2,880,000 
Other Than Full-Time Permanent (11.3) 3,667,000 3,901,000 234,000 
Other Personnel Compensation (11.5) 1,591,000 1,693,000 102,000 
Military Personnel (11.7) 622,000 664,000 42,000 
Special Personnel Services Payments (11.8) 0 0 0 

Total Personnel Compensation (11.9) 51,061,000 54,319,000 3,258,000 
Civilian Personnel Benefits (12.1) 
Military Personnel Benefits (12.2) 
Benefits to Former Personnel (13.0) 

17,851,000 
277,000 

0 

18,986,000 
295,000 

0 

1,135,000 

0 
Subtotal, Pay Costs 69,189,000 73,600,000 4,411,000 
Travel (21.0) 2,413,000 2,413,000 0 
Transportation of Things (22.0) 185,000 185,000 0 
Rental Payments to Others (23.2) 
Communications, Utilities and 

275,000 275,000 0 

Miscellaneous Charges (23.3) 1,000,000 1,000,000 0 
Printing and Reproduction (24.0) 
Other Contractual Services: 

1,200,000 1,200,000 0 

Advisory and Assistance Services (25.1) 4,000,000 4,000,000 0 
Other Services (25.2) 43,817,000 43,373,000 (444,000) 
Purchases from Govt. Accounts (25.3) 53,397,000 52,765,000 (632,000) 
Operation & Maintenance of Facilities (25.4) 2,300,000 2,300,000 0 
Operation & Maintenance of Equipment (25.7) 2,300,000 2,300,000 0 
Subsistence & Support of Persons (25.8) 0 0 0 

Subtotal Other Contractual Services 105,814,000 104,738,000 (1,076,000) 
Supplies and Materials (26.0) 2,400,000 2,400,000 0 
Subtotal, Non-Pay Costs 

Total, Administrative Costs 

113,287,000 

182,476,000 

112,211,000 

185,811,000 

(1,076,000) 

3,335,000 



SIGNIFICANT ITEMS IN H O U S E , SENATE AND C O N F E R E N C E APPROPRAITION 
C O M M I T T E E REPORTS 

FY 2005 House Appropriations Committee Report Language (H, Rpt 108-636) 

Item 
Office of Research on Women's Health - [Uterine fibroids] - Twenty to thirty percent of 
women in the U . S . of reproductive age suffer from uterine fibroids, a benign tumor that affects 
their reproductive health. Research on treatment has been limited, and often women have 
unnecessary hysterectomies when less costly and invasive treatments may be possible. In 
conjunction with National Institute of Child Health and Human Development (NICHD), National 
Institute of Environmental Health Sciences (NIEHS), and National Center on Minority Health 
and Health Disparities ( N C M H D )  , O R W  H is encouraged to intensify and coordinate programs to 
support research on uterine fibroids, (p. 105) 

Action taken or to be taken 
N I  H has a strong commitment to foster research on uterine fibroids, also referred to as 
leiomyomas, because of the prevalence of this condition and the health disparities that exist in 
certain populations of women. Based on results obtained using new molecular approaches, 
N I C H  D researchers report that uterine fibroids have reduced levels of a key extracellular protein, 
which is also reduced in keloid scar tissue, and that collagen formation is abnormal in fibroids. 
These observations suggest that fibroid tumors may be caused by altered production of proteins 
that make up the extracellular matrix. Extramurally, N I C H  D and O R W  H co-fund eight basic 
science and translational projects that w i l l strengthen the science base, improve understanding of 
how uterine fibroids develop and grow, and provide clues to more effective conservative 
management that w i l l go a long way to preserve the fertility and reproductive health of all 
women. N I E H S supports the Uterine Fibroid Study to define the cause of fibroids as 80% of 
African-American women and nearly 70% of Caucasian women develop them before they reach 
menopause. N I E H S and N C M H  D are conducting an epidemiological-based study to investigate 
uterine fibroid growth. The study focuses on prevention strategies in high-risk women and the 
development of new therapies to reduce the need for hysterectomies. N I E H S is evaluating 
environmental components of this disease through exposure studies, using cell culture systems 
and animal models. Other N I E H S leiomyoma research focuses on the molecular mechanisms of 
this disorder in human and animal models as they relate to the role of growth factors, receptor 
signaling pathways, and cell growth/cell death regulatory proteins in the progression and 
development of these tumors. In addition to supporting uterine fibroid research, O R W H , with 
N I E H S , N I C H D  , other N I  H institutes and centers, and D H H  S agencies, is sponsoring a February 
2005 conference, Advances in Uterine Leiomyoma Research: Second NIH International 
Congress. This scientific conference is bringing together researchers in the fields of 
biomedicine, epidemiology, basic research, therapeutics, and translational medicine to foster an 



exchange of scientific information among members of the uterine leiomyoma research, health 
care communities, and industry. This collaborative effort wi l l strengthen the trans-NIH research 
on uterine fibroids. 

Item 
Office of Rare Disease Research - . . . .The Committee commends the Director of N I H and 
O R  D for the rapid progress over the past eighteen months since the office was created in statute 
and given additional responsibilities. The Committee appreciates the initiation of the rare disease 
clinical research network, and encourages research aimed at the development of interventions for 
orphan diseases, including cystic fibrosis. The Committee also encourages N I  H to pursue 
exploratory grants and proof of concept studies for the development of new therapeutics in the 
treatment of rare diseases and to intensify support of the training of clinical research 
investigators in rare diseases, (p. 107) 

Action taken or to be taken 
Currently, O R D together with the N I H Institutes supports ten Rare Diseases Clinical Research 
Consortia. The Genetic Diseases of Mucociliary Clearance Consortium includes a focus on 
variants of cystic fibrosis (also see the Senate item on cystic fibrosis, page 2 of this submission.) 
The Rare Diseases Clinical Research Network includes attracting and training highly qualified 
investigators in these rare diseases. Also , in 2004, O R D added support for pilot studies and 
demonstration projects available to all consortia that can include exploratory grants and proof of 
concept studies for the development of new therapeutics in the treatment of rare diseases. 

In addition, the O R D cosponsors a program announcement with the National Heart, Lung, and 
Blood Institute (NHLBI) for pilot studies, demonstration projects, and exploratory research 
studies targeted to develop candidates for therapies. O R  D funded an application to screen 
virulence inhibitors as candidate therapeutics in cystic fibrosis (CF) since there is an urgent need 
to develop new classes of antimicrobials active against Pseudomonas aeruginosa which causes 
chronic respiratory infection in patients with cystic fibrosis. 

Item 
Public health relevance of awards - The Committee is encouraged by steps N I  H is taking to 
improve communications regarding the public health relevance of its research awards. 
Specifically, the Committee is pleased N I  H has proposed a modification to its standard grant 
application, PHS Form 398, requiring all grantees to include a statement of public health 
significance. The Committee urges the Department and the Office of Management and Budget 
to approve the proposed revision and support the agency in its efforts to implement this 
important change in the grant application form. (p. 107) 

Action taken or to be taken 
The proposed modifications of the standard grant application, PHS Form 398, have received 
approval from the Department and the Office of Management and Budget. The revisions were 
published on November 2, 2004 including the instruction for the Principal Investigator to 
succinctly describe the relevance of the proposed research to public health. See Guide Notice 
dated 11/2/04 http://grants.nih.gov/grants/guide/notice-files/NOT-OD-05-006.html. 

http://grants.nih.gov/grants/guide/notice-files/NOT-OD-05-006.html


Item 
NIH Roadmap and Clinical Practice - The Director of N I  H is commended for his Roadmap 
efforts to re-engineer clinical research as currently supported by N I H . The Committee recognizes 
that it is essential that study results be rapidly disseminated into clinical practice. The Director is 
encouraged to work directly with the medical community, including the surgical community, in 
order to utilize existing networks as a way to accelerate the transfer of information for the 
treatment of patients, (p. 108) 

Action taken or to be taken 
The N I H Roadmap for Medical Research is an agency-wide effort in which all institutes and 
centers work together to develop initiatives that wi l l facilitate discovery, strengthen the research 
enterprise, and accelerate the development of tomorrow's treatments and cures. The N I  H 
Roadmap initiatives are ones that the N I H as a whole must address. Initiatives within Re-
engineering the Clinical Research Enterprise, one of three theme areas of the N I H Roadmap, are 
focused on improving clinical research through facilitating translational research, developing 
technologies to measure patient-reported symptoms, adopting a systematic infrastructure and 
policies that wi l l better serve the evolving field of scientific discovery, and preparing the future 
clinical research workforce. Ultimately, these efforts wi l l enhance the quality and efficiency of 
the nation's clinical research enterprise. The involvement of patient communities and 
community-based health care providers, a concept imbedded in these efforts, is critical to the 
success of re-engineering the clinical research enterprise. 

s tRe-engineering the clinical research workforce: The promise of 2 1  century medicine cannot be 
fulfilled unless we have clinical researchers whose skills match the increasing complexity and 
multidiscipUnary nature of science. The creation of "clinical research teams" that involve 
community-based practitioners wi l l also be key. N I H Roadmap efforts seek to embrace and train 
an ever broadening array of scientists and practitioners to meet new challenges in clinical 
research. In 2004, several national workshops with leaders of the academic medicine community, 
investigated ways to expand the pipeline of students entering clinical research, train future 
leaders and create viable career pathways for clinical researchers. The Multidisciplinary 
Research Career Development Program supports seven institutions in clinical research career 
development of post-doctoral-level scholars and young faculty members from a variety of 
scientific and medical disciplines. These scholars wi l l be trained in patient oriented research, 
translational research, small and large scale clinical investigation and trials, and epidemiologic 
and natural history studies. A new solicitation focuses on establishing a predoctoral clinical 
research training program to stimulate the interest of medical, dental, nursing and other allied 
health students in clinical research careers. To assist the translation of large-scale studies and 
proven concepts into practice at the community level, the development and feasibility testing of a 
conceptual model is underway for a National Clinical Research Associates Program ( N C R A ) . 
The N C R  A wi l l include community practitioners (physicians, dentists, and nurse practitioners) 
as active members of the "community of research." They wi l l participate in clinical research, 
referring and following their patients in clinical studies, and accelerating the transfer of research 
findings into their practice and their communities. 



Enhanced networking: Building upon the existing strengths of the clinical research enterprise 
and extending its capacity is the basis for several N I  H Roadmap initiatives. These initiatives are 
exploring the features of current systems in order to identify best practices and to test ways to 
link existing clinical research networks and augment their interoperability. An inventory of 
existing clinical research networks is being conducted to identify characteristics that promote or 
inhibit successful network interactivity and productivity. A conference w i l l convene in 18 
months to report the inventory results and highlight best practices. In a parallel effort, a Broad 
Agency Announcement has issued 12 awards to pilot test approaches for facilitating 
communication and cooperation among networks, thereby promoting collaborations, increasing 
access to data and resources, and enhancing opportunities for discovery and development of 
clinical interventions. The outcome of these two activities w i l l serve to inform the design and 
development of a National Electronics Clinical Trials and Research ( N E C T A R ) network - with 
standardized data management techniques and increased sharing of information, samples, and 
other resources. In addition N I  H Roadmap efforts to catalyze the coordination and harmonization 
of policies germane to the conduct and oversight of clinical research are now underway. 
Communication and collaborations with other relevant government agencies is a central feature 
of these efforts, as is consultation with key stakeholders, through briefings of groups 
representing academic medicine and prominent scientific societies. 

Translational Research and Clinical Research Technologies: Key to accelerating the bi¬ 
directional bench to bedside translation of biomedical discovery is the increased interaction 
between basic and clinical scientists and the movement of powerful new tools from the 
laboratory to the clinic. The N I H is currently soliciting applications for planning grants for 
conceptualizing and development of Regional Translation Research Centers. Ultimately formal 
centers wi l l provide critical research resources regionally and nationally to facilitate the research 
for the development and testing of potential treatments. At the same time, a network composed 
of seven NIH-funded Roadmap grants aims to improve assessment of patient-reported clinical 
outcomes. Val id and reliable measurement of symptoms and aspects of health-related quality of 
life is especially critical in chronic diseases, in which biological indicators are often not closely 
related to disability, distress, or to benefit derived from treatment. The Patient-Reported 
Outcomes Measurement Information System (PROMIS) network wi l l develop a publicly 
available item bank and computerized adaptive testing to enhance measurement of subjective 
outcomes in clinical research. 

Further information about the N I  H Roadmap can be found at: http://nihroadmap.nih.gov. 

Item 
Best pharmaceuticals for children- The Committee recognizes the importance of ensuring that 
drugs are safe and effective for use by children. The Committee supports continued 
implementation by N I H of the Best Pharmaceuticals for Children Act of 2002 to support the 
pediatric testing of off-patent drugs, as well as on-patent drugs not being studied through existing 
mechanisms. In implementing this responsibility, N I C H  D should act as coordinator for all other 
institutes within N I H for which pediatric pharmacological drug research may have therapeutic 
relevance. N I C H D is also encouraged to consult with the Food and Drug Administration to 
ensure that the studies conducted are designed to yield improved pediatric labeling. The 

http://nihroadmap.nih.gov


Committee requests N I  H to provide an update during its annual appropriations testimony on the 
number of studies supported; the estimated cost of each study undertaken; the number of label 
changes resulting from completed studies; the patent status of the drugs studied; and the number 
of drugs remaining on the priority list. N I C H  D should focus its resources on encouraging the 
study of drugs where there is a medical necessity to conduct clinical pediatric studies, consistent 
with ethical concerns. The Committee also urges N I C H D to give full consideration to existing 
information that supports the safe use of drugs in children and use of conditions contained in the 
Pediatric Research Equity Act to identify drugs for study and to determine the scope and 
magnitude of those studies, (p. 108) 

Action taken or to be taken 
The N I C H  D agrees that drugs prescribed for use in children should be safe and effective, and 
that physicians need to know how best to treat children with these drugs. The N I C H D is 
currently preparing a report on the number of studies supported; the estimated cost of each study 
undertaken; the number of label changes resulting from completed studies; the patent status of 
the drugs studied; and the number of drugs remaining on the priority list. This report wi l l be 
forwarded to the House and Senate Appropriations Committees prior to the N I C H  D FY 2006 
hearings. 

To implement the Best Pharmaceuticals for Children Act ( B P C A ) , the N I C H D is coordinating its 
activities closely with other N I H Institutes/Centers and the Food and Drug Administration 
(FDA) . In FY 2004, the N I C H D supported a series of Intra-Agency Agreements (IAAs) and 
other actions under the B P C A  . These include: 

•	 An I A A with the National Cancer Institute's (NCI) Children's Oncology Group (COG), 
to study Vincristine and Dactinomycin for malignancies in children. 

•	 An I A A with F D A to conduct primate studies to evaluate the scientific and safety 

concerns about the use of Ketamine as an anesthetic in children. 


• An I A A with the National Institute of Environmental Health Services (NIEHS) to acquire 
literature relating to the developmental and reproductive effects, general toxicity, and 
pharmacokinetics of Lindane. 

• A series of meetings and presentations with National Institute of Mental Health (NIMH) 
for the purposes of locating on-going pediatric clinical trials within N I M H . Additionally, 
the N I C H  D is acquiring data sets created under an N I M  H study that wi l l enhance 
information the N I C H D seeks to gather from a study of Lithium as it is used to treat 
bipolar disorder in the pediatric population. 

• A contract with the Institute of Medicine (IOM) to identify and evaluate ethical issues 
concerning clinical trials in pediatric populations. 

In January 2004, the N I C H D established a working group to collaboratively identify off-patent 
drugs for listing. In July 2004, the N I C H D conducted its annual meeting with other N I H 
Institutes to discuss the status of F D A ' s Written Requests (WR) and to seek input regarding the 
2005 List Process. The process has evolved so that each year approximately 15 off-patent drugs 
wi l l be identified as highest priority for testing, from a total of about 180 drugs used in pediatric 
age groups. The criteria for selecting these drugs include the frequency of use and overall public 
health impact. 



With regard to on-patent drags, and as of this writing, the F D  A has referred five drugs and their 
specific indications to the Foundation for the N I H (FNIH) to consider for support of needed 
studies in children. These drags include: Baclofen for the oral treatment of spasticity, most 
commonly from cerebral palsy; Bupropion for depression and smoking cessation; Sevelamer for 
hyperphosphatemia in chronic renal insufficiency; Morphine for pain; and Zonisamide for partial 
seizures. 

To support the safe use of drags in children and in accordance with the Pediatric Research Equity 
Act (PREA) , the N I C H D is supporting the collection of existing information from previous 
pediatric drug studies. These processes include systematic literature reviews and meta-analysis; 
collection of data on frequency of use of medication by pediatric age; collection of data on 
frequency of conditions among pediatric age groups; evaluations of safety/efficacy data by age in 
pediatric cancer patients; and collaboration with N I M  H to utilize data gathered in multi-center 
trials of drags in children. 

Item 
Autism spectrum disorders- The Committee is pleased with N I H ' s autism research matrix and 
encourages N I H to devote sufficient resources to this research agenda. When implementing the 
autism research matrix, the Committee encourages N I H to coordinate with autism organizations 
already funding research initiatives to ensure the most efficient use of resources. The Committee 
also notes the promise of particular areas cited in the matrix, including genetic and behavioral 
characterization of the disorder, screening and early diagnosis, (p. 109) 

Action taken or to be taken 
The N I H Autism Coordinating Committee is actively working towards achieving the research 
agenda of the Autism Research Matrix. The Apr i l 2004 reissue of the program announcement 
"Research on Autism and Autism Spectrum Disorders" was designed to support the matrix 
research goals. N I H support of autism research grew from $22 mill ion in FY 1997 to $93 mill ion 
in FY 2003. 

Coordination with Outside Organizations: As indicated in the request for the Autism Research 
Matrix, opportunities for collaboration with voluntary and private funding organizations, as well 
as other governmental agencies, are essential to maximize resources. Five N I H Institutes, three 
institutes of the Canadian Institutes of Health Research (CIHR), the Health Research Board, 
Ireland (HRB), the Southwest Autism Research & Resource Center ( S A R R C ) , Cure Autism N o w 
(CAN) and the National Alliance for Autism Research ( N A A R ) are working together to develop 
a new research initiative ($21.5 million over 5 years) to identify specific genes and gene variants 
in localized chromosomal regions that produce susceptibility to autism. 

N I H Institutes are partnering with N A A  R on several other initiatives. The N I C H D , N I M H , and 
N A A  R have formed a consortium of researchers focusing on the study of infant siblings of 
children with autism, to help identify early features and distinguishing characteristics of autism. 
The National Institute on Deafness and Other Communication Disorders and N A A  R co­



sponsored several meetings on language and autism, which resulted in the recent establishment 
of a fellowship program to enhance research on the interface between autism and language, 
including linguistic and augmentative communication strategies. 

Genetics and Behavioral Characterization: A primary short term autism research matrix goal in 
the area of genetics and behavioral characterization is to define and plan the comprehensive 
biomedical and behavioral characterization of autism by delineating core and associated features, 
onset, longitudinal course, and subtypes of the disease (i.e. phenome), using various research 
strategies. Other matrix goals in this area include establishing resources for genotype/phenotype 
studies, studying existing data, developing a twin registry, and developing non-brain biomarkers. 
Activities underway to achieve these include the establishment of a genetics repository and 
funding supplements for genetic samples, the funding of a twin study, and planning for an N I H 
sponsored meeting on state of the science with respect to the autism phenome. In addition, the 
N I H Autism Coordinating Committee is working with the National Center for Research 
Resources - Biomedical Informatics Research Network, as well as N I H Center for Information 
Technology, in order to create a research database intended for long term use by the research 
community. 

Screening and Early Diagnosis: Several initiatives are underway to promote screening and early 
diagnosis of autism. The Interagency Autism Coordinating Committee ( IACC) has established a 
subcommittee on autism screening, which is actively engaged in facilitating the implementation 
of screening practices into the community. The C D C is currently partnering with several private 
organizations to launch the awareness campaign: "Learn the Signs. Act Early, " to encourage 
early screening and detection of autism and other developmental disabilities. 

Item 
Autism and Vaccine - The Committee continues to be aware of concerns about reports of a 
possible association between the measles component of the measles-mumps-rubella ( M M R ) 
vaccine and a subset of autism termed autistic entercolitis. The Committee continues its interest 
in this issue and encourages the Interagency Coordinating Committee to continue to give serious 
attention to these reports. The Committee is aware that research is underway, supported by N I H  , 
and encourages N I  H to avoid delays in this research. The Committee is also concerned that there 
is some evidence that infant exposures to thimerosal in the 1990s may be related to the epidemic 
of neurodevelopmental disorders in children. C D C ' s most extensive review of Vaccine Safety 
Datalink data concluded that more research needs to be conducted in this arena to answer these 
questions with certainty and the Committee concurs with the need for this continued research. 
The Committee encourages N I  H to dedicate significant resources to pursue the recommended 
research initiatives outlined in the Institute of Medicine's (IOM) Immunization Review. These 
reports have identified the research needed to better understand why a number of children suffer 
severe adverse reactions to childhood vaccines. Continuation of this research to develop a better 
understanding of biological mechanisms is critical for knowing with certainty whether or not 
thimerosal and other vaccines exposures might cause increased risks for some children, (p. 110) 



The (NIH) remains strongly committed to vaccine safety. The evaluation of vaccine safety is an 
essential component of every vaccine clinical trial that is conducted or sponsored by N I H . A l l 
trials include an assessment of vaccine safety as a primary study objective. Study participants 
are closely monitored for any adverse effects of the vaccinations they receive. In addition to 
research on new vaccines, N I  H devotes substantial resources to developing improved vaccines 
that are more effective and have fewer side effects than currently licensed vaccine. N I  H also 
pursues research to address specific vaccine safety research hypotheses as they arise, as in the 
case with thimerosal. 

Thimerosal is a preservative added to some vaccines and other pharmaceutical products because 
it is effective in kil l ing bacteria and in preventing bacterial contamination of the product. When 
thimerosal is degraded or metabolized, one product is ethyl mercury. In July 1999, U . S . 
Department of Health and Human Services agencies, the American Academy of Pediatrics, and 
vaccine manufacturers agreed that thimerosal should be reduced in or eliminated from infant and 
childhood vaccines as a precautionary measure and to reduce human exposure to mercury from 
all sources. This decision was based on U .S . and international guidelines for methyl mercury 
exposure (usually associated with ingestion of certain foods, particularly fish) and the 
assumption that the health risks from methyl and ethyl mercury are the same. 

Additional research is needed to determine whether the guidelines for methyl mercury are also 
appropriate guidelines for thimerosal. For example, in its May 2004 report "Vaccines and 
Autism," the Institute of Medicine (IOM) Immunization Safety Review Committee 
recommended increased research efforts to quantify the level of exposure to thimerosal and other 
forms of mercury in infants, children, and pregnant women. N I  H has initiated several research 
activities designed to better understand what happens to thimerosal once it is introduced into the 
body and how this compares to current knowledge of methyl mercury metabolic pathways. For 
example, the National Institute of Allergy and Infectious Diseases (NIAID) supported initial 
studies at the University of Rochester and supports follow-up studies in Argentina to measure 
mercury in the blood and other samples from infants who received routine immunizations with 
thimerosal-containing vaccines. N I A I D and the National Institute of Environmental Health 
Sciences (NIEHS) have also cosponsored a study in infant macaques to examine the 
pharmacokinetics and tissue distribution of thimerosal (by injection) and methyl mercury (by 
oral ingestion) to provide information to address whether the exposure levels established as safe 
for methyl mercury are also appropriate for exposure limits on ethyl mercury. This study 
produced data suggesting a faster clearance of mercury from blood and brain with thimerosal 
than occurs with oral methyl mercury; these data have been submitted for publication. N I E H S 
has also conducted studies in mice of the tissue distribution of total mercury following an acute 
intramuscular injection of various forms of mercury, including methyl mercury, ethyl mercury 
and thimerosal compared to the tissue distribution of total mercury following oral ingestion of 
methyl mercury. This study demonstrated significant differences in the distribution of mercury 
depending on the route of administration, with greater absorption following oral administration 
than with intramuscular injection; these data have been published. 



In addition, several projects within the NIEHS-supported Center for Children's Environmental 
Health and Disease Prevention Research at the University of California, Davis, include work on 
thimerosal. One such project is the first case-controlled epidemiological study of environmental 
factors in the etiology of autism. Thimerosal is one of several chemicals being investigated to 
determine whether exposure may act synergistically with unidentified susceptibility genetic 
factors to produce autism spectrum disorders. A second project aims to develop animal models 
to assess social behavior in developing and mature animals; this wi l l allow an examination of the 
effects of various toxicants, such as thimerosal, on the development and performance of social 
behaviors. A third project seeks to identify molecular and cellular mechanisms that may underlie 
responses of autistic children to chemicals to which they are exposed during fetal development 
and periods of early postnatal brain development. Lastly, a project recently initiated through the 
support of N I E H S and the National Toxicology Program wi l l examine the effects of thimerosal 
administration on behavior and brain structure in an autoimmune-prone strain of mice known to 
be sensitive to mercury. These studies are based on a recent publication showing that mice with 
genetic differences in immune system competence differed in their response to thimerosal. The 
new NIEHS-supported studies wi l l incorporate a number of additional important factors 
including direct measurement of social behavior, rigorous quantification of brain structure, and 
measurement of distribution of mercury in blood and brain. 

Finally, while N I H is not supporting any research to investigate a possible association between 
the measles-mumps-rubella ( M M R  ) vaccine and a subset of autism termed autistic entercolitis, 
the U . S . Centers for Disease Control and Prevention is supporting a study to investigate whether 
the strain of measles virus that is present in the M M  R vaccine is present in the intestines of some 
children with autistic spectrum disorders. 

Given the importance of vaccines as a public health tool, N I H wi l l continue to aggressively 
address vaccine safety concerns as they arise to ensure that the safest and most effective vaccines 
are available to the public. 

Item 
Vaccine safety research — The Committee is also concerned that there is some evidence that 
infant exposures to thimerosal in the 1990s may be related to the epidemic of 
neurodevelopmental disorders in children. C D C ' s most extensive review of Vaccine Safety 
Datalink data concluded that more research needs to be conducted in this arena to answer these 
questions with certainty and the Committee concurs with the need for this continued research, 
(p. 110) 

Action taken or to be taken 
Please refer to page OD-39 of this document, Autism and vaccine, for NIH ' s response to this 
significant item regarding vaccine safety research. 

Item 
Vaccine safety research —The Committee encourages N I  H to dedicate significant resources to 
pursue the recommended research initiatives outlined in the Institute of Medicine's (IOM) 
Immunization Review. These reports have identified the research needed to better understand 



why a number of children suffer severe adverse reactions to childhood vaccines. Continuation of 
this research to develop a better understanding of biological mechanisms is critical for knowing 
with certainty whether or not thimerosal and other vaccines exposures might cause increased 
risks for some children, (p. 110) 

Action taken or to be taken 
Please refer to page OD-39, Autism and vaccine, of this document for N I H ' s response to this 
significant item regarding vaccine safety research. 

Item 
Autoimmune diseases - The Committee appreciates the N I H Autoimmune Diseases 
Coordinating Committee ( A D C C ) and the comprehensive Autoimmune Diseases Research Plan 
it prepared. The Autoimmune Diseases Coordinating Committee (with representation from each 
N I H Institute, Centers for Disease Control and Prevention, Food and Drug Administration, 
Veterans Administration, and patient advocacy organizations) has been effective in fostering 
collaborative, integrated multi-Institute research on issues affecting the entire genetically related 
family of autoimmune diseases. The A D C C '  s effectiveness in promoting inter-Institute 
collaboration on high priority cross-cutting research identified in the Autoimmune Diseases 
Research Plan has been a significant factor in achieving recent advances in the understanding, 
diagnosis and treatment of the autoimmune family of diseases. The Committee hopes that N I  H 
wi l l target the high-priority cross-cutting research identified in the Autoimmune Diseases 
Research Plan research, (p. 110) 

Action taken or to be taken 
The (NIH) remains deeply committed to research to improve the diagnosis, prevention, and 
treatment of autoimmune diseases. In December 2002, N I H transmitted the N I H Autoimmune 
Diseases Research Plan to Congress, in fulfillment of the requirements for a plan and biennial 
report ' under the Children's Health Act of 2000 (P.L. 106-310). 

The N I H Autoimmune Diseases Research Plan was prepared by the N I H Autoimmune Diseases 
Coordinating Committee ( A D C C ) and reviewed by an expert panel that included scientists, 
clinicians, and representatives from constituency groups. The A D C C  , which was established in 
1998, under the direction of the National Institute of Allergy and Infectious Diseases, facilitates 
collaboration among those N I  H Institutes, Offices, and Centers, other Federal agencies, and 
private organizations with an interest in autoimmune diseases. 

The A D C  C Research Plan is a comprehensive, long-term agenda for autoimmune diseases 
research, which describes four areas central to progress for all autoimmune diseases and offers 
recommendations for addressing them. These areas are burden of disease; etiology; treatment, 
prevention, and diagnosis; and training, education, and information dissemination. The Plan 
highlights many unprecedented opportunities to increase the understanding of autoimmune 
diseases, with a conceptual focus on the underlying mechanisms shared by many autoimmune 
diseases. Understanding the commonalities of this family of heterogeneous diseases may 
facilitate the translation of new knowledge into more effective treatment and prevention 
strategies. 



In December 2004, the N I H A D C C wi l l submit its third report to Congress. This report wi l l 
summarize N I H ' s research activities and accomplishments in autoimmune disease research, 
including ongoing research projects and future initiatives that address components of the A D C  C 
Autoimmune Diseases Research Plan. This report w i l l identify the related research activities and 
funding of the many N I H Institutes and Centers who support research on autoimmune diseases, 
including the National Institute of Allergy and Infectious Diseases, the National Institute of 
Arthritis and Musculoskeletal and Skin Diseases, the National Institute of Diabetes and Digestive 
and Kidney Diseases, the National Eye Institute, the National Institute of Neurological Disorders 
and Stroke, and the National Heart, Lung, and Blood Institute, to name a few. 

Item 
Research infrastructure at minority health professions institutions - The Committee continues 
to be pleased with the N I H Director's implementation of various programs focused on 
developing research infrastructure at minority health professions institutions. The Committee 
encourages the N I H Director to work closely with the Director of the N C M H D to ensure 
coordination among these various mechanisms to partner with minority health professions 
schools to address their infrastructure needs, (p. I l l  ) 

Action taken or to be taken 
Piloted in FY 2001 and fully implemented in FY 2002 as an ongoing initiative, N C M H  D has 
plans to continue supporting the Research Endowment program in FY 2006. This program is an 
important priority of the Center and is considered to be an ongoing initiative. The Research 
Endowment Program generates funds to help build research and training capacity in institutions 
that make significant investments in the education and training of underrepresented minority and 
socio-economically disadvantaged individuals. The Research Endowment program seeks to 1) 
close the disparity gap in the burden of illness and death experienced by racial and ethnic 
minority Americans; 2) overcome educational and financial resource barriers to promote a 

s tdiverse and strong scientific, technological and engineering workforce in the 2 1  century; and 3) 
increase the participation of underrepresented minorities in the biomedical, scientific, 
technological and engineering workforce. 

Through the N C M H  D Centers of Excellence in Partnerships for Community Outreach, Research 
on Health Disparities and Training (Project E X P O R T  ) the N C M H  D funds collaborative research 
efforts, which enable institutions at all levels of capacity to maximize their health disparities 
research efforts. Through this program, the N C M H  D engages communities in the effort to 
eradicate health disparities; builds research capacity at minority-serving institutions; promotes 
participation in biomedical and behavioral research among health disparity populations; and 
increases participation in health disparities research. 

The Research Infrastructure in Minority Institutions (REVII) Program supports institutions that 
enroll a significant number of students from minority health disparity populations to develop and 
enhance their capacity and their competitiveness to conduct biomedical research. The R I M I 
Program also assists non-doctoral degree institutions to develop their research infrastructure, 



primarily through collaborations with research-intensive universities. R J M I Program grants also 
include an optional one-time allocation for relevant facilities renovations for which applicants 
may apply. 

The N I H Director worked closely with the Director of N C M H D to implement these research 
infrastructure programs. The N I H Director wi l l continue to work closely with the N C M H D 
Director to coordinate these efforts to support the research infrastructure at minority health 
professions schools. 

Item 
Heart disease, stroke and other cardiovascular diseases- The Committee recognizes that the 
problems associated with heart disease, stroke and other cardiovascular diseases involve many 
institutes and centers, including N H L B I , N I N D S , N I A , N I D C R , and N C R R . The Committee 
urges the Director of N I  H to intensify his coordination of cross-cutting research on these diseases 
in all institutes and centers as appropriate and requests that the Director be prepared to report to 
the Committee on these initiatives in the FY2006 budget hearings, (p. 111) 

Action taken or to be taken 
The N I  H supports an extensive array of initiatives on heart disease, stroke, and other 
cardiovascular diseases. Additional activities are scheduled to begin in 2005. The N I H Director 
wi l l be prepared to report on initiatives on these diseases begun in fiscal year 2004 or scheduled 
to begin in fiscal year 2005 at the fiscal year 2006 appropriations hearings. 

Item 
Vascular biology- The Committee recognizes the importance of advancing research in the field 
of vascular biology, the study of blood and blood vessels and their interactions. Not only is the 
maintenance of the blood supply critical to the functioning of all organs of the body, 
understanding the mechanisms and treatment of diseases that interrupt the blood supply is 
relevant to all organ systems and their disorders. Research into vascular biology can provide the 
scientific basis for new therapies to prevent thrombosis, therapies that are important to the 
prevention and control of heart disease, stroke, recurrent fetal loss, and complications associated 
with sickle cell anemia and diabetes, and therapies related to the interruption of the blood supply 
to tumors and cancers. The Committee encourages the N I H director, working with the individual 
institutes and relevant voluntary health organizations, to develop a comprehensive NIH-wide 
approach to identify and pursue research opportunities in this field, (p. I l l  ) 

Action taken or to be taken 
The N I H has a strong commitment to programs that enhance both basic and clinical research in 
vascular biology. In an effort to develop a comprehensive NIH-wide approach to identify and 
pursue research opportunities in this field, in 2004 the National Heart, Lung, and Blood Institute 
(NHLBI) , the National Cancer Institute (NCI), the National Institute of Diabetes and Digestive 
and Kidney Diseases (NIDDK), the National Eye Institute (NEI), the National Institute of 
Neurological Disorders and Stroke (NINDS), and the Juvenile Diabetes Research Foundation 
(JDRF) jointly sponsored a workshop on angiogenesis (development of new blood vessels from 
preexisting vessels). Based on the recommendations of this workshop, N I  H scientific staff 



formed a Trans-Institute Angiogenesis Research Program (TARP) , which has already 
implemented its first research initiative, "Collaborative Studies on Angiogenesis and Diabetic 
Complications," cosponsored by the N H L B I , the N I D D K , the N I N D S , and the N E I . These 
institutes, with the N C I and the JDRF, are also establishing a Web site to provide basic and 
clinical research investigators with information about resources for angiogenesis research and 
programs at the N I H . 

In addition to T A R P , a trans-NIH Stroke Working Group was launched in 2004 to foster 
collaborations among Institutes for stroke-related activities, including development of research 
initiatives, national meetings, an N I H stroke Web site, and enhanced communications with 
national stroke associations. A s one product of these enhanced collaborations, the N H L B I and 
the N I N D S wi l l jointly implement two new research programs in 2005: "Novel Targets and 
Therapy Development for Ischemic Stroke" (led by N H L B I  ) and "Genetics and Pathobiology of 
Vascular Cognitive Impairment" (led by N I N D S , and including National Institute on Aging). 
The N C I is planning a comprehensive conference around angiogenesis and vascular biology 
scheduled for early 2005. 

Item 
Parkinson's Disease - The Committee is interested in the development of NIH's Parkinson's 
disease 'matrix.' The Committee encourages N I  H to extend the matrix to include concrete steps 
toward better treatments and a cure. Since five years have elapsed since the last N I  H conference 
on Parkinson's disease, the Committee encourages the Director to hold another conference, 
similar to the one held in November of 1999, to examine the path to a cure, working with patient 
advocacy, scientific, and non-profit communities. The results of the conference should produce a 
strategic plan setting forth the programs required to secure the earliest possible development of 
effective therapies, prevention, and a cure for Parkinson's disease, (p. I l l  ) 

Action taken or to be taken 
The N I H has supported many new Parkinson's disease (PD) research programs and 
accomplishments over the past five years; however, it also recognizes that the needs of the 
research community have continued to evolve over this time period. In order to evaluate these 
needs, and to assess emerging roadblocks to research progress, N I  H held a Parkinson's Disease 
Coordination Summit in July 2002. Following this Summit, the N I H developed the specific 
recommendations from its participants into a Matrix of short-to-long range, and low-to-high risk 
goals. While not a guaranteed roadmap to a cure for P D , these goals presented the best 
opportunities for N I  H and the Parkinson's disease voluntary community to help investigators 
overcome critical roadblocks to research. Since the five-year PD Research Agenda is drawing to 
a close, and two years have elapsed since the development of the original Matrix, N I H is 
committed to supporting another Parkinson's Disease Summit meeting, to be held in the summer 
of 2005, which wi l l involve PD scientists and clinicians, as well as members of the PD voluntary 
community. At this meeting, N I H wi l l ask the scientific representatives to identify needs and 
emerging areas of research, to make recommendations regarding remaining roadblocks to 
research, and importantly, to prioritize these recommendations. N I  H wi l l use these priorities to 
expand and revise the goals in the PD matrix, as part of an updated strategic plan for managing 
future N I H research programs on PD. 



Lupus - Lupus is a disabling and life-threatening autoimmune disease which affects more than 
1.5 mill ion Americans, 90 percent of whom are women. It causes the immune system to attack 
the body's own cells and organs, including the kidneys, heart, lungs, brain, blood and skin. Lupus 
is two to three times more common among African Americans, Native Americans, Hispanics, 
and Asians, than among Caucasians. Lupus is a disease of rampant, uncontrolled inflammation 
caused by multiple genes. Scientists know some of the specific proteins that trigger lupus and are 
approaching a time when new strategies in molecular medicine can be applied to improve the 
function of these proteins and prevent lupus flares. Because lupus is a multifaceted disease, the 
Committee encourages the Director to ensure that all relevant institutes work closely and 
collaboratively to maximize the output of our national investment in lupus research. To ensure 
that progress is maximized, the Committee requests N I  H to develop a five-year trans-NIH 
research plan for the full spectrum of lupus research. Among the institutes to be involved should 
be N I A M S , N H L B I , N I D D K , N I N D S , N I A I D , N I E H S , and N C M H D . (p. 111) 

Action taken or to be taken 
The N I  H has taken a leadership role in coordinating Federal research efforts for systemic lupus 
erythematosus (lupus) through the Lupus Federal Working Group. Established in 2003, the 
working group provides for the exchange of information and coordinates Federal efforts in lupus 
research and education. It is comprised of representatives from all relevant H H  S agencies and 
other Federal departments having an interest in lupus. The third meeting of the working group is 
scheduled for December 2004. Discussions at this meeting wi l l facilitate the development of a 5­
year trans-NIH research plan. 

Additionally, the N I H supports the N I H Autoimmune Diseases Coordinating Committee 
( A D C C ) . The A D C C , which was established in 1998, facilitates collaboration among the N I H 
Institutes, Offices, and Centers, other Federal agencies, and private organizations with an interest 
in autoimmune diseases, including lupus. The committee has developed the N I H Autoimmune 
Diseases Research Plan, a comprehensive, long-range agenda for autoimmune disease research 
which describes areas central to progress for all autoimmune diseases and offers 
recommendations for addressing them. The report identifies many N I  H Institutes and Centers 
who support research on autoimmune diseases including N I A I D , N I A M S , N H L B I , N I D D K , 
N I N D S , N E I , and the Office of Research on Women's Health to name just a few. 

Item 
Spina bifida - The Committee recognizes that spina bifida is the leading permanently disabling 
birth defect in the U . S . and encourages N I H to put a higher priority on research into primary and 
secondary prevention of this condition. While through research we have learned that Spina 
Bifida is highly preventable through proper nutrition, including appropriate folic acid 
consumption, too many pregnancies are still affected each year by this devastating birth defect. 
The Committee also acknowledges that prevention does not assist the more than 70,000 
individuals living with spina bifida and therefore urges N I H , particularly through N I N D S and 
N I C H D  , to focus research into secondary prevention for spina bifida. (p. 112) 



The N I  H is committed to research efforts in the prevention and treatment of spina bifida and 
associated secondary conditions. The N I G H  D and the N I N D S are the lead Institutes for funding 
in this area. The N I C H  D is currently funding a multicenter network trial, the Management of 
Myelomeningocele study (MOMs) evaluating the safety and efficacy of fetal surgical repair and 
traditional postnatal repair of open neural tube defects. The three clinical sites are the University 
of California-San Francisco, Children's Hospital of Philadelphia, and Vanderbilt University and the 
independent data coordinating center is the George Washington Biostatistical Center. No other US 
site is offering this procedure outside of the N I C H D trial. This study enrolls women in the mid-
portion of their pregnancy ,who are carrying infants with diagnosed isolated spina bifida, with a 
rigorous and common protocol at the three sites. After consenting, they are randomized to receive 
either prenatal surgery on the mother and fetus or to return at the end of pregnancy to undergo 
standard closure by the same surgical teams. Follow up wil l occur over at 3-year period of all 200 
patients enrolled in the study. Study endpoints wi l l include an evaluation of the effect on the 
mother's health during the current pregnancy and in future pregnancies; fetal outcome; and neonatal 
and infant need for shunting, treatment for orthopedic and urologic problems common to people 
with spina bifida; and an evaluation of early childhood neurologic and mental functioning. 
Information about the trial can be found at the website: www.spinabifidamoms.com. Recruitment 
began in March 2003, of the 200 patients required for the trial, 58 have been randomized as of 
October 26, 2004. 

The N I C H  D also held a workshop on August 16-17, 2004, entitled "Fetal Treatment: Needs 
Assessment and Future Directions" to develop a plan for the surgical, maternal-fetal, and 
neonatal evaluation and treatment of pregnancies which might benefit from in utero therapy and 
for the dissemination of innovations in maternal-fetal surgery. 

In addition to the important study described above evaluating the safety and efficacy of prenatal 
surgical interventions to repair spina bifida, the N I C H D , through its Birth Defects Initiative, 
fosters interactions between basic scientists, clinicians and genetic epidemiologists to identify the 
genetic and environmental factors associated with genetic susceptibility, ethnic disparities and 
variability of human malformations as well as to elucidate the developmental processes that go 
awry leading to the formation of neural tubal defects (NTDs). As part of this program, a project 
is underway to link nutritional factors, folate status and genetic information from a large number 
of effected families to define putative risk factors for spina bifida. An important aspect of this 
project is to assess the relative contributions of both maternally and embryonically expressed 
genes to the risk of spina bifida. This study has shown that the maternal genotype for several 
genes involved in folate metabolism is related to the risk of spina bifida in offspring. In addition, 
the expression of unrelated genes in the embryo is also significantly related to the risk of this 
birth defect. The involvement of maternal and embryonic genes as well as the influence of the 
environment underscores the complexity associated with the occurrence of spinal bifida. 
Information from this and similar studies can be used to inform basic studies using 
experimentally manipulable model systems that are essential to clarify the underlying 
mechanisms of development and to define gene function. Understanding the developmental 
mechanisms and gene-environmental interactions may help us to develop preventive strategies 
for those cases of spina bifida that are not preventable by folate supplementation of the diet, hi 

http://www.spinabifidamoms.com


addition, the N I C H D recently issued a new Program Announcement (PA) in collaboration with 
eight other N I  H Institutes and A H R Q  , entitled "Research Partnerships to Improve Functional 
Outcomes." This PA seeks specifically to encourage research towards secondary prevention in 
individuals with disabilities including those with Spina bifida. 

The N I N D S funds a wide range of research projects relevant to spina bifida, many of which 
address recommendations of the joint sponsored May 2003 conference, Evidence-Based Practice 
in Spina Bifida: Developing a Research Agenda, held in Washington, D C . For example, 
NINDS-supported researchers are studying the causes and the cognitive effects of 
hydrocephalus, a build up of fluid in the brain that is common in spina bifida patients. The 
assessment and treatment of hydrocephalus emerged as a priority from the conference. N I N D S 
also funds research aimed at understanding the neural bases of a variety of cognitive processes. 

Basic research on the formation of the nervous system may help scientists to decipher the 
mechanisms underlying the development of spina bifida, and to devise strategies for preventing 
or treating the disorder. The N I N D S funds grants to understand the genetic and environmental 
causes of spina bifida and to develop prevention and treatment strategies for the disease. 
Researchers are testing the hypothesis that certain genetic factors may diminish the availability 
of folate to the fetus, thereby contributing to spina bifida. The ultimate goal of this research is to 
understand how folate supplements prevent spina bifida, so that folate supplements for pregnant 
women can be made more effective. N I N D S supports a broad portfolio of research on 
understanding and treating spinal cord damage, whether due to spina bifida or other causes. 
Projects funded by N I N D S include the development of pharmacological, electrical stimulation, 
and exercise interventions to improve locomotor and arm function, as well as the use of 
bioengineering strategies to restore function. 

The N I N D S helped support The Third International Conference on Neural Tube Defects (NTDs), 
held in September 2003, which brought together researchers from various disciplines to discuss 
recent advances in basic and clinical research on neural tube defects, which include spina bifida. 
The principal investigator and organizer of the N T D conference, together with program staff, 
have organized banking of b lood/DNA samples in an N I H repository, allowing sharing of these 
rare and important biological patient samples. In fall 2005, N I N D S , along with O R D , N I C H D 
and N I A , wi l l sponsor a workshop entitled "Hydrocephalus: Myths, New Facts, Clear 
Directions" to build on collaborations developed at the N T D conference. This workshop wi l l 
bring together researchers studying mechanisms of hydrocephalus, risk factors and related 
disorders and w i l l identify research priorities for hydrocephalus. 

Item 
Tuberous Sclerosis Complex—The Committee is aware that N I  H released a strategic plan for 
tuberous sclerosis complex (TSC) last summer. The Committee encourages N I H to expand the 
scope of this effort to broaden the research to multiple institutes beyond N I N D S and to 
emphasize research efforts that are specific to TSC. (p. 112) 



The (NIH) strategic plan for tuberous sclerosis (TSC) research was developed with input from 
the National Institute of Neurological Disorders and Stroke (NINDS), National Institute of 
Diabetes and Digestive and Kidney Diseases (NIDDK), National Institute of Child Health and 
Human Development (NICHD), National Heart, Lung, and Blood Institute (NHBLI) , National 
Institute of Mental Health (NIMH), National Institute of Arthritis and Musculoskeletal and Skin 
Diseases (NIAMS) , and National Cancer Institute (NCI), and the majority of these Institutes fund 
TSC research. N I N D S supports studies of the relationship between TSC mutations and the 
development of neurological abnormalities, elucidation of the molecular pathway through which 
the TSC genes control cell growth and proliferation, and the development of therapeutic 
strategies using animal models. N H L B  I funds studies on lymphangioleiomyomatosis ( L A M )  , a 
rare lung disease associated with mutations in TSC genes that occurs sporadically in women and 
also in women with TSC. Current N H L B  I projects are investigating the molecular pathways that 
lead from mutations in one T S C gene (TSC2 ) to the abnormal proliferation of smooth muscle 
cells associated with L A M  . N I D D K supports studies on the kidney lesions associated with TSC, 
including a project to study mechanisms of genetic instability in the region of the TSC2 gene, 
which leads to disease onset, and a study of the potential role of interferon-gamma in both the 
pathology and treatment of TSC renal disease. The N C I supports studies on the regulation of 
TSC1 and TSC2 and how these genes control cell growth, as well as a phase I trial to determine 
if rapamycin reduces the volume of kidney tumors in TSC patients and a project to develop a 
genetic test for TSC. The N C I also maintains the TSC1 mutant mouse line and makes the mice 
available, without charge, to the research community. The N I N D S recently established a 
coordinating committee of program staff representatives from N I D D K , N H L B I , N I A M S , N C I , 
N I M H , N I C H D , and the N I H Office of Rare Diseases to facilitate coordination of the Institutes' 
TSC portfolios and develop future initiatives focused on TSC, such as workshops or grant 
solicitations. 

Item 
Rett syndrome- Rett syndrome is a genetically inherited neurological disorder seen almost 
exclusively in females and found in many racial and ethnic groups worldwide. It is believed that 
Rett syndrome affects approximately one in ten thousand live births per year, although recent 
discoveries about the underlying genetic cause of this disorder may reveal significantly more 
affected people than previously diagnosed. The Committee is very encouraged by the most 
recent advances that have taken place in Rett syndrome research. Important breakthroughs in 
methods to detect previously undetected genetic variations and, most importantly, critical new 
discoveries in understanding the genetics of Rett syndrome are likely to catapult treatments not 
only for Rett syndrome but pave the way for greater understanding of other neurological 
impairments ranging from autism to schizophrenia. The Committee applauds the excellent 
program area developed by the N I  H and encourages N I  H to continue to target its research efforts 
to ascertain how the genes involved in Rett syndrome and the associated proteins affect other 
genes and tissues during the development of the nervous system. Furthermore, N I  H is 
encouraged to support the development of animal models, as well as genotype and phenotype 
investigations of Rett syndrome that could hasten progress in eliminating this and other 
neurologically based disorders The Committee notes there is also need for expanded research on 
the daily problems that affect children with Rett syndrome, including autonomic disorders, such 



as respiratory, gastrointestinal, circulatory and cardiac disorders, seizures, and scoliosis. 
Additionally, the Committee recognizes that research in applied areas such as interventions and 
technological aids for improved literacy and communication wi l l improve the quality of life for 
Rett syndrome patients and those with other communicative disorders. Since Rett syndrome is a 
multi-faceted disorder, the Committee encourages N I H to partner with existing advocacy groups 
and to continue to work to promote continuity across Institutes in their Rett syndrome research, 
(p. 112) 

Action taken or to be taken 
The N I H continues to support research in Rett syndrome involving critical new discoveries in the 
understanding of Rett syndrome genetics that may lead to treatments not only for Rett syndrome, 
but other neurological impairments ranging from autism to schizophrenia. The N I C H  D has 
collaborated with the Office of Rare Diseases in establishing Rare Disease Research Centers, one 
of which has a focus on Rett syndrome. These include grants aimed also at daily problems that 
affect children with Rett syndrome. 

Recently, the N I C H D and N I N D S began planning a Memorandum of Understanding with the 
Rett Syndrome Research Foundation and International Rett Syndrome Association concerning 
the reissue of a program announcement on Rett syndrome. It is anticipated that the N I C H D wi l l 
contribute to this new effort. 

Item 
Cystic fibrosis - The N I H Roadmap identifies the re-engineering of the clinical research system 
as a top priority. One of the strategies that the Roadmap recommends to enhance clinical 
research is establishing clinical trials networks that share informatics and other technologies. 
These networks are envisioned to include a significant number of institutions, in order to 
facilitate efficient recruitment and rapid enrollment of trial participants. An existing clinical 
trials network for testing therapies for cystic fibrosis (CF) includes many of the elements that 
have been cited in the Roadmap as critical for any model clinical trials system. The CF system 
includes: (1) centralized data management and analysis capability, (2) centralized data safety 
monitoring, and (3) the participation of eighteen institutions, which ensures rapid accrual to 
trials. The Committee believes that there are important opportunities for collaboration between 
N I H and this clinical trials network and encourages N I H to pursue this potential collaboration. 
One benefit of this collaboration would be the ability for N I H to evaluate the impact and benefits 
of this clinical trials network, its cost efficiencies, and the application of its core features to other 
diseases and in other settings, (p. 113) 

Action taken or to be taken 
Two institutes of the N I H , N I D D K and N H L B I , have major research programs aimed at 
combating cystic fibrosis. The National Institute of Diabetes and Digestive and Kidney Diseases 
(NIDDK) funds both basic and clinical research in cystic fibrosis (CF), maintaining a large 
portfolio of grants to study and improve treatment of the disease. The Institute recognizes the 
potential value of the Therapeutics Development Network (TDN), a unique resource for the CF 
research community, funded by the Cystic Fibrosis Foundation (CFF) and the N I H National 
Center for Research Resources. The N I D D  K is taking advantage of the opportunities the 



network affords in funding Inhaled Tobramycin in Young Cystic Fibrosis Patients, a randomized 
controlled trial which is being conducted in the several clinical centers of the T D N . The study 
seeks to assess the safety and efficacy of an inhaled antibiotic for treating one of the most 
common and devastating complications of cystic fibrosis, infection by Pseudomonas aeruginosa. 

Similarly, a major commitment of the National Heart, Lung, and Blood Institute (NHLBI) is to 
supporting clinical trials and clinical trial networks for the management of respiratory diseases, 
including CF . In FY2004, the N H L B I , in an enabling partnership with the N I D D K , the C F F , and 
several companies, is sponsoring an investigator-initiated multi-center clinical trial, Early 
Antipseudomonal Therapy in Cystic Fibrosis. This is the largest clinical trial involving young (1 
to 12 year old) children with CF ever to be conducted in the United States, and would be 
impractical without the T D  N infrastructure. The trial seeks to determine the best treatment for 
initial Pseudomonas infection to delay or prevent chronic infections that lead to irreversible lung 
destruction and eventual death. 

The N I H Office of Rare Diseases (ORD) works very closely with N I H Institutes and Centers and 
Offices, including the N I D D K and N H L B I . Within the area of cystic fibrosis, O R D is cofunding 
with other N I H Institutes and Centers the Consortium of Genetic Disorders of Mucocilliary 
Clearance Consortium. The consortium members wi l l collaborate in diagnostic, genetic, and 
other studies in patients with genetic impairments in mucociliary clearance including variant 
forms of C F . Patients with these unusual disorders with increased morbidity and mortality often 
have delayed (or incorrect) diagnoses, because diagnostic tests are not readily available. The 
consortium utilizes a geographically disbursed, broad-based systematic approach to the 
diagnostic evaluation of patients that w i l l yield more precise diagnostic criteria and better 
diagnostic techniques. This collaborative effort wi l l improve care in a number of ways including 
defining clinical practice guidelines. In addition, pilot projects are designed to develop better 
diagnostic tools, biomarkers, and screening tests to characterize the respiratory pathobiology, and 
evaluate novel therapeutic agents. The existing training program in rare airway diseases wi l l be 
extended to established and young investigators. Trial participants can register at the four 
geographically dispersed sites or through a web-based registry. 

Item 
Lymphatic system research -Despite the central role of the lymphatic system in human health 
and disease, this focus of research and medical care has, until recently, been relatively neglected. 
The Committee believes that scientists and clinical educators should be alerted to the scientific 
opportunities and resources that exist to undertake basic and clinical investigation into the role of 
the lymphatic system in human health and disease. Therefore, the Committee encourages the 
Trans-NIH coordinating Committee for the Lymphatic System, in collaboration with the OD 
Office of Communications and relevant institute offices of communications, to implement a 
comprehensive lymphatic research awareness campaign to inform academia, governmental 
agencies, industry and scientific and medical professional organizations and to create a 
heightened comprehension of the central role occupied by the lymphatic system in the 
maintenance of human health, (p. 113) 



The Trans-NIH Coordinating Committee for the Lymphatic System continues to facilitate and 
implement initiatives and programs in lymphatic research, and has established a subcommittee of 
communications officers from most N I  H components to collaborate on promoting awareness of 
lymphatic diseases. Initiatives for developing reagents, animal models, and functional imaging 
have been addressed, in part, in a number of N I  H Roadmap initiatives that include the lymphatic 
vessels. The newly created Trans-NIH Angiogenesis Research Program recognizes the need to 
establish specialized core facilities for the unique reagents and animal models used in 
angiogenesis research; these cores would also include reagents and animal models specific to 
lymphangiogenesis. In addition, the N H L B I wi l l initiate a new program, "Research Career 
Development Programs in Vascular Medicine," encompassing research on the lymphatic 
vasculature. 

Item 
Lymphangioleiomyomatosis (LAM) - The Committee remains very interested in efforts to find a 
cure for L A M  , a progressive and often fatal lung disease of women with no effective treatment. 
The Committee understands that very recent scientific findings have presented new treatment 
approaches for clinical testing, and that experimental trials with the drug sirolimus have begun. 
The Committee encourages N C I , O R D , N I N D S and N H L B  I to explore opportunities for funding 
clinical treatment trials through both intramural and extramural means and to use all available 
mechanisms as appropriate, including support of state-of-the-science symposia and facilitating 
access to human tissues, to stimulate a broad range of clinical and basic L A  M research. The 
Committee also commends N C R R and O R D for their roles in supporting the Rare Lung Disease 
Consortium, (p. 114) 

Action taken or to be taken 
The Office of Rare Diseases (ORD) works very closely with N I H Institutes and Centers. Within 
the area of rare lung diseases, O R D together with N I H Institutes and Centers supports the Rare 
Lung Diseases Consortium as part of the Rare Diseases Clinical Research Network. Disorders 
chosen for the focus of this network include lymphangioleiomyomatosis ( L A M )  . The 
consortium wi l l facilitate clinical research by promoting collaboration among clinical research 
centers already focused on research on rare lung diseases, attracting and training highly qualified 
investigators, collecting clinical data from geographically distributed patients into a large, 
centralized database, and making the accumulated clinical data available to those affected or 
possibly affected by a rare lung disease, their clinicians, clinical and basic investigators, and the 
general public. The consortium includes eleven sites and patient support organization including 
the L A  M Foundation. The consortium wi l l work extensively with the L A  M Foundation and 
other patient support organizations that wi l l provide education for patients, the lay public, and 
the medical community. Earlier clinical, basic, and translational studies at the centers have 
already reported critical insights into molecular mechanisms underlying lung function in health 
and disease. 



O R D also provided support for the "The Lymphangioleiomyomatosis ( L A M  ) Foundation 
International Research Conference" in March 2004. The objectives of this conference were to 
advance L A  M research, to improve L A  M clinical practices, and to provide support and 
inspiration to patients, physicians, and investigators. 

O R D wi l l continue to work with the N I H Institutes and the L A  M Foundation to explore research 
opportunities through both intramural and extramural means for support of state-of-the-science 
symposia and facilitate access to human tissues through the Rare Lung Diseases Registry to 
stimulate a broad range of clinical and basic L A M research. 

Item 
Hyperbaric Oxygen Therapy - H B O T is currently in widespread use in medical practice. N I H is 
encouraged to support meritorious research in this area, especially in basic science, in order to 
gather evidence regarding the efficacy of H B O T  . In particular, studies should consider H B O  T as 
a treatment for various manifestations of reperfusion injury, hemorrhagic shock, trauma injury, 
surgery patients, stroke • and dementia. When appropriate, clinical studies to test the safety and 
efficacy of this treatment for a variety of conditions should include adult and pediatric 
populations. N I H is also encouraged to work with professional organizations interested in H B O T 
as this research moves forward, (p. 114) 

Action taken or to be taken 
A number of N I H Institutes and Centers continue to fund basic and clinical research on 
hyperbaric oxygen therapy, including studies of the use of H B O  T in treating brain damage 
resulting from trauma, stroke, and exposure of brain and other organs to radiation during 
radiotherapy; and wound repair. In addition to these projects, N I  H has funded two new grants in 
FY2004, which are exploring the use of H B O T for treating atherosclerotic lesions and as an 
adjunctive therapy for sepsis. The N I  H continues to be interested in supporting meritorious pre-
clinical and clinical studies of H B O T , as appropriate for each specific indication, and welcomes 
applications in any promising area of research. In 2004, N I H staff continued to meet with staff 
of professional organizations, as well as with prospective applicants and others interested in 
H B O T  , to encourage well-designed research in this area. 

Item 
Sepsis—The Committee is aware that sepsis, an overwhelming systemic response to infection 
that leads to organ dysfunction and death, kills more than 215,000 Americans every year, with 
direct annual medical costs estimated to exceed $17 billion. Septicemia, a form of sepsis that 
infects the blood, has been identified by the Centers for Disease Control as the tenth leading 
cause of death in the United States; sepsis resulting from pneumonia and chemotherapy causes 
tens of thousands of additional deaths annually. Unti l recently, therapies proved ineffective. 
New treatments have been developed which significantly improve prognosis when sepsis is 
diagnosed in a timely fashion, and new guidelines have been developed to aid health care 
professionals in identifying the syndrome. Sepsis remains a leading cause of death, however, 
because too few medical personnel know how to identify and diagnose it. To improve 
recognition of sepsis among health care providers, the Committee encourages the Office of the 
Director to work with a national alliance that is focused on sepsis education to create and 



implement a program to train infectious disease physicians, emergency room doctors, critical 
care nurses, and oncologists, especially those in rural and traditionally underserved areas, in the 
use of the new guidelines to identify sepsis and improve patient outcomes. In particular, the 
Committee requests the support of N I A I D , N H L B I and N C I in these provider education efforts, 
(p. 115) 

Action taken or to be taken 
N I  H recognizes the growing importance of sepsis and the difficulties in managing this complex 
disease process. Sepsis, triggered by blood stream infection, is a clinical outcome with a broad 
spectrum of disease symptoms that range from fever and chills, to severe infections in various 
organs, to life threatening invasive illnesses. The incidence of sepsis is increasing largely due to 
1) advanced medical and technological devices, which can transmit bacteria; 2) the increasing 
number of immunosuppressed individuals such as the elderly, premature infants, transplant 
patients, and patients with diseases like H I V or cancer; and 3) the widespread use of antibiotics, 
which encourages the growth of drug-resistant organisms. 

N I  H is concerned about sepsis and has undertaken a variety of initiatives to address this issue. 
For example, the National Institute of Allergy and Infectious Diseases (NIAID) supports a wide 
array of more than 100 grants related to sepsis, including microbiological and immunological 
research. In addition, N I A I D programs support research on controlling and preventing the 
spread of bacterial infections, including basic research as well as research on development of 
diagnostics and interventions. 

Rapid and accurate diagnosis is the critical first step in identifying and treating sepsis. 
Therefore, a new N I A I D research initiative, "Sepsis and C A P  : Partnerships for Diagnostics 
Development" was released in August 2004. The purpose of the initiative is to support industry 
development of broad diagnostic technologies that provide early detection of select major causes 
of septicemia, bacteremia, candidemia, and community-acquired pneumonia. Five to seven 
awards are expected to be made in response to this initiative during summer 2005. 

By sponsoring and co-sponsoring, with organizations like the National Foundation for Infectious 
Diseases and the Infectious Diseases Society of America, meetings such as the 2004 Annual 
Conference on Antimicrobial Resistance, N I A I D provides, and wi l l continue to provide, 
information to the public and to healthcare providers on bacterial infections and antibiotic 
resistance. In addition, N I A I D provides information through its website (www.niaid.nih. gov). 

During FY 2005, collaborations between N I H and industry wi l l continue for the development of 
novel products to address resistant bacterial infections in health-care settings. In particular, N I  H 
wi l l continue to support research on sepsis and related conditions, and to increase public and 
healthcare provider awareness about this growing medical problem. 

Item 
Ataxia Telangiectasia (A-T) — A - T is a rare, fatal disease that affects children, causing 
progressive loss of muscle control, immune system problems, and as high rate of cancer. Recent 
advances show that A - T research is important not just for patients with A - T , but also for more 
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prevalent diseases including cancer and neurodegenerative diseases such as Alzheimer's and 
Parkinson's. The Committee supports the development of an inter-institute coordinating 
commitee for research on A - T comprised of representatives from all the institutes relevant to A¬ 
T, including but not limited to N I N D S , N I C H D , N C I , N H G R I , N E I , N I A , and N H L B I . The 
Committee encourages the inter-institute coordinating committee on A - T to conduct workshops 
with members of the scientific and medical communities to identify important, unanswered 
scientific questions about A - T and to develop and regularly revise an inter-institute N E  H research 
plan for A - T . (p. 115) 

Action taken or to be taken 
The National Institute of Neurological Disorders and Stroke (NINDS), National Cancer Institute 
(NCI), National Heart, Lung, and Blood Institute (NHLBI) , and National Institute of General 
Medical Sciences (NIGMS) currently support research on ataxia telangiectasia (A-T). The 
program directors from these Institutes have worked together in the past in organizing scientific 
workshops focused on A - T and have coordinated their A - T portfolios through regular 
discussions. For example, N I N D S and the N I H Office of Rare Diseases (ORD) recently co­
sponsored a workshop on drug screening for A - T . Representatives from N C  I and N H G R  I 
participated in this workshop and provided expertise based on their experiences with cancer 
screening programs and the N I H Roadmap Molecular Libraries initiative. To encourage the 
coordination of future efforts on A - T , the N I H wi l l establish a working group comprised of 
program directors from all of the Institutes with an interest in A - T . One of the first activities of 
this working group wi l l be to develop a strategic plan for A - T research, with the input of 
members of the scientific and medical communities. The members of the working group wi l l 
meet regularly to assess their A - T grant portfolios, identify gaps, and develop workshops and 
other initiatives as appropriate to address these gaps. 

Item 
Sex-based biology — The Institute of Medicine has released a study demonstrating that all 
biological research must be cognizant of the differences that result from the sex of the patient, 
tissue or cell. One of the areas where such differences are most pronounced is in the field of 
neuroscience. For this reason, the Committee encourages the institutes involved in brain 
research to include sex-based biology as a part of the research conducted and to analyze and 
report research results in this manner, when appropriate. The Committee would like a report 
from the Director on the progress of this effort in next year's hearings, (p. 115) 

Action taken or to be taken 
A significant amount of work related to sex and gender differences is supported by the N I  H 
Office for Women's Health (ORWH) and by the many N I H Institutes and Centers that fund 
neuroscience research. In fact, the report released by the Institute of Medicine in Apr i l 2001 
entitled "Exploring the Biological Contributions to Human Health: Does Sex Matter?" was 
supported in part by the N I  H O R W  H and several N I  H neuroscience Institutes. In addition to the 
program activities of individual Institutes, the O R W H Agenda for Research on Women's Health 

s tfor the 2 1  Century and a number of trans-NIH extramural committees provide opportunities to 
coordinate N I  H efforts to understand sex/gender influences on human neurobiology. 



N I  H currently supports research to understand the impact of sex and gender differences on 
human behavior, cognition, perception and disease. For example, several of the Institutes in the 
N I H Pain Consortium issued a Program Announcement in July 2003 for "Biobehavioral Pain 
Research" to encourage research on biological contributions to the pain experience. One of the 
grants funded through this ongoing solicitation focuses on understanding the neural mechanisms 
of pelvic pain in females. Other recent NIH-supported advances in analgesia research have 
identified signaling pathways that appear to be major contributors to the sex differences observed 
in the effectiveness of several pain-relieving agents. 

A better understanding of the sex-related factors that influence the symptoms of neurological 
diseases like multiple sclerosis (MS) is also emerging. Pregnancy often leads to an improvement 
in the symptoms of M S , and recent NIH-sponsored work in an MS animal model suggests that 
disease severity in both males and females might be reduced by treatment with estrogen-like 
compounds. NIH-sponsored investigators are also working to understand the biological 
pathways through which changes in reproductive hormones (such as those occurring during the 
menstrual cycle, pregnancy, and menopause) can alter symptoms and/or outcomes in other 
disorders, such as epilepsy, stroke, and traumatic injury to the nervous system. 

Gender-specific analysis of clinical trial results can help to detect differences in male and female 
risk factors and responses to therapy; since 1993, N I H Grants Policy Guidelines have required 
that Phase III trials include sufficient numbers of women to carry out valid analyses of gender 
differences. An example in the area of stroke treatment is the Carotid Revascularization 
Endarterectomy vs. Stenting Trial (CREST) - which is directly comparing the efficacy of carotid 
endarterectomy to angioplasty/stenting, a newer less invasive surgical method - in which 
investigators have planned analyses of gender differences in the efficacy of the two procedures. 

FY 2006 Senate Appropriations Committee Report Language (S. Rpt. 108-345) 

Item 
Consulting Fees - The Committee was extremely disappointed to learn the extent to which N I H 
scientists and administrators have been receiving monetary compensation from pharmaceutical 
and biotechnology companies. Some N I  H employees have received hundreds of thousands of 
dollars for their outside work, none of which was publicly disclosed. Even more disturbing, 
some of these employees did not disclose their outside work to agency officials. These 
arrangements raise questions about potential conflicts of interest, the influence that these 
monetary compensations could have on the outcome of scientific research, and whether these 
employees are more interested in procuring lucrative consulting fees than in meeting the 
responsibilities of their full-time, taxpayer-funded jobs. The Committee finds it difficult to 
understand how the most prestigious biomedical research institution in the world could allow 
these questions to be raised. The Committee commends the N I H Director for convening a Blue 
Ribbon Panel to review and make recommendations regarding existing laws, regulations, 
policies and procedures governing consulting fees. The Committee was also pleased to learn that 
the N I  H plans to implement new regulations to ensure the integrity of its scientific research. 
While the Committee strongly supports intramural and extramural research at the N I H , it must be 
sure of the integrity of that research; therefore, the Committee directs the N I  H Director to 



immediately put in place safeguards that wi l l insure that no conflicts of interest exist between 
scientists and pharmaceutical and biotechnology companies, or any other entity, (p. 96) 

Action taken or to be taken 
Response wi l l be provided later. 

Item 
Human Embryonic Stem Cell Research - The Committee is very concerned that the current 
administration policy relating to human embryonic stem cell research is extremely limiting and is 
significantly slowing the pace of stem cell research. The Committee strongly believes that 
embryonic stem cells have the potential to be used to treat or cure the 100 million Americans 
who are afflicted with diseases such as cancer, heart disease, diabetes, Parkinson's, Alzheimer's, 
multiple sclerosis, spinal cord injury, and many others. While it originally appeared that 78 
embryonic stem cell lines would be available for research under the Federal policy, now, more 
than 2 years after the President's announcement on August 9, 2001, only 24 are available to 
researchers. Moreover, scientists have told the Committee that all available stem cell lines were 
grown with mouse feeder cells, making their therapeutic use for humans uncertain. The 
Committee strongly urges the administration to modify the current embryonic stem cell policy so 
that it provides this area of research the greatest opportunity to lead to the treatments and cures 
for which we are all hoping. The Committee is also deeply concerned with the slow pace of 
implementation of the current policy, (p. 96) 

Action taken or to be taken 
The (NIH) continues to lead the federal effort in supporting human embryonic stem cell (hESC) 
research. To help make more hESC lines available, the N I H awarded nine "Human Embryonic 
Stem Cell Research Resource Infrastructure Enhancement Awards" that aid the providers' efforts 
to expand, test, perform quality assurance, freeze, store, and distribute hESC lines for research. 
As a result of these grants, 22 hESC lines are currently available for distribution to scientists 
worldwide. Providers of these lines have shipped more than 500 lines to scientists. To stimulate 
the research field, the N I H is supporting five hESC short-term training courses which enables 
scientist to learn stem cell culturing techniques. 

N I H continues to support and conduct numerous research projects using hESCs and is also 
introducing new initiatives. In FY 2005, N I  H is planning to fund two new initiatives, "Centers 
of Excellence in Translational Stem Cell Research" and the "National Stem Cell Bank." There is 
a compelling need to bring together teams of research scientists to translate these basic science 
advances in stem cell biology into animal model studies, and ultimately, Phase One Clinical 
Trials. As a result, the N I H wi l l establish three Centers of Excellence in Translational Stem Cell 
Research where scientists wi l l exploit new discoveries in basic embryonic and adult stem cell 
biology, translating them into animal model studies, with the goal of leading to new treatment 
strategies for diseases such as diabetes, Parkinson's disease, or cardiac disease. Also, the 
research community has repeatedly informed N I  H that affordable and timely access to cell lines 
eligible for Federal funding, intellectual property considerations, and quality assurance are all 
pivotal considerations to moving the research agenda forward. To address these issues, N I H wi l l 
establish a national repository and characterization center for hESCs — the National Stem Cell 



Bank. This extramural Bank would combine the functions of a cell repository with the expert 
capabilities and economies of scale of a research service center with the goal of enhancing the 
availability of the hESCs currently listed on the N I H Human Embryonic Stem Cell Registry. 

With regard to the concern about exposure of cells to mouse feeder cells, the N I H Stem Cell 
Task Force and the N I H hESC infrastructure awardees met to discuss whether hESCs grown on 
human feeder layers could be used more readily and with greater safety than hESCs grown on 
mouse feeder layers. At that meeting, F D  A representatives asserted that cell lines grown on 
human feeder layers are not necessarily safer for clinical trials than stem cells grown on mouse 
feeder layers. Either mouse or human feeder layers might harbor pathogens that could be 
transmitted to the hESCs grown on them. In either case, the F D A would evaluate a proposed 
clinical investigation prior to such a study proceeding. The F D A ' s evaluation would include 
information related to safety issues, such as the characteristics of the stem cells, how the stem 
cells were derived, the properties of any feeder layer used to propagate the cells, potential 
contaminants introduced through the media or sera used in culture, and the presence of infectious 
agents transmitted from feeder layer cells to cultured hESCs. It is important to note that there are 
living cellular products currently in clinical trials that have been developed using culture 
techniques that involve living animal cells. Thus, the F D A ' s regulatory approach does not 
preclude the development and clinical testing of cellular products from hESC lines grown on 
either mouse or human feeder layers as long as appropriate safety issues are addressed. Contact 
with feeder cells is one of many safety considerations that need to be assessed before clinical 
application of this technology. 

Item 
Amnion-derived Stem Cell [ASC] - The Committee understands that A S  C technologies offers 
the potential to develop and produce an adequate supply of cells for therapeutic cellular 
transplantation based upon isolation from placental tissue. The Committee supports all avenues 
of stem cell research and strongly urges the N I  H to explore research in this area and steps 
necessary for the clinical application of this technology, (p. 162) 

Action taken or to be taken 
The N I  H is actively supporting studies that investigate the use of all types of stem cells as 
potential human disease therapies, including studies of amnion-derived and placental cord blood 
stem cells. Because the relatively small number of stem cells available in a single umbilical cord 
limits the use of cord blood transplants for adult patients and older children, N I H is supporting 
numerous investigator-initiated grants attempting to expand cord blood stem cells in laboratory 
culture dishes. 

In addition, N H L B  I is currently sponsoring two multi-center clinical trials using cord blood stem 
cells. One of these clinical trials is called the Cord Blood Transplantation Study (COBLT. ) 
Information about C O B L  T can be found on its website at: http://spitfire.emmes.com/study/cord/. 
As part of this project, N H L B I has designated two cord blood banks to collect cord blood units. 
C O B L  T is testing whether cord blood stem cells can be used instead of bone marrow 
transplantation to treat children and adults with a variety of cancers, blood diseases, and genetic 
disorders. The study is also trying to determine whether cord blood stem cells are more readily 
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accepted by the transplant recipient's bodies when the cells are less closely matched (a condition 
known as human leukocyte antigen, or H L  A mismatch.) Preliminary results demonstrated that 
cord blood stem cells can engraft in leukemia patients and in some cases cure the disease. 
However, because each unit of cord blood contains only a limited number of cells, the 
transplants sometimes failed. Investigators began transplanting more than one unit of cord blood 
cells in leukemia patients and achieved greater success in curing the cancer. The investigators 
are now trying to determine a dose per weight limit that may predict successful transplant 
engraftment and cure of disease. The last patients were recruited to this trial by December 31, 
2003, and the study is now in data analysis mode. Information gleaned from this important 
clinical trial wi l l help scientists develop improved methods for the use of cord blood stem cells to 
treat human diseases. 

A second NHLBI-sponsored effort established a national Sibling Donor Cord Blood (SDCB) 
Program, and evaluated its use in a multi-center pilot study of transplantation. Findings on 
related umbilical cord blood transplantation in patients with thalassemia and sickle cell disease 
were published in the March 15, 2003 issue of Blood. The authors analyzed 44 patients given a 
cord blood transplant from a sibling to treat either thalassemia (n = 33) or sickle cell disease (n = 
11). The trial tested several different immune-suppression regimens. No children died and 36 of 
44 remain free of disease, with a median follow-up of 24 months. The authors concluded that 
cord blood transplantation from a sibling donor to treat thalessemia and sickle-cell disease offers 
a good probability of success and is associated with a low risk of transplant rejection. 
Optimization of transplantation strategies could further improve these results. 

Item 
Autism Spectrum Disorders - The Committee is encouraged by the N I H ' s autism research 
matrix and urges N I  H to devote sufficient resources to this research agenda. The Committee 
urges the N I H when implementing the autism research matrix to coordinate with autism 
organizations already funding research initiatives to ensure the most efficient use of it resources. 
The Committee also notes the promise of particular areas cited in the matrix, including genetic 
and behavioral characterizations of the disorder and screening and early diagnosis, 
(p. 162) 

Action taken or to be taken 
Please refer to House Significant Item on page OD-38, Autism Spectrum Disorders of this 
document for response to this significant item regarding N I H ' s autism research matrix. 

Item 
Autoimmune Diseases — The Autoimmune Disease Coordinating Committee, with 
representation from each N I H Institute, Centers for Disease Control and Prevention, Food and 
Drug Administration, Veterans Administration, and patient advocacy organizations, has been 
effective in fostering collaborative, integrated multi-Institute research on issues affecting the 
entire genetically related family of autoimmune diseases, as recommended in the Autoimmune 
Diseases Research Plan. This collaboration has been a significant factor in achieving recent 



advances in the understanding, diagnosis and treatment of autoimmune diseases. Congress 
supports the committee's continued efforts in implementing the Autoimmune Diseases Research 
Plan. (p. 163) 

Action taken or to be taken 
Please refer to House Significant Item on page OD-42, Autoimmune Diseases of this document 
for response to this significant item. 

Item 
Childhood Obesity, Trans-NIH Obesity Research Initiative - The committee encourages the 
N I H to further expand the Trans-NIH obesity research initiative to include a multi-center study 
of the metabolic, psychological, and genetic precursors of obesity in children, (p. 163) 

Action Taken or To Be Taken 
Childhood obesity has risen at an alarming rate, and individuals who are obese as children may 
face a lifetime of serious health problems. Thus, the N I  H is propelling a range of new pediatric 
obesity research efforts, from building an understanding of the complex causes of obesity that 
wi l l help guide the development of new intervention approaches, to encouraging current design 
and testing of prevention and treatment strategies. These research avenues are consistent with 
the recommendations in the recently-released Strategic Plan for N I H Obesity Research. Among 
new N I  H efforts to understand the precursors of obesity in children is a planned initiative to 
enhance mechanistic studies of the impact of the intrauterine and neonatal environment on the 
development of obesity and diabetes in offspring. Another effort is being planned to accelerate 
human obesity genetics studies; this research would complement ongoing investigations of 
genetic factors relevant to obesity in animal models. Also under development is a new effort to 
help build understanding of the neurobiological basis of obesity. The N I H is pursuing several 
new initiatives to augment research on prevention and treatment strategies for pediatric obesity. 
For example, a new trans-NIH effort is encouraging research to test childhood obesity prevention 
and treatment intervention programs that would be delivered in primary care practices. Through 
a complementary initiative, the N I  H is soliciting research proposals to develop and test 
intervention approaches to prevention or management of pediatric obesity in a variety of other 
settings. Such settings could include the family/home, day-care or preschool, school, other 
appropriate community venues, or integrated cross-site studies. Another initiative is focused on 
school-based interventions to prevent obesity, encouraging investigators to develop and evaluate 
such intervention strategies. Associated with the escalation in childhood obesity is an alarming 
increase in type 2 diabetes in children. The NIH ' s N I D D K has launched the "Studies to Treat or 
Prevent Pediatric Type 2 Diabetes (STOPP-T2D)," a multi-site consortium that is developing 
clinical trials related to type 2 diabetes in children. These trials include a multi-center trial to 
compare three treatment approaches for type 2 diabetes (Treatment Options for Type 2 Diabetes 
in Adolescents and Youth, T O D A Y ) , and pilot studies to assess the feasibility of a planned 
school-based prevention trial. Analyses are also continuing of the N H L B  I Growth and Health 
Study, designed to examine factors associated with the development of obesity, including 
environmental, cultural, and behavioral factors. This study led to the development of Girls 
health Enrichment Multisided Studies, G E M S , a multimember program of four pilot studies and 
two full-scale studies to develop and test interventions to prevent obesity by decreasing weight 



gain in high-risk African American preadolescent girls. Examples of other N I H research on 
childhood obesity include a study of body mass index rebound in childhood, an intervention 
study testing obesity prevention approaches in African American teens, and a study testing an 
intervention to modify home environments to promote healthful behaviors. 

Item 
Chronic Fatigue Syndrome [CFS] - The Committee is disappointed that N I H funding for CFS 
has basically remained flat in recent years, despite repeated congressional requests for increases. 
In addition, several grants represented to be for CFS research have limited direct relevance to 
CFS . The Committee notes that the Office of Research on Women's Health, through the Trans-
N I H Working Group for Research on Chronic Fatigue Syndrome, is working on a request for 
applications [RFA] based on the findings of a June 2003 scientific workshop on C F S . The 
Committee strongly urges the N I  H to fund this R F  A as soon as possible. The Committee also 
urges the N I H to expand the involvement of intramural researchers in the study of CFS. (p. 164) 

Action taken or to be taken 
The O R W  H in collaboration with a Trans-NIH Working Group for Research on Chronic Fatigue 
Syndrome (CFSWG) that is comprised of members from 16 different N I  H ICs has developed an 
action plan to enhance the status of CFS research at the N I H . Actions taken include the issuing 
a Program Announcement, convening a scientific workshop to generate interest and ideas, and 
generating interest in CFS among scientists in the N I H intramural community. 

The Program Announcement (PA-02-34) encourages innovative and interdisciplinary research 
that might explain how the various body systems interact to produce symptoms associated with 
CFS. A well attended and informative scientific workshop, Neuroimmune Mechanisms and 
Chronic Fatigue Syndrome, wi l l provide the basis for a new interdisciplinary R F  A that wi l l be 
issued in FY 2005, simultaneously with the proceedings from the scientific workshop. The 
C F S W G wil l also renew Program Announcement PA-02-34 in FY2005 to include research 
topics from this scientific workshop. 

The O R W  H has also developed and sponsors a new intramural Scientific Interest Group on 
Scientific Integrated Medical Research. This interest group has begun to generate trans-NIH 
partnerships that can speed the translation of research findings into treatments for patients 
suffering with CFS . This activity complements the C F S W G , which has been primarily focused 
on extramural research. These collaborative initiatives wi l l contribute to an improved 
understanding of CFS . 

Item 
Clinical Investigators - The Committee commends the Office of the Director for rapidly 
launching programs with loan repayment and for training clinical investigators and encourages 
N I  H to maintain and expand these programs. These programs wi l l be crucial for establishing the 
clinically trained work force that wi l l translate the promising basic discoveries supported by N I H 
into clinical application to cure and prevent disease in American citizens, (p. 164) 



The N I  H continues its commitment to maintain and enhance the biomedical research workforce 
through grant awards and loan repayment programs for clinical investigators with support and 
appropriations from Congress. 

Since the extramural loan repayment programs were launched in 2002 the N I  H has sought to 
increase accessibility of these programs to clinical investigators by broadening eligibility to 
include qualifying research supported not only by the N I H , but also by non-profit institutions. 
As a result, the number of applications has increased steadily since Fiscal Year (FY) 2003. In 
FY 2003, the number of applications received nearly doubled the number received in FY 2002. 
This trend continued in FY 2004, with nearly 2,500 applications received, representing a 30 
percent increase in applications from the previous year. N I  H has been responsive to this 
increasing volume of applications by awarding loan repayment contracts to more than 50 percent 
of the applicants in FY 2004. These awards make pursuit of a clinical research career feasible to 
some investigators who may have sought alternative careers to repay their educational debt. This 
enhancement to the clinical research workforce should lead to clinical application of the 
discoveries that wi l l aid in curing and preventing diseases. 

Item 
Cystic Fibrosis - The N I H Roadmap identifies the re-engineering of the clinical research system 
as a top priority. One of the strategies that the Roadmap recommends to enhance clinical 
research is establishing clinical trials networks that share informatics and other technologies. 
These networks also should include a significant number of institutions, in order to facilitate 
efficient recruitment and rapid enrollment of trial participants. The Committee believes that 
there are important opportunities for collaboration between N I H and these existing clinical trials 
network and encourages N I  H to pursue this potential collaboration, (p. 165) 

Action taken or to be taken 
Please refer to pages OD-50 of this document for the N I H response to this significant item 
regarding Cystic Fibrosis. 

Item 
Digestive Disease Commission — The Committee calls on the Director, in collaboration with the 
Secretary, to establish a national commission on digestive diseases composed of distinguished 
scientists and physicians who are experts in digestive diseases, digestive disease patient 
advocates and representatives of Federal departments, agencies or institutes providing support 
for research related to digestive diseases in order to (1) study the incidence, duration, and 
mortality rates of digestive diseases, as well as their social and economic impacts; (2) evaluate 
public and private facilities and resources, including trained personnel and research activities, for 
the diagnosis, prevention, and treatment of such diseases; (3) identify related disease 
management programs, including biological, behavioral, nutritional, environmental, and social 
programs; and (4) develop a long-range plan for the use and organization of national resources to 
effectively deal with digestive diseases, (p. 165) 



In response to the Committee's request, careful analysis has been given to the proposed concept. 
As a result, it is considered appropriate and useful at this time for the N I  H Director to establish a 
national digestive diseases commission to develop a long range research plan whose scope is 
consistent with the mission of the N I H . With broad input from leading scientific experts both 
within and external to the NIH~as well as from individuals with personal or family knowledge 
of digestive diseases—this commission wi l l develop a long range research plan that: (1) 
highlights the burden of digestive diseases on individuals and society; (2) provides examples of 
research advances that are generating new knowledge vital to understanding, treating, and 
preventing these diseases; and (3) recommends new and emerging opportunities for future N I H  ­
funded research, which offer promise for reducing the burden of digestive diseases. The long 
range plan wi l l also include research-related activities of the N I H with respect to digestive 
diseases, such as efforts in science-based information dissemination and public health education, 
as well as research training and career development. By focusing on the research mission of the 
N I H , the commission's plan and recommendations to the N I  H wi l l thus serve as a guidepost for 
the agency in its future program development efforts to combat digestive diseases through 
research. 

Item 
Fragile X Pediatric Training - The committee encourages the Director to increase the number 
and size of institutional training grants to institutions supporting pediatric training and the 
number of grants for career development clinical research, (p. 166) 

Action taken of to be taken 
The N I H , through the N I C H D  , supports an extensive program of pediatric institutional and 
individual training grants that are available to scientists interested in Fragile X research and other 
developmental disabilities. The N I C H D wi l l continue its efforts to encourage the appropriate 
utilization of these existing mechanisms for the training of new investigators with interests in 
Fragile X syndrome and related issues. These efforts are reported annually to Congress in the 
Pediatric Research Institute report. 

Item 
General Clinical Research Centers - The Committee has supported expansion of the General 
Clinical Research Centers program within the National Center for Research Resources. 
Wherever possible, the Committee encourages the Director to utilize the G C R C s as the 
foundation of N I H Roadmap activities related to clinical research. Rather than establishing 
programs in isolation, the Committee believes that it wi l l be both synergistic and cost-effective 
for N I  H Roadmap clinical research programs to be sited in the G C R C s as practicable, 
(p. 166) 

Action taken or to be taken 
As a significant partner of the N I  H Roadmap for medical research, N C R R '  s programs 
complement a variety of the N I H Roadmap initiatives. Many of the N I H Roadmap initiatives 
wi l l be implemented using a variety of N C R R clinical research resources. The interdisciplinary 



nature of N C R R ' s existing clinical research resources provides a national network that can be 
leveraged to facilitate several of the Roadmap goals, including those under the theme of Re-
engineering the Clinical Research Enterprise. 

One of the N I  H Roadmap initiatives is the establishment of Regional Translational Research 
Centers (RTRCs). These centers wi l l increase interactions between basic and clinical scientists 
and provide sophisticated advice and resources to help scientists master the many steps involved 
in bringing a new product from the bench to medical practice. The major purpose of the R T R C  s 
is to supplement and extend existing infrastructure to overcome current obstacles to broad-based 
translational research on a regional and national scale. Relevant NIH-funded centers, such as 
G C R C s , may be included as appropriate as part of a more comprehensive plan to enhance 
translational research in a region. 

Another N I H Roadmap initiative is the Multidisciplinary Clinical Research Career Development 
Program. This initiative is intended to produce new clinical research leaders who can cross the 
boundaries of their disciplines and draw upon the strengths of other fields. Seven awards have 
been made to medical or public health institutions to provide training for up to 15-20 health 
professionals at the post-graduate level. A l l seven awards were to institutions with G C R C s , 
which provided the clinical research infrastructure needed to compete successfully for the award 
and wi l l provide the trainees the tools they need for their research. 

The N I H Roadmap National Electronic Clinical Trials and Research Network ( N E C T A R ) 
initiative has funded 12 contracts for bringing existing networks together both in governance and 
with informatics. In addition, the N I H Roadmap has funded an inventory of clinical research 
networks and their best practices for operation. Additionally, N C R  R is gathering input from the 
G C R C s and other clinical research centers and their partners. This information wi l l be used to 
assist the G C R C s in developing interoperability with academic institutions, hospitals, clinics, 
government agencies, N I H and foundation supported research and public health networks, 
pharmaceutical companies, and patient advocacy groups. 

Item 
Genomics—The Committee recognizes that while the N H G R I is the primary Institute for 
addressing the human genome sequence, other Institutes should also identify the role genomics 
and genetics play in the progression of specific diseases. For example, the Committee urges the 
Director to encourage the ' various Institutes, including the N I A , N I M H , and N I N D S , to take 
advantage of advances in microarray technology. Utilization of this technology could lead to 
improved prevention and therapeutic intervention strategies for Alzheimer's and Parkinson's 
diseases, as well as autism, obsessive compulsive and bi-polar disorder, (p. 167) 

Action taken or to be taken 
Many N I H Institutes invest in genomics, given its tremendous promise for advancing research on 
a broad range of diseases and disorders and on the normal processes of development and aging. 
Microarrays, or "gene chips," have become increasingly common research tools. NINDS-funded 
researchers are using microarrays to understand the genetic pathways that guide nervous system 
development and to improve diagnosis for neurological diseases, including Parkinson's disease, 



brain tumor, A L S , epilepsy, traumatic brain injury, and stroke. NIMH-supported researchers are 
using microarrays to identify the multiple genes responsible for schizophrenia, major depression, 
bipolar disorder, and other major mental disorders. The N I  A conducts and supports research, 
utilizing microarray technology, on the genomics of aging and of age-associated diseases, 
including Alzheimer's disease. These Institutes also help researchers access the latest 
microarray technology. In FY2004, N I M H released an R F A on gene profiling in mental 
disorders to support new or expanded use of the technology in studies of human postmortem 
brain tissue. The N I N D S and N I M H support a Microarray Consortium that offers expression 
profiling services to all N I N D S and N I M  H extramural investigators and makes all of the 
resulting data publicly available through web-based databases. The N I A , in conjunction with the 
Johns Hopkins University, has established a microarray facility that provides extramural 
researchers with access to c D N A arrays of the N I A mouse and human clone collections at an 
easily affordable price. 

The N I H supports the development of many other genomic tools and resources that wi l l enable 
researchers to dissect the role of genes in diseases and ultimately develop treatments. In June 
2004, the N I  H Chemical Genomics Center was established as part of the N I  H Roadmap's 
Molecular Libraries Screening Center Network ( M L S C N ) . This Center is the first component of 
a nationwide consortium that wi l l produce innovative chemical tools for use in biological 
research and drug development, in both the public and private sectors. The N I M  H continues to 
support the Center for Genetic Studies on Mental Disorders, which provides the scientific 
community with genetic and genomic resources to be used in research on schizophrenia, bipolar 
disorder, depression, autism, attention deficit hyperactivity disorder, and autism. In 2004, the 
N I M  H provided support for expanding a centralized molecular genetics facility based at Johns 
Hopkins University that provides high throughput genotyping and statistical genetics services for 
investigators seeking genes that contribute to human diseases. The N I  A has established the 
National Repository for Alzheimer's disease, under the Alzheimer's Disease Genetics Initiative, 
for the large scale collection, longitudinal follow up, and analysis of the genetic bases of 
Alzheimer's disease. 

Item 
Graduate Training in Clinical Investigation Awards - In an effort to reverse the shortage of 
well-trained clinical investigators, Congress authorized the Clinical Research Curriculum 
Awards and the Graduate Training in Clinical Investigation Awards. The Curriculum Awards 
were intended to support institutional training programs in clinical research, with the second 
award intended to provide tuition and stipend support for enrolling students. For 3 consecutive 
years, this Committee has expressed concern that N I H has not moved forward with 
implementation of the Graduate Training in Clinical Investigation Awards. The Committee 
believes that N I  H is compromising the effectiveness of the training programs that have been 
established through the Curriculum Awards by failing to fund the complementary student 
stipend/tuition awards. The report of the General Accounting Office on N I H implementation of 
the clinical research legislation substantiated the Committee's concerns. The Committee urges 
the Director to consider including these awards in the N I  H Roadmap activities related to 
enhancing the clinical research workforce and provide sufficient funds to support 200 students in 
fiscal year 2005. (p. 167) 



Graduate Training in Clinical Investigation was specifically authorized by the Clinical Research 
Enhancement Act, Public L a w 106-505. Awards made under this authorization provide for 
research training and career development experiences for clinicians while they are pursuing 
master's or doctoral degrees relevant to clinical investigation. The Act describes the award as 
providing stipend, tuition, and institutional support. While not specifically called the Graduate 
Training in Clinical Investigation Award, a number of N I H Institutes and Centers support 
programs designed to meet the objectives of the Clinical Research Enhancement Act. These 
programs provide stipend/salary and tuition support, and in all cases permit recipients to earn 
degrees in relevant areas of research. Several of these opportunities are described below. 

In November 2001, the National Center for Research Resources announced the Mentored 
Clinical Research Scholar Program (K12), to provide support for clinician training to become 
independent, patient-oriented researchers. This program currently supports 95 individuals. In 
FY 2003, the National Eye Institute (NEI) implemented the N E I Institutional Clinical Scientist 
Development Program (K12) to provide support to develop clinical investigators to conduct 
vision-related research. Three awards have been made that wi l l initially support 6 clinician 
scientists, each for a two- to five-year period. The National Institute of Diabetes and Digestive 
and Kidney Diseases has just announced a complementary Institutional research training (T32) 
and clinical scientist career development program (K12) to provide an integrated program to 
prepare pediatricians for careers in pediatric endocrinology research related to diabetes. In FY 
2004, the National Institute of Child Health and Human Development (NICHD) initiated the 
Pediatric Critical Care Scientist Development Program, a new career development program for 
pediatric critical care, and in FY 2005, the N I C H D plans to support a Men's Reproductive 
Health Clinical Research Career Development Program. Lastly, the N I C H D is leading one of the 
N I H Roadmap initiatives to reinvigorate the clinical research enterprise. As part of the initiative, 
an announcement for Multidisciplinary Clinical Research Career Development Programs was 
issued in FY 2004, for the support of the early career development of clinical researchers from a 
variety of disciplines engaged in all types of clinical research, including patient-oriented 
research, translational research, small- and large-scale clinical investigation and trials, and 
epidemiologic and natural history studies. In FY 2004 this program began with 7 awards and a 
total of 40 funded career development positions. In F Y 2005, it is expected that it wi l l continue 
to ramp up and wi l l support a total of 115 individuals engaged in career development 
experiences in clinical investigation. 

A l l of these awards have been developed to meet the objectives of the Clinical Research 
Enhancement Act. These programs have spawned numerous Masters-level advanced clinical 
research degree programs which are available to clinicians interested in pursuing academic 
research. The expectations described for the Graduate Training in Clinical Investigation Awards 
have been vastly exceeded by the N I H response to the Clinical Research Enhancement Act. 
Nevertheless, we wi l l continue to emphasize the need for graduate training as it relates to patient-
oriented research in order to ensure that the nation's needs for clinician researchers are met. 



Heart Disease, Stroke and Other Cardiovascular Diseases- The Committee recognizes that the 
problems associated with heart disease, stroke and other cardiovascular diseases involve many 
institutes and centers, including N H L B I , N I N D S , N I A , N I D C R , and N C R R . The Committee 
strongly urges the Director to expand its research portfolio and increase its resources and better 
coordinate cross-cutting research on these diseases in all institutes, centers and divisions, as 
appropriate, and through all available mechanisms. The Committee requests the Director to be 
prepared to report on initiatives on these diseases begun in fiscal year 2004 or scheduled to begin 
in fiscal year 2005 at the fiscal year 2006 appropriations hearings, (p. 167) 

Action taken or to be taken 
Please refer to pages OD-44 of this document for response to this significant item regarding 
"HeartDisease, Stroke and Other Cardiovascular Diseases". 

Item 
Hepatitis B— the Committee is aware that although there has been tremendous success in the 
prevention and treatment of hepatitis B, this disease remains a serious concern. The large 
number of immigrants to the United States from countries where hepatitis B is endemic wi l l keep 
the disease in the forefront of public health for years to come. The Director of N I  H is urged to 
make hepatitis B a priority and to stimulate research to find complements for the current 
therapies; improvements in prevention, detection and treatment; and develop new vaccines and 
outreach programs, (p. 167) 

Action taken or to be taken 
While rates of hepatitis B have declined in the United States in recent years, it remains a major 
cause of chronic hepatitis, cirrhosis, and liver cancer in this country and worldwide. Certain 
groups in the U .S . population are at high risk of becoming infected with the hepatitis B virus, 
such as recent immigrants from countries where hepatitis B is endemic. To combat the human 
consequences of hepatitis B, the N I  H remains committed to supporting and conducting research 
that wi l l yield improvements in prevention, detection and treatment of hepatitis B . Several N I H 
Institutes and Centers support research on hepatitis B including the National Institute of Diabetes 
and Digestive and Kidney Diseases (NIDDK) , the National Institute of Allergy and Infectious 
Diseases (NIAID), and the National Heart, Lung, and Blood Institute (NHLBI) . 

The N I D D  K currently supports ongoing intramural and extramural research efforts to identify 
new, more effective approaches to therapy of hepatitis B, including testing combinations of 
antiviral and immunological agents, some as complements to already approved hepatitis B 
therapies. Additionally, a recent trans-NIH planning process to develop an "Action Plan" for 
liver disease research to be pursued over the next decade highlighted several important research 
goals related to developing better approaches to therapy of hepatitis B, including identifying new 
targets in the virus and patient for drug design, understanding why current antiviral treatments 
fail to completely eradicate the virus, and testing new approaches such as drug combinations. To 
better understand the current state of science on hepatitis B research, N I D D K wi l l sponsor a 
meeting on this subject, which is tentatively planned for late 2005 or early 2006. 



NIAID-supported investigations of the host immune responses to the hepatitis B virus ( H B V ) 
and how the virus attempts to circumvent the responses are yielding important information on the 
mechanisms of hepatitis B pathogenesis. For example, NIAID-supported researchers are 
investigating the mechanisms by which the host clears the H B  V infection and the relationship of 
these mechanisms to clinical disease, which may provide clues to new preventive and therapeutic 
measures for hepatitis B. Additionally, N I A I D supports an in vitro antiviral screening program 
to identify new H B  V therapies and is actively pursuing public-private partnerships to encourage 
the development of treatments aimed at novel targets for hepatitis B. The N I A I D solicitation for 
"Animal Models for the Prevention and Treatment of Hepatitis B and Hepatitis C", slated for 
funding in FY2005, wi l l continue the opportunity for preclinical evaluations of new drug 
candidates or therapy combinations for hepatitis B. 

To improve the detection and control of hepatitis B, the N H L B  I currently supports research to 
develop an assay for screening organ donors for hepatitis B. NHLBI-supported research is also 
under way to develop an inexpensive, simple, high-performance dipstick test to detect hepatitis B 
surface antigen for use in resource-limited settings. This technology could aid hepatitis B 
control in developing countries, where, despite the high carrier rate of hepatitis B, the blood 
supply is generally not screened for the virus because currently available tests are too costly. 
Lastly, in May 2004, the N H L B  I sponsored a Working Group on Global Blood Safety attended 
by national and international experts in transfusion medicine who recommended that centers of 
excellence in transfusion medicine be established in resource-limited countries. The N H L B  I is 
exploring the feasibility of expanding an existing blood safety research program to include 
regions of Africa, Asia, and Latin America. Options are being explored to study H B V and other 
new and emerging infectious agents in the blood supply of selected international sites. 

The N I  H and other Federal agencies are also engaged in outreach programs to educate the public 
about the risks of hepatitis B and post-infection management. For example, the National 
Digestive Diseases Information Clearinghouse (NDDIC) supported by the N I D D K prepares 
publications on hepatitis B such as "What I need to know about Hepatitis B . " This publication is 
available online to the public in both English and Spanish. The Centers for Disease Control and 
Prevention (CDC) also has several online educational publications on hepatitis B targeted to the 
general public, including "Prevent Hepatitis B: Get Vaccinated" and' "Liv ing with Chronic 
Hepatitis B .  " The C D  C also provides interactive online programs for use by health care 
professionals such as "Hepatitis B and Refugees: A Clinical Perspective." 

Item: 
High-Risk Research - As the N I  H enters into a period of limited funding resources, the peer 
review system wi l l naturally tend to reward conservative research proposals rather than bolder 
ideas that have a higher risk of succeeding. The Committee strongly urges the N I  H to beware of 
this tendency, in terms of both the research grants that it awards and the types of researchers who 
receive them. Relying solely on tried-and-true approaches to medical research, conducted solely 
by veteran, established researchers, wi l l not result in quantum leaps in discovery. Despite the 
current decline in the growth rate of N I H ' s budget, the N I H must continue to fund high-risk 
research and young investigators who have innovative ideas, (p. 168) 



In 2004, as part of the Roadmap, N I H initiated the N I H Director's Pioneer Award program. The 
purpose of this new funding mechanism is to support researchers of exceptional creativity who 
propose "pioneering" approaches to major contemporary challenges in biomedical science. 
Nominees submitted a brief essay summarizing their vision for how they believed they could 
make seminal contributions to an important problem, along with a biographical sketch and letters 
of reference. Nominees were evaluated on their innovation, creativity, and potential for future 
groundbreaking research; their motivation and intellectual energy; and the relevance of the 
research and impact on NIH ' s mission. The evaluation process featured a system completely 
different from the traditional peer review process, a shorter turnaround time and, at the last stage, 
interviews by a panel of outside experts. Nine highly creative investigators received N I H 
Director's Pioneer Awards of $500,000 direct costs for five years. 

In 2005, nominations wi l l again be solicited for the N I H Director's Pioneer Award program, and 
it is expected that 5-10 new awards wi l l be made. However, to encourage pioneering research by 
newer, less established investigators, nominations wi l l only be accepted for individuals who 
received their terminal doctoral degree within the last 15 years. N I H expects to continue 
announcing this program for at least the next several years. 

In addition to the Pioneer Award program, innovation is a standard review criterion for each 
research application that N I  H reviews. Reviewers are asked to carefully consider innovation and 
make sure that it is an integral part of the assessment of scientific merit. 

Item 
Human Tissue Supply - The Committee remains interested in matching the increased needs of 
N I H grantees, intramural, and university-based researchers who rely upon human tissues and 
organs to study human diseases and search for cures, including for those researchers dedicated to 
the study and cure of rare diseases. The Committee is aware that one of the leaders in this 
competitive field, the National Disease Research Interchange [NDRI], is uniquely positioned to 
obtain this valuable and effective alternative research resource. More than 500 peer-reviewed 
research advances made by NDRI-dependent researchers have been published during the past 4 
years contributing to the research community's fund of knowledge. The Committee is 
encouraged by N D R I ' s role in these research advances and applauds the Director's expanded 
support for N D R I by bringing N E I , N I D D K , N I A I D , N I A M S , and the Office of Rare Diseases 
into the multi-institute initiative. While this is promising, more needs to be done to match the 
demand for the use of human tissue in research. The Committee, therefore, strongly urges the 
Director to increase the core support N D R  I receives from N C R R  , and the Institute Directors to 
identify and implement program-specific initiatives intended to expand support for N D R I . 
(p. 168) 

Action taken or to be taken 
The National Disease Research Interchange (NDRI) is one of many U . S . groups that serve as 
brokers of human tissue for basic laboratory research. Approximately two-thirds of N D R  I 
activity is supported by private foundations and fees charged to for-profit corporations. The 
remaining one-third of the activity is supported by the cooperative agreement, Human Tissue and 



Organ Resource for Research (HTOR), now in its fourteenth grant year. Such an award is based 
on periodic peer review and receives substantial guidance from the N I  H staff. The N D R  I 
cooperative agreement underwent a successful competitive review on June 30, 2003. 

N C R  R provided sole support during the first 8 years of the grant. However, in FY 1999 several 
additional N I H components, after being contacted by N C R R , provided co-funding. In FY 2004 a 
total of $1,196,993 was provided to H T O R . Contributing IC's were: N E I ($200,000), N I A I D 
($150,000), N I D D  K ($50,000), N I A M  S ($25,000), the Office of Rare Diseases ($75,000) and 
N C R  R ($696,993). 

A total of 6,458 tissues were shipped by H T O R to investigators last year. Approximately 56 
percent of the investigators used these tissues in basic research studies that were funded by N I  H 
categorical Institutes: N E I , N I A I D , N I D D K , N I A M S , N I C H D , N H L B I , N C I , N I N D S , N I A , and 
other Institutes. The remaining HTOR-brokered tissues are provided to researchers and 
companies who do not receive N I H funding. 

Item 
Liver Disease and the Veterans Health Administration - The Committee believes that closer 
collaboration with the Veterans Health Administration wi l l significantly facilitate, accelerate, 
and leverage research to develop more effective treatments and cures for liver disease. The 
Committee notes that the Veterans Health Administration [VHA] has developed a significant 
database of veterans with hepatitis C that includes demographic, diagnostic, laboratory, drug 
treatment and co-morbidity population statistics that could be used to support a large number of 
N I  H funded research efforts. The Committee is pleased that N I D D K  , as the lead N I  H Institute, 
has begun efforts to develop a cooperative agreement with the Veterans Health Administration as 
a vehicle for cost-sharing collaborative efforts to facilitate liver disease research on a trans-NIH 
basis. The Committee requests the Institute be prepared to report at the fiscal year 2006 
Appropriation the progress and status of cooperative research efforts with the V H A to address 
hepatitis C. (p. 169) 

Action taken or to be taken 
The leadership of N I D D K and N I H agree that the Veterans Health Administration offers a rich 
resource for patient-oriented research in hepatitis C. A productive working relationship has 
been established with V H A , as evidenced by co-sponsorship of a recent N I H conference on 
hepatocellular carcinoma, and several meetings between V H  A investigators, V H  A hepatitis C 
program staff, and representatives of various institutes at N I H , including the N I D D K and the 
National Cancer Institute. A number of VA-based investigators working in the area of liver 
disease and viral hepatitis in particular are supported by N I H research grants. There is not 
currently in place a specific collaborative agreement for cost sharing, but this is one of a range of 
mechanisms to be explored in finding the best approach to collaboration between N I  H and V H A  . 
A s we continue to explore these various options, N I H wi l l be guided primarily by the quality of 
the scientific work proposed, the experience and expertise of the investigators involved, and the 
likelihood that the research wi l l lead to new knowledge that w i l l improve hepatitis care. A n 
important resource that outlines future directions for research on liver disease, including hepatitis 
C, is the recently completed N I  H Action Plan for Liver Disease Research. The objective of this 



Plan is to advance research on liver disease with the aim of decreasing the burden of liver disease 
in the United States. The Plan includes opportunities for collaborations with other Federal 
Agencies, including the V H A  , as well as private foundations, and industry. 

Item 
Lymphatic System Research - Despite the central role of the lymphatic system in human health 
and disease, this focus of research and medical care has, until recently, been relatively neglected. 
The lack of research has created barriers to effective delivery of health care and limited the 
interest of biomedical investigators to pursue prospective studies in this area. Therefore, the 
Committee urges the Trans-NIH Coordinating Committee for the Lymphatic System to work 
with its member ICs to implement a comprehensive lymphatic research awareness campaign that 
is designed to target academia, governmental agencies, industry, scientific and medical 
professional organizations, and the public at large, (p. 169) 

Action taken or to be taken 
Please refer to pages 19 of this document for response to this significant item regarding 
Lymphatic System Research. 

Item 
Lymphatic System Research - The Committee also urges the OD to consider targeted initiatives 
regarding the lymphatic system, such as: (a) the development of suitable reagents, including 
monoclonal antibodies, to facilitate lymphatic investigation in vitro and in vivo; (b) the 
development of transgenic and knockout animal models; (c) the functional imaging of the 
lymphatic system; (d) academic career development; and (e) a national patient registry and tissue 
bank for lymphatic diseases. Finally, the Committee encourages the Coordinating Committee to 
work with the Center for Scientific Review and ICs to ensure that experts in the lymphatic 
system are adequately represented on peer review panels, (p. 169) 

Action taken or to be taken 
Please refer to pages OD-51 of this document for response to this significant item regarding 
"Lymphatic System Research ". 

Item 
Minority Health and Racial Disparities - The Nation has invested greatly in the N I H providing 
tremendous opportunities for accelerated improvements in health and quality of life. Research 
advances must be applied more expeditiously to ensure greater improvements in health outcomes 
across all communities of color and the general public. The Committee strongly urges the N I  H 
to improve, strengthen and expand its systems of information dissemination and outreach to 
health care providers, minority organizations, and the public. Knowing that one-size does not fit 
all as it relates to the public, communities, and the Institutes and Centers, the Committee strongly 
urges the Director of N I H  , and the director of each of the Institutes and Centers (ICs) to report on 
their respective improved systems across these areas during next year's appropriations hearings, 
(p. 170) 



The N I  H ICs are committed to educating minority patient populations on disease management 
and quality care. The ICs plan to increase the number of culturally relevant health educational 
materials and to develop and expand linkages with minority organizations and professional 
societies to increase dissemination of research advances to minority-serving institutions and 
minority communities. Some examples of these efforts include: 

The National Institute of Allergy and Infectious Diseases (NIAID) wi l l produce a series of 
low-literacy fact sheets on sexually transmitted infections, H I V / A I D S , and tuberculosis. N I A I D 
wi l l expand its distribution of these products to appropriate audiences. 

The National Institute of Nursing Research (NINR) wi l l continue its collaborations with the 
National Center on Minority Health and Health Disparities ( N C M H D ) to fund 17 Nursing 
Partnership Centers to Reduce Health Disparities between schools of nursing and minority-
serving institutions to facilitate nurse scientist collaboration, increase research on health 
disparities, and enhance the development of minority nurse researchers. 

The National Institute of Neurological Disorders and Stroke (NINDS) expanded its health 
education program, Know Stroke. Know the Signs. Act in Time, to populations at high risk for 
stroke - African Americans, Hispanics and seniors - in communities that have the health care 
systems in place to treat them. 

The National Cancer Institute (NCI) w i l l develop tools to support providers with new 
information in cancer care, communications with patients, and competencies in working with 
diverse populations. N C I wi l l also address obesity and exercise in African American and other 
minority and underserved populations through effective dissemination of evidence-based energy 
balance intervention approaches. 

The National Heart, Lung and Blood Institute (NHLBI) is expanding a number of efforts to 
educate health professionals, patients, and communities about preventing and controlling 
cardiovascular disease. N H L B I ' s community outreach efforts wi l l disseminate to African 
Americans, American Indians, and Latinos cardiovascular health materials to help them 
recognize risk factors, seek appropriate treatment, and adopt healthy lifestyle behaviors. 

The National Institute of Diabetes and Digestive and Kidney Disease w i l l improve its health 
information dissemination system to health care professional in four cities: Cleveland, Atlanta, 
Baltimore, and Jackson, Mississippi. 

The National Institute of Arthritis and Musculoskeletal and Skin Diseases wi l l expand its 
Spanish-language Web site to include the newly developed and/or translated health information 
and wi l l translate publications in languages other than English in print and electronic formats. 

The National Center for Complementary and Alternative Medicine ( N C C A M ) wi l l employ 
multimedia technology, such as Web Chats, teleconferences, and minority-focused media to 
disseminate C A  M information. 



The Fogarty International Center (FIC), in partnership with the N C M H D  , wi l l increase its 
outreach efforts to minority medical and public health students to increase application to the F IC-
Ellison Medical Student program. Partnering with multiple N I H ICs, S A M H S A , and the Indian 
Health. Service (HIS), FIC wi l l convene a conference on research on youth suicide prevention 
and wi l l include perspectives from the minority community. FIC wi l l also work with the 
N C M H  D to support activities to improve the health of indigenous people as part of the N I  H 
agreement with Canada. 

The National Library of Medicine ( N L M ) has a strong emphasis on supporting efforts to use 
health information and information technology to reduce and eliminate health disparities in 
minority communities. N L  M supports education and training of minorities in biomedicine and 
health sciences librarianship, local projects carried out by community-based organizations and 
reliance on the National Network of Libraries of Medicine to support this work throughout the 
country. 

Other activities are taking place in O D , N C I , N E I , N H L B I , N H G R I , N I A , N I A A A , N I A I D , 
N I A M S , N I B I B , N I C H D , N I D C D , N I D C R , N I D D K , N I D A , N I E H S , N I G M S , N I M H , N I N D S , 
NINR, N L M , FIC, N C C A M , N C M H D , N C R R , and C C . 

A l l N I H Institutes and Centers wi l l be prepared to discuss their initiatives at the hearings. 

Item 
Office of Dietary Supplements - The Committee continues to strongly support the important 
work of this Office. Use of dietary supplements has increased significantly among Americans 
who want to improve their health and prevent disease. There is a great need for additional 
research to better inform consumers of the health benefits of supplements. Accordingly, the 
Committee has provided additional funds to expand this office's efforts. In particular, the 
Committee expects the ODS to speed up ongoing collaborative efforts to develop, validate and 
disseminate analytical methods and reference materials for the most commonly used botanicals 
and other dietary supplements. The Committee also expects the ODS to contract with industry 
non-profit associations or foundations which currently have and maintain a database of dietary 
supplement labels to develop, create, continually update, maintain and make available to 
Government and research entities a database of all supplement labels sold in the United States. 
The creation of this database would allow ODS to have access for research purposes of all 
known supplements manufactured in the United States and to allow access by other Federal 
agencies for ensuring safety to consumers, through the mandatory listing of ingredients in these 
products on the label, who purchase supplements manufactured and/or sold in the United States, 
(p. 170) 

Action taken or to be taken 
In 2002 the Office of Dietary Supplements (ODS) created a program of analytical methods and 
reference materials to coordinate activities among Federal agencies, non-governmental 
organizations, academia, and the private sector. Methods development activities include 
collaboration with the U S D A as well as contracts with small businesses for methods 



development. The main methods validation effort uses an Interagency Agreement with the Food 
and Drug Administration to fund a contract with A O A  C International, the scientific society 
devoted to validation of analytical methods. The program is now entering year 3 of a 5-year plan 
to validate methods for dietary supplement ingredients. The program initially called for the 
development of 20 methods over 5 years. ODS has accelerated this program so that in its third 
year there are 38 methods in various stages of development and validation. A lack of analytical 
standards has historically hindered methods development and validation that has led ODS to 
modify its program to include the production of analytical standards. ODS has provided 
analytical standards for development and validation of methods for St. John's wort, valerian, 
cranberry, blueberry, bilberry, and pyrrolizidine alkaloids. It has also provided the United States 
Pharmacopeia monograph program with several reference standards: gingerol (for ginger), 
eleutheroside B (for Eleuthero), and beta-sitosterol (for saw palmetto and several other plant 
monographs). Development of analytical standards for hydrastine and berberine (for goldenseal) 
is in progress. In addition, ODS has a 5-year Interagency Agreement with the National Institute 
of Standards and Technology. The agreement originally called for production of 6-8 sets of 
botanical Standard Reference Materials (SRM) by the end of 5 years. In the third year of the 
program, there are 9 sets of botanical SRMs in varying stages of development or production. 

In response to the current Report language, ODS has met with industry non-profit foundation 
representatives to explore existing resources pertinent to developing a comprehensive, updated 
label database. ODS is developing a request for proposals and intends to contract for such a 
database in order to meet the research requirements of ODS as well as other Federal agencies and 
the scientific community. 

Item 
Office of Science Education - The Committee is pleased with the work of the Office of Science 
Education and encourages all of the N I H Institutes to work with the Office to support 
supplemental curricular and training project for K-12 science education. The support from the 
N I  H Institutes and centers greatly enhance the capacity of this Office to provide the critical 
investment in science literacy among young people throughout the Nation, 
(p. 171) 

Action taken ot to be taken 
Thank you for supporting and encouraging the activities of the Office of Science Education. The 
NIH Curriculum Supplements and related professional development activities are key efforts 
towards the goal of improving K-12 science education in schools. We wi l l continue to 
collaborate with the N I H institutes and centers, and to support our nation's teachers as we work 
for our ultimate goal: to improve science literacy for all Americans. 

Item 
Office of Research on Women's Health - The Committee recognizes the critical role played by 
the Specialized Centers of Research on Sex and Gender Factors Affecting Women's Health and 
encourages the Office to continue programmatic initiatives to further this work. The Committee 
also supports the development of an intramural women's health program at N I H . (p. 171) 



O R W H , with several N I H institutes and the Food and Drug Administration (FDA) , funded 
eleven SCOR centers in FY 2002. These interdisciplinary research centers have proved 
successful in mobilizing scientists of diverse disciplines to bring together their expertise to focus 
on examining how sex and gender factors contribute to health and disease. The O R W H wi l l 
continue to fund these interdisciplinary collaborations. This effort wi l l be instrumental in 
continuing this innovative interdisciplinary research approach to women's health research and 
sex and gender factors among seasoned extramural scientists. A new R F A wi l l be developed in 
FY 2006 and funded in FY 2007 to continue the SCOR Centers or fund new ones. SCORs are 
providing new models for unique opportunities for collaborations and networking across 
different centers through mutual scientific interests to enhance scientific opportunities. 

The O R W H / N I H Intramural Program on Research on Women's Health's (IPRWH) successfully 
established an innovative interdisciplinary program that serves as the focal point for all 
women' s health research, including sex and gender comparisons. The mission is to: 1) Promote, 
stimulate, and support efforts to improve the health of women through biomedical and behavioral 
research within the N I H IRP; 2) Enhance communication among, and recruitment of researchers 
on women's health and the health of women and men through sex and gender comparisons 
among the Institutes and Centers; and 3) Enhance interdisciplinary research through the 
development of specific training programs and recruitment of new clinical and basic research 
trainees into the I P R W H at the N I H . An innovative, 
shared post-doctoral fellow program in women's health research is being developed currently in 
the intramural program. This training program wi l l , for the first time, enable and facilitate 
excellent, collaborative inter- and multidisciplinary research in the area of women's health and 
sex/gender factors in the intramural community. 

Item 
Pediatric Research Initiative- The Committee urges the Office of the Director to expand the 
Pediatric Research Initiative, as authorized by the Children's Health Act of 2000. The Committee 
strongly supports the growth of support for pediatric research across Institutes and encourages 
activities which stimulate new and promising areas of pediatric research. Additionally, the 
Committee urges N I H to collaborate with the C D C and H R S A in research areas related to 
heritable and genetic disorders affecting children, (p. 171) 

Action taken or to be taken 
N I  H has continued to fund new and expanded pediatric research through an array of individual 
IC initiated activities. The details of these activities have been summarized in several reports to 
Congress. An updated report that describes FY 2004 activities included under the Pediatric 
Research Initiative wi l l be submitted in the spring of 2005. 

As a part of its own effort to enhance new directions in pediatric research, the N I C H  D continues 
to provide N I  H leadership in developing new newborn screening and diagnostic technologies and 
in developing the infrastructure to permit wider use of these important tests. The N I C H  D is 
taking the lead on developing the evidence base to inform the Secretary, D H H S , as well as state 
and federal policy makers regarding newborn screening. The N I C H D also continues to work 



with H R S A and the C D C , among others, to sponsor joint scientific conferences and training and 
professional development programs; and to explore the complex genetic, medical, technological, 
legal and ethical issues associated with newborn screening. 

Item 
Prader-Willi Syndrome - The Committee commends the N I  H for creation of an Obesity 
Research Task Force and for NIH ' s recognition of the need to prevent and treat obesity 
beginning in childhood. However, the committee strongly urges the Task Force to explicitly 
include, across the six proposed trans-NIH obesity initiatives, investigations into the genetic 
causes of obesity beginning with study of Prader-Willi Syndrome. Furthermore, the Committee 
urges the Director of N I H to conduct outreach to the Prader-Willi Syndrome community to 
participate in research at the proposed "Obesity Clinical Research Center." The N I H should be 
prepared to report on the progress made by the Obesity Research Task Force, and the trans-NIH 
research efforts to appropriately incorporate both children and genetics into the overall obesity 
research agenda during the fiscal year 2006 appropriations hearings, (p. 172) 

Action taken or to be taken 
The N I H is pursuing several avenues of research on Prader-Willi Syndrome (PWS). For 
example, in the area of genetics, the N I H supports genetic and clinical studies on the imprinted 
genes underlying P W S , including genes causing obesity. The N I H also supports the Human 
Genetic Cell Repository, which contains a collection of cell lines from individuals with PWS and 
from unaffected family members; this resource wi l l facilitate future research. In other areas, the 
N I  H • supports research that is elucidating the metabolic underpinnings of this serious disease. 
Such research complements genetic studies and may also help illuminate the functions of genetic 
factors that contribute to P W S . NIH-supported research has demonstrated that children with 
PWS have very high fasting levels of the hormone ghrelin, and more recently showed that 
treatment with octreotide, an agent that inhibits gut peptide secretion, suppressed fasting gherlin 
levels in children with P W S . Although it is not yet known whether octreotide treatment wi l l 
change eating behavior and promote weight loss, these results demonstrate the importance of 
basic research in identifying potential therapeutic targets for subsequent clinical studies. N I H 
intramural scientists have conducted neuroimaging studies using Positron Emission Tomography 
(PET) to compare the differences in the architecture of the brain in individuals with and without 
P W S . It is planned that the new intramural Obesity Clinical Research Center, which is under 
development, wi l l foster multidisciplinary approaches to obesity research in areas such as 
genetics, metabolism, endocrinology, nutrition, cardiovascular biology, gastroenterology, 
hepatology, and behavioral sciences. Other NIH-supported research focuses on topics such as 
compulsive food seeking and food motivation in individuals with P W S , as well as the dietary 
management of chronic conditions of childhood, including P W S . In addition to recognizing the 
importance of continued research on P W S , the N I  H also shares the Committee's concern about 
childhood obesity more broadly, and is intensifying research on childhood obesity and obesity 
genetics. 

Item 
Public Health Relevance of Research Awards - The Committee is encouraged by steps the 
[NIH] is taking to improve communications regarding the public health relevance of its research 



awards. Specifically, the Committee is pleased N I  H has proposed a modification to its standard 
grant application, PHS Form 398, requiring all grantees to include a statement of public health 
significance. The Committee urges the Department of Health and Human Services and the 
Office of Management and Budget to approve the proposed revision and support the agency in 
its efforts to implement this important change in the grant application form. (p. 172) 

Action taken or to be taken 
Please refer to Page 2 of this document for OD/OER ' s response to this significant item regarding 
"Public Health Relevance of Research Awards". 

Item 
Rare Liver Diseases - The Committee is pleased that the Office of Rare Diseases has provided 
significant co-funding, along with N I D D K , for the Biliary Atresia Research Network. The 
Committee urges O R D to continue to address rare liver diseases including primary biliary 
cirrhosis, primary sclerosing cholangitis, and auto-immune hepatitis, (p. 172) 

Action taken or to be taken 
O R D continues to support the Biliary Atresia Research Network. In addition, as part of the Rare 
Diseases Clinical Research Network, O R D , the National Institute of Diabetes and Digestive and 
Kidney Diseases (NIDDK) , and the National Center for Research Resources (NCRR) support the 
development of a coordinated and integrated Cholestatic Liver Disease Consortium. The 
consortium wi l l include nine sites in the United States, each with investigators who have 
extensive clinical experience, patient populations, and research programs for these disorders, and 
each with a General Clinical Research Center (GCRC) . The consortium wi l l initially focus on 
investigations of five rare, genetic causes of intrahepatic cholestasis including PFIC (progressive 
familial intrahepatic cholestasis), bile acid synthesis defects, Alagille syndrome, alpha-1­
antitrypsin deficiency, and mitochondrial hepatopathies. These disorders have serious if not fatal 
consequences without liver transplantation and severely affect children's normal growth and 
development. Collaboration with the support/advocacy groups for these rare liver disorders wi l l 
be integrated into the consortium at all levels. 

O R D is also an active collaborator with the National Institute of Diabetes, and Digestive and 
Kidney Diseases and other N I H Institutes and Centers in the development and implementation of 
the trans-NIH Action Plan for Liver Disease Research. O R D ' s special interest is in autoimmune 
liver diseases including primary biliary cirrhosis, primary sclerosing cholangitis, and 
autoimmune hepatitis all of which can be severe, progressive and can lead to death from end-
stage liver disease; pediatric liver diseases including biliary atresia and cholestatic liver disease; 
and genetic liver diseases including cystic fibrosis and polycystic liver diseases. The goal of the 
Action Plan for Liver Disease Research is to advance research on liver diseases with the aim of 
decreasing the burden of liver disease in the United States. 

Item 
Saliva Research - The Committee has learned that saliva is gaining value as a diagnostic tool 
and potential monitor of disease progression in systemic disorders, including Alzheimer's 
disease, Sjogren's syndrome, cystic fibrosis, and diabetes; moreover, studies have uncovered the 
presence of a cancer-related protein whose concentration increases in the presence of breast 



cancer--thus, having the potential as a diagnostic marker for the early detection of breast cancer. 
The Director of N I H is urged, working with the N I D C R , to find ways to expand and accelerate 
research in this area and report back to the Committee prior to next year's hearing, (p. 172) 

Action taken or to be taken 
In 1999 the N I D C R started a dialogue with N C I , N H L B I , M A I D , N I A A A and N I A I D , which 
led to a workshop on salivary-based diagnostic technologies and an initiative in this area 
thereafter. As a result of this initiative, the N I D C  R has launched a program for the development 
of saliva-based diagnostic technologies. Some of the investigators in the program are focusing 
on the fabrication of a portable device for oral fluid-based diagnostics. It integrates microchip-
based immunoassays with miniaturized power supplies, reagent cartridges, miniaturized laser-
induced fluorescence detector, and control hardware for the detection of biomarkers associated 
with oral and systemic diseases, such as cardiovascular disease. Other investigators focus on the 
development of an integrated micro-fluidics platform. This device wi l l be able to detect H I V , 
hepatitis, early signs of breast and oral cancers, various hormones, or monitor patients 
undergoing kidney dialysis. The N I D C  R is planning to continue the program for another five 
years to promote the fabrication and validation of these platforms. It is at that stage that the 
Institute wi l l consult with other Institutes, including N C I , for clinical evaluation of these 
technologies. 

In order to complement the Salivary-Based Diagnostic Technologies program, particularly the 
validation of diagnostic technologies, in FY 2004, the N I D C  R created a program to catalogue 
and characterize the proteins present in human saliva (the human salivary proteome), including 
potential biomarkers for oral and systemic diseases, such as cancer and autoimmune diseases. 
This effort wi l l identify all protein components in human saliva, as well as their natural variants 
and complexes; develop a molecular "tool box" for the isolation and functional characterization 
of salivary proteins; and, establish a bioinformatics environment for the dissemination of salivary 
proteome data to the wider scientific community. These studies wi l l help to create the "periodic 
table" of the salivary proteins. These baseline data wi l l provide a point of comparison to detect 
even subtle changes in the composition of saliva among people with or at risk for various 
diseases. 

The N I H with its broad-base of expertise is well positioned to determine if there is a need to 
expand and accelerate research on the use of the diagnostic technologies. The N I  H recognizes 
the tremendous scientific opportunity and the chance to improve the early detection of breast and 
oral cancers as well as other diseases such as Alzheimer's disease, Sjogren's syndrome, cystic 
fibrosis, diabetes, osteoporosis, hepatitis and H I V . 

Item 
Sepsis - The Committee is aware that sepsis kills more than 215,000 Americans each year. To 
improve health care provider education in correctly diagnosing sepsis, the Committee urges the 
Director to work with outside organizations to create and implement a program to train infectious 
disease physicians, emergency room doctors, critical care nurses, and oncologists, especially 
those in rural and underserved areas, in the use of the new guidelines to identify sepsis to 
improve patient outcomes. The Committee further encourages the Director to work with the 
N I A I D , N H L B I , and N C I in these provider education efforts, (p. 173) 



Please refer to page OD-53 of this document for the N I H response on "Sepsis". 

Item 

Spina Bifida - The Committee recognizes that Spina Bifida is the leading permanently disabling 
birth defect in the United States and has concerns that the N I H has not prioritized research into 
primary and secondary prevention of this condition. While Spina Bifida is highly preventable 
through proper nutrition, including appropriate folic acid consumption, too many pregnancies are 
still affected each year by this devastating birth defect. The Committee also acknowledges that 
prevention does not assist the more than 70,000 individuals living with Spina Bifida and 
therefore urges the N I H / N I N D S / N I C H D to allocate adequate and additional resources to 
prioritize research into primary and secondary prevention for Spina Bifida. (p. 173) 

Action taken or to be taken 

Please refer to page OD-46 of this document for the N I H response on "Spina Bifida" 

Item 
Spinal Muscular Atrophy - The Committee strongly urges the OD to ensure the success of the 
S M A Project by providing active and ongoing support from the OD as well as from other related 
Institute Directors, most notably N I C H D  . The OD is urged to take all necessary steps to ensure 
that the N I C H  D is fully engaged by expanding their scope and level of resources dedicated to 
S M A . (p. 173) 

Action taken or to be taken 

The N I H is committed to the success of the S M A Project. The project is funded and is moving 
quickly in its first year toward the goal of developing a therapy that can enter clinical trials 
within four years. The performance-based contract, awarded in 2003, accelerates all steps from 
recognition of a research need, through solicitation, review, and funding of targeted research 
subprojects. An expert steering committee, with members from academia, industry, the F D A 
and the N I H  , actively drives the process. In its first year, the steering committee developed 
detailed plans for S M  A drug development, and planning for gene therapy is underway. To 
implement these plans, the S M  A project has already issued 6 solicitations for highly targeted 
research subprojects, and research has begun. In addition to these efforts, existing drugs are 
being examined as candidates for testing against S M  A in clinical trials following the rigorous 
approach that the N I N D S devised to evaluate potential drugs for Parkinson's disease,. 

Central direction is fundamental to the S M  A Project's innovative approach to therapy 
development. Thus, a single institute, the N I N D S , manages the process to maintain the necessary 
focus, but other components of the N I H become involved as appropriate. For example, the Office 
or Rare Diseases in the N I H . Office of the Director, as well as representatives of the F D A , 
participated in an N I N D S led scientific workshop in September 2004 that engaged the S M  A 
scientific community and voluntary health organizations on development of clinical trials for 
S M A . The N I C H D is monitoring the progress of the S M A Project and w i l l work with N I N D S , as 
appropriate, to ensure its success. The N I C H  D has expertise and resources that are relevant to 
pediatric clinical trials and leads N I H efforts in newborn screening, which may be essential for 



sufficiently early intervention as S M  A therapies become available. The N I C H  D also sponsors 
pediatric and basic science training programs that are available for training new investigators 
who have an interest in S M A , and w i l l work with the N I N D S to increase public and professional 
awareness of S M A . 

Item 
Stroke in Women - The Committee urges N I  H to increase research in stroke among women of 
all ages, with specific attention to gender-related differences in stroke risk, and to stroke 
prevention interventions, acute stroke management, post-stroke recovery, long-term outcomes, 
and quality of care. The Committee further urges N I  H to increase research into new therapies 
for stroke in women as well as into ways of enhancing the vascular health of all Americans, 
(p. 173) 

Action taken or to be taken 
The N I  H recognizes that stroke is a significant cause of death among women, and that gender-
related differences in stroke warrant close study. Research in this area is being emphasized, in 
particular, in the wake of recent findings from the Women's Health Initiative clinical trials, 
which revealed an increased risk of stroke among women who took estrogen or combined 
estrogen-protestin hormone therapy. A number of NINDS-funded projects are exploring issues 
such as the biological causes of the increased risk of stroke found in the hormone trials, a 
possible link between decreased estrogen in aging and stroke risk factors such as high blood 
pressure, and a potential neuroprotective role for the estrogens. In addition to exploring gender-
specific risk factors for stroke, NINDS-funded researchers are exploring gender-specific 
differences in treatment effects. Specifically, the Carotid Revascularization Endarterectomy vs. 
Stenting Trial, which is directly comparing the efficacy of carotid endarterectomy to 
angioplasty/stenting, a newer less-invasive surgical meth, includes a planned analysis of gender 
differences in the efficacy of the two procedures. 

The N H L B  I supports several large-scale, population-based studies of risk factors and outcomes 
of stroke in women. The Framingham Heart Study, Cardiovascular Health Study, 
Atherosclerosis Risk in Communities Study, Strong Heart Study, and Jackson Heart Study all 
include prominent stroke risk assessments and show similar risk of stroke in women and men. hi 
several of these studies, magnetic resonance imaging has demonstrated high frequencies of 
"silent" stroke and other ischemic brain changes in women. The changes are strongly related to 
impaired cognitive and physical function, particularly in older women. How these abnormalities 
relate to progression of impaired cognition and dementia secondary to stroke and cerebral 
ischemia, and whether the declines can be prevented by interventions such as aggressive control 
of high blood pressure and other cardiovascular (CV) risk factors, is the subject of continued 
research. In addition, the N H L B  I also sponsors three large clinical trials that are testing 
interventions to reduce stroke along with other CV diseases. A l l wi l l analyze results separately 
by gender to determine the effect of the interventions in women. A C C O R D (Action to Control 
Cardiovascular Risk in Diabetes) is testing the effects of intensive control of blood sugar, 
intensive control of blood pressure, and treatment of blood lipids with fibrate compared with the 
current standard of care in 10,000 adult patients with Type 2 diabetes. M O S T (Mode Selection 
Trial in Sinus Node Dysfunction) is determining if dual-chamber rate-modulated pacing in 2,000 



patients with sick sinus syndrome is superior to single-chamber pacing with respect to 
subsequent occurrence of either stroke or death from any cause. F R E E D O  M (Future 
Revascularization Evaluation in Patients with Diabetes Mellitus: Optimal Management of Mul t i -
vessel Disease) is evaluating, in 2,400 diabetic patients with multi-vessel coronary heart disease, 
the relative effectiveness of a multi-vessel percutaneous coronary intervention stenting strategy 
using drug-eluting stents compared with coronary artery bypass surgery. 

Item 
Stroke in Women — The Committee also encourages and supports NIH's initiatives toward 
advancing the organization of stroke care, including post-stroke rehabilitation, and the 
identification of stroke treatment and research centers that would provide rapid, early, continuous 
24-hour treatment to stroke victims, including the use of the clot-buster t-PA, when appropriate. 
Designated areas in medical facilities equipped with the resources and personnel for treating 
stroke would also promote the early evaluation of innovative stroke treatments, (p. 174) 

Action taken or to be taken 
In order to address the critical need for improved translation of stroke therapies, N I N D S 
established the Specialized Program of Translational Research in Acute Stroke (SPOTRIAS) in 
September 2002; the most recent SPOTRIAS center received funding in September 2004. The 
SPOTRIAS centers are designed to facilitate translation of basic research findings into clinical 
practice, in settings where patients with acute ischemic and hemorrhagic stroke are evaluated and 
treated very rapidly after the onset of their symptoms. They also support a collaboration of 
clinical researchers from different specialties whose collective efforts w i l l lead to new 
approaches to early diagnosis and treatment of acute stroke patients. Training and career 
development are part of the SPOTRIAS program. 

One unique SPOTRIAS center is located at Suburban Hospital, a private community hospital in 
Bethesda, M D . In conjunction with this hospital, N I N D S has established the Suburban Hospital 
Stroke Center, in order to increase the proportion of stroke patients treated with clot-busting 
drugs like t-PA and improve the overall level of care provided to stroke patients. The Center 
conducts translational and clinical stroke research and has created an acute stroke emergency 
response team (consisting of neurologists and specially trained nurses) that is continuously on 
call for potential stroke cases, and initiated stroke critical care pathways to ensure that stroke 
patients are quickly identified, diagnosed, and treated. Following up on the success of this 
Center, N I N D S established a second primary stroke center at the Washington Hospital Center 
(WHC) - a private community hospital that serves the predominantly minority population of 
Washington DC - in 2004. More than 75 percent of stroke patients at W H C are either African 
American or Hispanic, populations that have a disproportionately high rate of stroke mortality. 
As of October 2004, an N I  H Stroke Team is on call at W H  C 24 hours a day, 7 days a week to 
guide treatment of all stroke patients at the hospital, providing investigational treatments and risk 
factor education. In addition, construction has begun on a cutting-edge imaging facility which is 
due to open at W H  C in 2005. This facility wi l l enable clinicians to improve their diagnostic 
accuracy for stroke patients, and the Center to enhance its stroke research program development 
and testing of new stroke therapies. 



As a complement to these efforts, in December 2002, N I N D S , the National Stroke Association, 
and the American Stroke Association sponsored a large workshop on the delivery of acute stroke 
treatment. The goal of this meeting was to bring physicians, other health care professionals, and 
scientists together to discuss how communities can improve access to treatments for stroke 
patients. 

Item 
Tuberous Sclerosis Complex — h i its report accompanying the fiscal year 2004 appropriations, 
the Committee called upon the Office of the Director to formulate an NIH-wide research agenda 
on tuberous sclerosis complex, and to report back to the Committee on this effort. While a 
research agenda was developed, the Committee is disappointed by the failure to act upon it. The 
report to the Committee cited research studies that were carried out several years ago or which 
only generally relate to TSC, and failed to establish a mechanism to coordinate research 
activities across several Institutes. The Committee strongly urges the OD to establish such 
coordinating mechanism as soon as possible, and to undertake TSC-specific research, (p. 174) 

Action taken or to be taken 
The National Institute of Neurological Disorders and Stroke (NINDS) formed a trans-NIH 
tuberous sclerosis (TSC) coordinating committee, which met for the first time in Apr i l 2004, to 
coordinate research activity across Institutes. This committee includes representatives from the 
National Institute of Diabetes and Digestive and Kidney Diseases (NIDDK) , National Heart, 
Lung, and Blood Institute (NHLBI) , National Institute of Arthritis and Musculoskeletal and Skin 
Diseases (NIAMS) , National Cancer Institute (NCI), (National Institute of Mental Health 
(NIMH), National Institute of Child Health and Human Development (NICHD), and the N I H 
Office of Rare Diseases. Members of the coordinating committee are currently working together 
to develop a program announcement to promote TSC therapy development and otherwise 
implement the objectives outlined in the T S C research plan. 

The N I H supports a variety of research focused specifically on TSC. Many of the projects cited 
in the report accompanying the FY 2004 appropriations continue to receive support, although the 
grants may initially have been awarded several years ago. These ongoing projects include studies 
of the relationship between TSC mutations and the development of neurological abnormalities, 
elucidation of the molecular pathway through which the TSC genes control cell growth and 
proliferation, and the development of gene therapy strategies to control tumor growth in animal 
models of TSC—al l of these projects are directly related to TSC, and both molecular studies and 
studies of animal models w i l l be crucial for developing therapies for TSC patients. The N I H also 
funded several new studies in FY 2004, including a preclinical study to test whether the F D A  ­
approved drug rapamycin and two newer analogs can improve survival, development, and 
seizure frequency, and decrease brain pathology in two different mouse models of T S C ; a study 
to determine how the cellular environment contributes to the growth of TSC tumors; and several 
projects that are dissecting the molecular pathways in which the TSC gene products operate. 

Item 
Vascular Biology - The Committee recognizes the importance of advancing research in the field 
of vascular biology, the study of blood and blood vessels and their interactions. Not only is the 



maintenance of the blood ' supply critical to the functioning of all organs of the body, 
understanding the mechanisms and treatment of diseases that interrupt the blood supply is 
relevant to all organ systems and their disorders. Research into vascular biology can provide the 
scientific basis for new therapies to prevent thrombosis; therapies that are important to the 
prevention and control of heart disease, stroke, recurrent fetal loss, and complications associated 
with sickle cell anemia and diabetes; and therapies related to the interruption of the blood supply 
to tumors and cancers. Because of the cross-cutting aspects of this research, the Committee 
urges the N I H Director to develop a comprehensive NIH-wide approach to identify and pursue 
research opportunities in this field, (p. 174) 

Action taken or to be taken 

Please refer to page OD-44 of this document for the N I H response on "Vascular Biology". 

FY 2005 Conference Committee Report Language (C. Rpt. 108-792 
Item 
NIH Library of Medicine infrastructure - The Committee continues to strongly support the 
work of the National Library of Medicine, the largest medical library in the world and the leader 
in digitized medical information resources. Previously, the Committee has taken steps to ensure 
that adequate funding was available for the architectural planning and design of a new N L  M 
building to house the National Center for Biotechnology Information and other activities related 
to digital information development. With the preliminary work complete, the Committee urges 
the Secretary to consider the commitment of necessary resources to begin construction of new 
physical facilities for the N L  M to enable it to keep pace with the rapid increase in medical 
publishing and biotechnology information research and development, (p. 145) 

Action taken or to be taken 
The design work for the proposed new National Library of Medicine building is complete. The 
N L  M expansion, which consists of three components, is 389,358 gross square feet. The new 
research building is 231,534 gross square feet; the collection expansion portion is 105,294 gross 
square feet; and the third component consisting of the lobby, Visitors/Innovation Center; 
museum quality exhibition hall; and other public space is 52,530 gross square feet. Each of the 
current buildings, the main library and the Lister H i l l Center, has approximately 230,000 gross 
square feet. The expansion project also includes a tunnel to provide utilities to the new structure 
and a separate 650-vehicle garage that w i l l replace an existing, deteriorating garage attached to 
the Lister H i l l Center. The need for the additional facilities continues to be compelling. 

The N I H , supported by the recommendations of its Facilities Working Group, has not included 
the N L M project in the 5-year N I H Buildings & Facilities (B&F) funding plan, but has included 
it in the overall N I  H strategic facilities plan as a long term proposed project. 

The N L  M continues to be called upon by the N I H  , the federal government, academia, health care 
providers, medical libraries around the country, and the public to perform effectively its mission 
as a multi-dimensional "national" library. N L  M plays a critical role by creating and integrating 
information resources and making them available to an expanding audience of users from across 



the N I H campus to around the world. To accomplish this mission N L M must bring together the 
powerful computers, sophisticated software and highly trained specialists. Co-locating these 
resources is necessary to make the expanding array of factual genomic databases, biomedical 
literature, and research tools available for accelerating the pace of scientific discovery and aiding 
in improving the public's health. Meeting the associated preservation challenges in the digital era 
of burgeoning information resources requires expert staff, collection storage, and computing 
resources. N L M '  s expanding role in developing health data standards that facilitate the exchange 
of information for enhancing clinical research and improving patient care reflects the continued 
importance of housing N L M '  s staff and resources in close proximity to other researchers on the 
N I  H campus. 

Item 
Multidisciplinary research - The conferees are aware that recent advances in multidisciplinary 
research combining biomaterials, cell biology, computer modeling, micro-machining and 
nanotechnology have made it possible to produce fully functioning replacement kidneys and 
liver tissue. The multidisciplinary tissue engineering research efforts have resulted in positive 
results to date in the development of a compact, wearable continuous kidney dialysis system that 
wi l l greatly improve the lives of patients. The conferees encourage the Director of N I H to 
pursue research initiatives on the development of tissue-engineered compact, wearable, 
continuous kidney dialysis and liver support systems, (p. 1177) 

Action Taken or to be Taken 
Liver failure and kidney failure are serious problems that affect tens of thousands of people in 
the United States each year. In people with acute liver failure due to toxic agents such _as viruses 
or drugs, the only effective therapy available is liver transplantation, a procedure with a long 
waiting list. An artificial or bioartificial liver assist device could be used to sustain these patients 
and serve as a bridge to liver transplantation. A new form of therapy in development, the 
bioartificial liver ( B A L ) could provide detoxification and synthetic activity to patients with liver 
failure prior to transplantation, until recovery of the native liver, or as a chronic supportive 
therapy. The B A  L operates extracorporeally—outside the body—like kidney hemodialysis 
therapy, but unlike hemodialysis contains metabolically active liver cells (i.e., hepatocytes) that 
provide liver functions to the patient. The N I H is supporting research to address biological, 
mechanical, and bioengineering issues that could lead to improved B A L  . Several studies seek to 
optimize the preservation, viability, and functionality of human and animal hepatocytes in the 
environment of the B A L  . Studies to determine the minimum cell mass to support a patient, 
critical hepatocyte functions for patient survival, and the impact of the B A  L treatment on the 
immune system and on subsequent transplantation are also pursued. Other studies are 
developing biocompatible substrates and scaffolds that preserve hepatocyte function while 
improving their bioengineering properties to increase the efficiency of the B A L  . In the recently 
completed Trans-NIH Action Plan for Liver Disease Research, leaders in this field from the 
N I H , external research, and health care communities identified the development of a hepatic 
assist device or bioartificial liver to support patients with acute liver failure as an important 
research goal to pursue over the next decade with N I H support 



(http://www.niddk.nih.gov/fund/divisions/ddn/ldrb/ldrb_action_plan.htm). The Action Plan 
emphasizes the critical importance of forming multidisciplinary collaborations between basic and 
clinical researchers in order to achieve these goals. 

The kidney filters wastes from blood and regulates other functions of the body. When kidneys 
fail—a condition known as end-stage renal disease—treatment is necessary to replace the 
function of healthy kidneys and to survive. Treatment choices are hemodialysis, peritoneal 
dialysis, and kidney transplantation. The N I H has been working with investigators developing 
approaches to hemodialysis and peritoneal dialysis therapy that use innovative methods and 
materials, and is encouraging research using both the Small Business Innovation Research 
(SBIR) program and standard grant mechanisms. If feasibility issues can be resolved, and safety 
can be established, we anticipate these approaches may potentially allow the development of 
ambulatory devices that increase patient mobility and diminish the impact of end-stage renal 
disease on the quality of life. 

Item 
[Impact of omega-3 fatty acids] - The conferees acknowledge the positive conclusions of the 
evidence-based review recently completed by the Office of Dietary Supplements on the potential 
benefits of omega-3 fatty acids in significantly lowering the risks of cardiovascular disease, 
especially coronary heart disease. The conferees urge N I  H to undertake the design and planning 
of the recommended clinical trials needed to provide conclusive evidence regarding the potential 
of omega-3 fatty acids in reducing cardiovascular morbidity and mortality in the general U . S . 
population, (p. 1178) 

Action taken or to be taken 
The evidence-based review on omega-3-fatty acids and cardiovascular disease, recently 
completed by the Office of Dietary Supplements, has been considered by a O D S / N H L B I 
working group consisting of nutritional and clinical trial experts. The ODS and N H L B  I are 
evaluating the working group's recommendations regarding future research, including potential 
clinical trials to examine the effects of omega-3-fatty acids on cardiovascular disease. A brief 
report of the O D S / N H L B I working group meeting on omega-3 fatty acids is currently available 
on the N H L B  I website (http://www.nhlbi.nih.gov/meetings/workshops/omega3-summary.htm), 
and a longer report is being prepared for posting. 

Item 
Psychosocial care for cancer patients — The conferees are concerned about the absence of 

mechanisms to ensure the delivery of necessary psychosocial care to individuals with cancer and 
their family members. The conference agreement provides $1,000,000 for the Secretary, working 
in collaboration with the Institute of Medicine and relevant government agencies and non-profit 
entities, to study the delivery of psychosocial services to cancer patients and their families in the 
community setting. Specifically, the report should include an analysis of: (1) the capacity of the 
current mental health and oncology provider system to deliver such care and the anticipated 
resources required nationwide; (2) available training programs for professionals providing 
psychosocial and mental health services; and (3) existing barriers to access to such care. The 
Secretary is encouraged to issue recommendations to address these issues, (p. 1204) 

http://www.niddk.nih.gov/fund/divisions/ddn/ldrb/ldrb_action_plan.htm
http://www.nhlbi.nih.gov/meetings/workshops/omega3-summary.htm


The extent to which the current service delivery system is capable of providing psychosocial 
services to cancer patients and their families is presently unknown. Needed is an assessment of 
cancer patient and family mental health needs, mental health and oncology provider resources, 
factors influencing patient and family access to these resources, and psychosocial training 
programs available to professionals providing care to cancer patients and their families. 

The Office of the Secretary has delegated responsibility for this activity to the N I H . The Office of 
Behavioral and Social Sciences Research, within the N I  H Office of the Director, w i l l coordinate a 
meeting of staff from several N I H institutes and centers, the Substance Abuse and Mental Health 
Services Administration and the Agency for Healthcare Research and Quality, to clarify research 
requirements. The Institute of Medicine wi l l be invited to propose a research study, with likely 
FY 2005 funding. 



Authorizing Legislation 
PHS Act/ U.S. Code 2005 Amount FY 2005 2006 Amount 2006 Budget 

Other Citation Citation Authorized Appropriation Authorized Estimate 

Research and Investigation Section 301 42§24l Indefinite | Indefinite ] 
1 1 

$358,046,000 r $385,195,000 
Office of the Director Section 4 IB 42§285b Indefinite J Indefinite J 

National Research 
Service Awards Section 487(d) 42§288 a/ 0 b/ 0 

Total, Budget Authority 358,046,000 385,195,000 

a/ Amounts authorized by Section 301 and Title IV of the Public Health Act. 
b/ Reauthorizing legislation will be submitted. 



Appropriations History 

Fiscal 
Year 

Budget Estimate 
to Congress 

House 
Allowance 

Senate 
Allowance Appropriation 1/ 

1997 $226,913,000 2/ $274,423,000 $243,519,000 2/ $286,810,000 3/ 

1998 234,247,000 2/ 298,339,000 292,196,000 2/ 296,373,000 2/ 

1999 212,309,000 2/4/ 254,145,000 302,947,000 306,559,000 

Rescission (170,000) 

2000 218,153,000 2/ 270,383,000 299,504,000 283,509,000 

Rescission (1,509,000) 

2001 262,456,000 2/ 342,307,000 352,165,000 213,581,000 

Rescission (137,000) 

2002 232,098,000 232,098,000 236,408,000 235,540,000 

Rescission (140,000) 

2003 253,859,000 257,974,000 267,974,000 

Rescission (1,742,000) 

2004 317,983,000 317,568,000 323,068,000 329,707,000 

Rescission 0 (2,203,000) 

2005 359,645,000 359,645,000 364,100,000 361,145,000 

Rescission (3,099,000) 

2006 385,195,000 

J Reflects enacted supplemental, rescissions, and reappropriations. 

2/ Excludes funds for HIV/AIDS research activities consolidated in the NIH Office of AIDS Research. 

3/ Excludes enacted administrative reductions of $396,000. 

4/ Reflects a decrease of $643,000 for the budget amendment for bioterrorism. 




Detail of Ful l -Time Equivalent Employment (FTEs) 

F Y 2004 F Y 2005 F Y 2006 

O F F I C E / D I V I S I O N Actual Appropriation Estimate 

Office of the Director 561 586 599 

Total 561 586 599 

FTEs supported by funds from 
Cooperative Research and Development 
Agreements (0) (0) (0) 

F I S C A L Y E A  R Average G M / G S Grade 

2002 11.7 
2003 11.7 
2004 10.7 
2005 10.7 
2006 10.7 



Detail of Positions 

G R A D  E 
FY 2004 

Actual 
FY 2005 

Appropriation 

1 

FY 2006 
Estimate 

Total - ES Positions 
Total - ES Salary 

13 
$1,858,796 

14 
$1,927,571 

14 
$1,971,906 

GM/GS-15 97 100 103 
GM/GS-14 91 93 94 
GM/GS-13 119 123 125 
GS-12 66 68 70 
GS-11 43 45 46 
GS-10 7 7 7 
GS-9 41 42 43 
GS-8 17 17 17 
GS-7 15 15 15 
GS-6 53 55 56 
GS-5 49 51 52 
GS-4 41 42 43 
GS-3 3 3 3 
GS-2 1 1 1 
GS-1 1 1 1 

Subtotal 644 663 676 
Grades established by Act of 
July 1,1944 (42 U.S.C. 207): 

Assistant Surgeon General 1 1 1 
Director Grade 6 6 6 
Senior Grade 2 2 2 
Full Grade 1 1 1 
Senior Assistant Grade 
Assistant Grade 

1 1 1 

Subtotal 11 11 11 
Ungraded 22 22 22 

Total permanent positions 648 668 681 

Total positions, end of year 690 710 723 

Total full-time equivalent (FTE) 
employment,end of year 561 586 599 

Average ES level ES-4 ES-4 ES-4 
Average ES salary $142,984 $148,274 $151,685 
Average GM/GS grade 10.7 10.7 10.7 
Average GM/GS salary $75,226 $78,009 $79,804 



New Positions Requested 

F Y 2006 

Grade Number 
Annual 
Salary 

Director 

Deputy Director 

Administrative Assistant 

Division Director 

Health Science/Program Analyst 

Health Science/Program Analyst 

Health Science/Program Analyst 

Support Staff 

Support Staff 

SES 

SES 

GS-10 

GS-15 

GS-12 

GS-13 

GS-14 

GS-9 

GS-7 

1 

1 

1 

2 

2 

2 

2 

1 

1 

$148,274 

148,274 

54,124 

117,809 

71,269 

84,751 

100,152 

49,145 

40,179 

Total Requested 13 


