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Acronyms*

AREA Academ ¢ Research Enhancenent Award
CcC Clinical Center
aT Center for Information Technology (fornerly the D vision of Conputer
Research and Technol ogy)
CSR Center for Scientific Review (formerly the Division of Research
Grant s)
DHHS Departnent of Health and Human Servi ces
FIC (TW Fogarty International Center
GTA Grants Techni cal Assistant
I ACUC Institutional Aninmal Care and Use Committee
IC NIH Institute or Center (called an Oinstitutel in this handbook)
| RB Institutional Review Board
| RG Initial Review Group (a cluster of Scientific Review G oups
chartered as a single entity with a related scientific focus)
| RPG Interactive Research Project G ant
MPA Mul tiple Project Assurance
NCCAM (AT) National Center for Conplenmentary and Alternative Medicine
(formerly the Ofice of Alternative Medicine)
NCl (CA) National Cancer Institute
NCRR (RR) Nati onal Center for Research Resources
NEl (EY) Nati onal Eye Institute
NHGRI (HG National Human Genone Research Institute
NHLBI (HL) National Heart, Lung, and Blood Institute
N A (AG Nati onal Institute on Aging
Nl AAA (AA) National Institute on Al cohol Abuse and Al coholism
NIAID (Al) National Institute of Allergy and Infectious Diseases
Nl AMS (AR) National Institute of Arthritis & Miuscul oskel etal & Skin Di seases
NICHD (HD) National Institute of Child Health and Human Devel opnent
NI DA ( DA) National Institute on Drug Abuse
NI DCD (DC) National Institute on Deafness and O her Communi cati on Di sorders
NIDCR (DE) National Institute of Dental and Craniof acial Research
(formerly the National Institute of Dental Research)
NI DDK (DK) National Institute of Diabetes and Digestive and Ki dney Di seases
NlEHS (ES) National Institute of Environnental Health Sciences
NIGVS (G National Institute of General Medical Sciences
NI H National Institutes of Health
NI VH ( MH) National Institute of Mental Health
NINDS (NS) National Institute of Neurol ogical Disorders and Stroke
NI NR ( NR) Nati onal Institute of Nursing Research
NLM (LM Nati onal Library of Medicine
NRSA Nati onal Research Service Award
oD Ofice of the Director, NH
CER Ofice of Extranural Research, OD, NIH
OPRR Ofice for Protection from Research Risks, OD, NI H
PA Pr ogr am Announcenent
PHS Public Health Service
R&D Research and Devel opnent
RFA Request for Applications
RFP Request for Proposals
SBI R Smal | Busi ness | nnovati on Research Program
SEP Speci al Enphasis Panel (a scientific review group whose nenbership
is fluid, with nenbers designated to serve for individual neetings
rather than for fixed terms of service)
SRA Scientific Review Adm ni strator
SREA Scientific Review and Eval uati on Award
SRG Scientific Review G oup (The generic, functional termfor any

group engaged in scientific and technical
be individually chartered or part of a |arger chartered group -
see | RG above.

peer review. SRGs may

SRGs are comonly called study sections in CSR

and review conmmittees in the funding 1GCs.)



STTR Smal | Busi ness Technol ogy Transfer Program

* This list includes acronyns used in this text and those comonly encountered in
the review of grant applications and contract proposals. 1In parenthesis after
the acronymfor each Institute that awards grants is its two-letter administering
organi zation code that is used in application and grant numbers.
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ORIENTATION HANDBOOK
FOR MEMBERS OF SCIENTIFIC REVIEW GROUPS

1. Introduction
The purpose of this handbook is to orient new nenbers of scientific review groups

within the Center for Scientific Review (CSR) to the National Institutes of
Health (NIH) and its peer review system

2. The National Institutes of Health
Mission of the NIH

The mission of the NIH is to inprove the health of the people of the United
States by increasing our understanding of the process underlying human heal th and
by acquiring new knowl edge to hel p prevent, detect, diagnose, and treat disease.

NI H acconplishes this mssion by:

0 supporting research in universities, nedical schools, hospitals, snall
busi nesses, and research institutions in the United States and abroad;

0 conducting research in its own | aboratories and clinics;
0 supporting training for promsing young researchers;
0 hel ping to devel op and nmintain research resources;

0 identifying research findings that can be applied to the care of patients, and
hel ping to transfer such advances to the health care system

0 pronoting effective ways to comuni cate bi onmedical information to scientists,
health practitioners, and the public; and

0 devel oping and recommending policies related to the conduct and support of
bi omedi cal research.

Organization of the NIH

The N H consists of 18 research Institutes and the National Center for
Conpl emrentary and Alternative Medicine, the National Center for Research
Resources, the National Library of Medicine, the Fogarty International Center,
the Center for Scientific Review, the Center for Information Technol ogy, and a
Clinical Center. While nost of the NNH is located in Bethesda, Mryland, one
research Institute, the National Institute of Environnental Health Sciences, is
| ocated in Research Triangle Park, North Carolina, the intramural program of the
National Institute on Aging is located in Baltinore, Maryland, and some research
conponents of other research Institutes are located in other areas of the United
St at es. (Figures 1 and 2 show the general organization of the NIH and its
position within the Departnment of Health and Human Services {DHHS}).
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A Typical Institute

Even though there are specific internal variations anong the NH research
Institutes and Centers, all of which are hereafter called "Institutes,” a typica
organi zational pattern exists. Usually, both |aboratory and clinical research
are conducted directly by an Institute in its own l|aboratories (intramnura
program and are supported in other research organi zations through an extranura
program of grants and contracts (Figure 3). An Institutells extranural programis
organi zed into specific scientific areas, each of which nmay provide research
fundi ng through grants, contracts, and cooperative agreenents.

A Typical Institute Figure 3
National Advisory |[...... O ffice of the Institute | | Board of Scientific
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Extramural Research Support

The diverse nechanisns for extranural research and devel opment support are
divided into three nmain categories: grants, contracts, and cooperative
agreements. Gants for health-related research and research training projects or
activities make up the largest category of funding provided by the N H. In
general, the investigator who applies for a grant, through an eligible
institution, is responsible for devel oping the ideas, concepts, nethods, and
approach for a project. 1In contrast, the NNH awarding Institute is responsible
for establishing the plans, paraneters, and detailed requirenents for projects
that woul d be supported by contracts. Contract proposals are usually solicited
t hrough requests for proposals (RFPs), while npost grant applications are not
solicited. In certain circunstances, however, grant applications are invited to
address areas of special interest to an awarding Institute, in which case
requests for applications (RFAs) or program announcenents (PAs) are issued. RFAs,
and PAs are published in the NIH @Quide for Gants and Contracts, which is
accessed electronically. Qher distinctions between contracts and grants invol ve
variations in the review procedures and such technical issues as the
rei mbursement of costs, the timng of the application or proposal process, the
requi renents and nechani sms for award and administration, the extent of the
i nvol venent of the funding Institute, and the delivery of the end product.

Cooperative agreenents are simlar to grants in that they are awarded by NITH to
assi st and support research and related activities. They differ, however, in
that while grants require mninmal or no scientific involvement of the NH
awarding Institute during performance of project activities, cooperative
agreenents involve a substantial Institute progranmatic (scientific, technical)
role. This role may invol ve cooperation and/or coordination to assist the awardee
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in carrying out the project, or review and approval of certain processes/phases

in scientific nmanagement of the project. Policies and procedures for
application, review, and admi nistrati on of cooperative agreenents are simlar to
those for grants. An inportant difference, however, is that the awarding

Institute i ssues a specific RFA describing the program functions, or activities
that it proposes to support by a cooperative agreenent, and the nature of the
proposed Institute staff involvenent.

Grant applications are classified according to type, such as new, conpeting
continuation (renewal), and suppl enental applications, and according to grant
mechani sm such as regular research projects, program projects, centers,
conferences, and fellowships. The classification of a grant application is
indicated by an identification nunmbering system that appears in the upper
ri ght-hand corner of the first page of the application form(e.g., FormPHS 398).
Each part of the identification nunber has a distinct neaning. For exanple,
1RO1CA12789-01 neans the application is a new(1l) research project grant (RO1)
application assigned to the National Cancer Institute (CA) with a sequenti al
serial nunber (12789) requesting a first year of support (01).

3. The Peer Review System

Because of the nagnitude, diversity, and conplexity of its research m ssion, and
its pursuit of excellence, the NIH draws for assistance on the national pool of
scientists actively engaged in research. These scientists assist the NIH by
advising on the selection of the nost neritorious and the nobst prom sing grant
applications for awards.

Dual Review of Grant Applications

The peer review system for grant applications used by the NNH is based on two
sequential levels of review, referred to as the "dual review system (Figure 4).

The first level involves panels of experts established according to scientific
di sciplines or current research areas for the primary purpose of evaluating the
scientific and technical nerit of grant applications. These panels are referred
to as scientific review groups (SRGs) within this publication. SRG are commonly
call ed study sections in the CSR and review comnittees in the funding Institutes.
A cluster of SRGs chartered as a single entity and responsible for the revi ew of
grant applications in scientifically related areas is called an initial review
group (IRG. [|RGs share comon intellectual and human resources

The second level of reviewis performed by a National Advisory Board or Council,
hereafter referred to as a "Council," conposed of both scientific and public
representatives who are noted for their expertise, interest, or activity in
matters related to the mssion of the specific Institute for which they serve.
Counci | recommendati ons are based not only on considerations of scientific merit,
as judged by the SRGs, but also on the relevance of the proposed study to an
Institute's progranms and priorities.



Figure 4
Dual Review System for Grant Applications

First Level of Review

Scientific Review Group (SRG)

» Provides Initial Scientific
Review of Grant Applications

» Rates Applications and Makes
Recommendations for
Appropriate Level of Support
and Duration of Award

Second Level of Review

Council

» Assesses Quality of SRG
Review of Grant Applications

» Makes Recommendation to
Institute Staff on Funding

» Evaluates Program Priorities
and Relevance

» Advises on Policy

The dual review system which separates the scientific assessnent of proposed
projects from policy decisions about scientific areas to be supported and the
| evel of resources to be allocated, pernmts a nmore conprehensive eval uation than
would result froma single |level of review The dual system of review provides
NlH officials with the best avail abl e advi ce about scientific as well as societa
val ues and needs.

How Members of Scientific Review Groups are Selected

The primary requirenent for serving on an SRG is denonstrated conpetence and
achi evenent as an i ndependent investigator in a scientific or clinical discipline
or a bionedical or biobehavioral research specialty. Assessnent of such
conpetence is based on the quality of research acconplished, publications in
refereed professional journals, and other significant scientific or clinica

activities, achievenents, and honors. Usually, a doctoral degree or its
equivalent is required. Service also requires mature judgenent, bal anced
perspective, objectivity, ability to work effectively in a group context,
conmtrment to work assignnents, and personal integrity to assure the

confidentiality of applications and discussions and the avoidance of real or
potential conflicts of interest. NIH al so considers such factors as geographic
distribution, institutional representati on, and adequate representation of ethnic
mnority and fenale scientists in the selection of SRG nenbers.

The NH invites suggestions for nenbership on its SRGs and Councils. The
Scientific Review Administrators (SRAs), who are NH health scientist
adm nistrators in charge of SRGs, nom nate candidates based on the SRAs’
know edge of the scientific field and recomendati ons and suggestions of NH
staff, SRG nenbers, and others, such as |eaders of various scientific societies
and journals. The Director, N H nakes final appointnents to SRGs and advi sory
commttees. The Secretary of DHHS nmakes appointnents to Councils, except for the
Nati onal Cancer Advisory Board and the President's Cancer Panel, whose nenbers
are appointed by the President of the United States. Appointnments are usually
nmade for four years and staggered, so that about a fourth of the nenbership of a
group i s new each year.

Responsibilities of NIH Staff




As shown in Figure 5,
staff of the NIH have inportant

awar d,

but

the review, program and grants and contracts managenent
separate responsibilities in the review,

and nmanagenent processes for grants and contracts.

Figure 5

Responsibilities of NIH Staff in the Review, Award, and

Management of Grants and Contracts

Review Staff

*Nominate SRG members
»Select temporary members and site visitors
*Provide orientation for SRG members

*Explain and interpret NIH review policies and
procedures

« Assign review responsibilities

*Manage project site visits

*Manage SRG meetings

*Prepare summary statements

«Attend Council meetings to provide .
requested information in support of committee
recommendations

*Communicate with program staff on review
matters

+*Discuss review questions with applicants prior
to the SRG meeting

Program Staff
*Develop program initiatives

*Provide guidance and assistance to
applicants

+Attend SRG meetings as program resource
person(s)

*Interpret program policY and guidelines for
reviewers upon reques

*Provide scored SRG summary statements to
applicants

*Present SRG recommendations to Council

*Discuss review questions with applicants
after the SRG meeting

*Make the award recommendations

+Participate in identifying prospective SRG
and Council nominees

»Evaluate programs

* Communicate with review staff on program
matters

. Partici{)ate with grants management staff in
budget negotiations

*Monitor research progress during the award
perio

Grants and Contracts Management Staff

«Provide business guidance to applicants
and reviewers as necessary

«Participate with program staff in budget
negotiations prior to and following awards

«Attend SRG meetings as resource
person(s)

»Maintain official grant and contract files

+Assist in developing program policy

*Provide fiscal management of grants
and contracts

*Monitor for grant-specificand
Institutional "compliance with policies
and regulations




4. Review Process: Grant Applications

The review cycle for a grant application begins when an investigator submts an
application to the NIH, generally through an organi zation that qualifies for NIH
grants-in-aid, and concludes when the applicant organization and the principa

i nvestigator are notified about the recommendati on of the Council (Figure 6).

Wthin the NIH, the review cycle involves the interaction of the CSR and the
appropriate awarding Institutes. Oganizationally, the CSRis accountable to the
Director, NIH and is separate from the funding Institutes. The CSR has no
responsibility for either the decisions about funding or the managenent of grant
prograns.

Figure 6
Initiation and Review of a Grant Application

*Research Project Grants

*Individual National Research
Service (Fellowship) Award*

«Academic Research Enhancement CSR Study
Award (AREA) Section

*Small Business Innovation 4
Research (SBIR)

*Small Business Technology
Transfer (STTR)

N

Investigator(s) | CSR Council

*Program Project

«Institutional National Research
Service (Training) Award Institute

*Center SRG

*Research Career Awards (Ks)

*Request for Applications (RFA)

* Does not require council review

Assignment of Applications for Review and Possible Institute Funding

Grant applications submitted to the NIH are received centrally in the CSR In
the CSR Division of Receipt and Referral, Referral O ficers, nbst of whom are
SRAs in the CSR, determne the relevance of each application to the overal

m ssion of the NIH  They assign acceptabl e applications to an appropriate revi ew
group, within CSR or an Institute, and to an appropriate Institute for possible
funding. Assignnent to a review group is based on the nature of the application
and its conformty to the review responsibilities and scientific expertise of the
nmenbership of the review group. The principal investigator is encouraged to
provi de suggestions as to appropriate review groups and/or scientific expertise

needed to evaluate the application. |If specialized expertise is required to
review an application, additional tenporary nenbers may be invited by the SRA to
serve as reviewers. |If the research objectives of an application or group of
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applications cannot be reviewed appropriately by an existing review group, a
speci al enphasis panel (SEP) is constituted for this review Assignment to a
funding Institute is based on the Institute's |legislatively nandated program
responsibilities. |If the subject natter of an application is pertinent to the
program responsibilities of two or nore Institutes, a dual or multiple assignnent
may be nade.

Initial Review by Peers

Dependi ng generally upon the grant nechanism the first level of review
(scientific merit) is by a review group located either within CSR or an
Institute. In the CSR the study sections review nost applications for research
project and small business grants and individual postdoctoral fellowships. The
review groups in the Institutes review center grant applications, nost
applications for program projects and other special prograns, and nost
applications received in response to RFAs. (See Figure 6.)

VWl l in advance of the review group meeting, the SRA sends each menber copies of
the applications and supporting materials to be reviewed at the neeting.
Applications with which a reviewer is considered to have a conflict of interest
are omtted fromindividual mailings. For all applications sent, a certification
of lack of conflict of interest is required of each reviewer

Each menber is expected to read and becone famliar with the applications. The
SRA al so assigns each application to two or nore review group nenbers for
detailed witten reviews. (These designated reviewers present their witten
eval uations at the SRG neeting.) Additionally, readers or discussants are
designated for each application. They are to be especially conversant about
those applications, but are not routinely expected to prepare witten revi ews.

If additional information fromthe applicant is needed, reviewers should ask the
SRA, well in advance of the neeting, to obtain the required materials. Reviewers
nmust not contact an applicant directly. The official representative of the
granting agency, in this case the SRA, nust handle all conmmunications wth
applicants.

For some applications, an SRA or a reviewer may feel that opinions should be
obtained from specially qualified experts who are not nenbers of the review
group. The SRA will seek mail opinions fromsuch experts. Reviewersl requests
to the SRA should be nmade as pronptly as possible so that outside opinions wll
be received in time for the SRG neeting. Another option is to invite tenporary
nmenbers to the nmeeting to assist in the review of certain applications or to have
them participate by tel ephone conference.

Reviewers' Preliminary Written Comments (R01)

Revi ewers’ prelimnary witten comments on assigned applications should be sent
to the SRAls office as early as possible, so that the SRA can read all reviews
and be aware of any major difficulties or differences of opinion. Mreover, if
guestions have been raised, the SRA can often obtain answers before the neeting.
The reviewersll witten comments and the subsequent discussions during the review
neeting are the basis for the final recommendati on of the SRG and for the summary
statenment prepared by the SRA. The sumuary statenent, which is the official
docunent describing the deliberation of the SRG is transmtted to the
appropriate NH Council and to the applicant principal investigator.
Consequently, reviewers nust provide specific substantiation of their
recommendations. Al so, the reviewersll cooments should be suitable in format,
content, and phrasing so that applicants and NIH program staff clearly understand
the reviewers' evaluations. Unexpl ai ned abbreviations and | aboratory jargon
shoul d be avoi ded.



The following guidelines are the standard format for prelimnary witten revi ews
of RO1 research project grant applications, which starting in 1998, incorporated
the new review criteria described bel ow under Critique. Detailed instructions
wi Il be provided by each SRA

Pl ease use the follow ng guidelines when preparing witten comments on research
grant applications assigned to you for review. The goals of N H supported
research are to advance our understanding of biological systens, inprove the
control of disease, and enhance health. In your witten review, you should
conment on the followi ng aspects of the application in order to judge the
i kelihood that the proposed research will have a substantial inpact on the
pursuit of these goals. NOTE: Your witten reviews should not bear persona
identifiers because unaltered conments will be sent to the investigator

DESCRI PTION: Use the abstract on page 2 of the application unless inappropriate
Do not make eval uative statenents in this section

CRITIQUE: Include as little descriptive information in this section as possible
Pl ease address in five individual sections each criterion listed below. In
addition: for conpeting continuation (renewal) applications, include an
eval uation of progress over the past project period; for anmended applications,
address progress, changes, and responses to the critiques in the sunmary
statement from the previous review, indicating whether the application is
i nproved, the sane as, or worse than the previous subm ssion. These comments on
progress and response to the previous review should be provided in a separate
par agr aph and/or under the appropriate criteria.

1) Significance
Does this study address an inportant problenf If the ains of the application are

achi eved, how will scientific know edge be advanced? What will be the effect of
these studies on the concepts or nethods that drive this field?

2) Approach
Are the conceptual franework, design (including conposition of study popul ation),
nmet hods, and anal yses adequately devel oped, well integrated, and appropriate to

the ains of the project? Does the applicant acknow edge potential problem areas
and consider alternative tactics?

3) Innovation

Does the project enploy novel concepts, approaches or methods? Are the ains
original and innovative? Does the project challenge existing paradi gns or devel op
new et hodol ogi es or technol ogi es?

4) | nvestigator

Is the investigator appropriately trained and well suited to carry out this work?
Is the work proposed appropriate to the experience level of the principal
i nvestigator and other researchers (if any)? PLEASE DO NOT | NCLUDE descriptive
bi ographi cal information unless inportant to the evaluation of nerit.

5) Environnent

Does the scientific environnent in which the work will be done contribute to the
probability of success? Do the proposed experinments take advantage of unique
features of the scientific environment or enploy useful collaborative
arrangenments? |s there evidence of institutional support? PLEASE DO NOT | NCLUDE
description of available facilities or equipnment unless inportant to the
eval uation of nerit.



OVERALL EVALUATION: I n one paragraph, briefly sumrari ze the nost inportant points
of the Critique, addressing the strengths and weaknesses of the application in
terms of the five review criteria. Reconmend a score reflecting the overal

i mpact of the project on the field, weighting the reviewcriteria, as you fee

appropriate for each application. An application does not need to be strong in
all categories to be judged likely to have a major scientific inmpact and, thus,
deserve a high nerit rating. For exanple, an investigator may propose to carry
out inportant work that by its nature is not innovative, but is essential to nove
a field forward.

BUDGET: Evaluate the direct costs only. Do not focus on detail. For all years,
determ ne whether all itens of the budget are appropriate and justified. Provide
a rationale for each suggested nodification in amount or duration of support. For
suppl enental applications, conrent on the requested budget in relation to the
parent grant.

OTHER CONSI DERATI ONS

REVI EW OF NEW | NVESTI GATOR R0O1S. Under a new NI H policy, new investigators are
encouraged to submt traditional research project grant (R0O1l) applications, which
will be identified as being from new investigators. At the sanme time, First
| ndependent Research Support and Transition (FIRST, R29) award applications are
no | onger accepted (effective June 1998.) The NIH is revising its application
forms to allow new investigators to indicate their status on the face page of the
application and thus ensure that reviewers can readily identify applications
submtted by new investigators. In the interim NH staff wll identify
applications fromnew i nvestigators.

When revi ewi ng these applications, reviewers should keep in mnd the experience
of and the resources available to the new investigator. The five new review
criteria nust be evaluated in a manner appropriate to the expectations for and
problens likely to be faced by a new investigator. Specifically, when
consi deri ng:

approach: nore enphasis should be placed on denonstrating that the techni ques/
approaches are feasible than on prelimnary results

investigator: nore enphasis should be placed on their training and their research
potential than on their track record and nunber of publications - enphasis shoul d
be placed on their independent status

envi ronnent: there should be sone evidence of institutional commtmrment in terns
of space and tine to performthe research.

OVERLAP. Reviewers should identify any apparent scientific or budgetary overlap
with active or pending support, including any non-N H support. Potential overlap
shoul d not affect the nmerit review of an application, but it will be identified
in the sunmary statenent as an administrative note for subsequent staff action

FOREIGN. If the applicant organization is foreign, reviewers should comment on
any special talents, resources, populations, or environnental conditions that are
not readily available in the United States or that augment existing United States
resources, indicating whether simlar research is being done donestically and
whether there is a need for such additional research. These coments are
i mportant, but they should not influence the overall score. This consideration
does not apply to applications fromU. S. organi zations for projects containing a
significant foreign conponent.

RESEARCH | NVOLVI NG HUMAN SUBJECTS. Saf eguarding the rights and wel fare of human
subj ects involved in research activities supported by DHHS is primarily the
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responsibility of the institution that receives or is accountable to DHHS for the
funds awarded for support of the activity. However, NIH also relies on its SRGs
and Councils to evaluate all applications and proposal s invol ving human subjects
for conpliance with human subject regul ati ons (Code of Federal Regulations, title
45 part 46).

“Human subj ect’ neans a living individual about whom an investigator (whether
prof essional or student) conducting research obtains 1) data through intervention
or interaction with the individual or 2) identifiable private information.
"Intervention' includes both physical procedures by which data are gathered (for
exanpl e, venipuncture) and manipulations of the subject or the subject's
environnent that are perforned for research purposes. ‘'lInteraction' includes
communi cation or interpersonal contact between investigator and subject. 'Private
i nformati on' includes information about behavior that occurs in a context in
whi ch an individual can reasonably expect that no observation or recording is
taking place, and information that has been provided for specific purposes by an
i ndi vi dual and whi ch the individual can reasonably expect will not be nmade public
(e.g., a nedical record). "Private information' nust be individually
identifiable, so that the identity of the subject may readily be ascertained by
the investigator or associated with the information."

"Research' means a systematic investigation designed to develop or contribute to
general i zabl e know edge. Activities that neet this definition constitute
research for the purpose of this policy. 'Mninmal risk' means that the risks of
harm anticipated in the proposed research are not (greater, considering
probability and nmagnitude, than those ordinarily encountered in daily life or
during performance of routine physical or psychol ogi cal exam nations or tests."

The DHHS will fund research covered by the regulations only if the applicant
institution has filed an appropriate assurance with the NH Ofice for Protection
from Research Risks (OPRR), and has certified that the research has been approved
by an institutional review board (IRB) and is subject to continuing review by the
IRB. The IRB Approval Date must be one year or less before the receipt date for
which the application is submtted. Wen the proposed research involves only
mnimal risks and neets certain other conditions, the IRB may waive the
requi renent for obtaining informed consent. \When the research is exenpt from
regul ati ons, as provided under 45 CFR 46.101(b), adherence to ethical standards
and pertinent laws is still required.

SRG menbers are expected to evaluate the use of human subjects in their reviews.
If the information is mssing, the application should not be revi ewed.

If Exenptions Are Cained, express any conments or concerns about the
appropri ateness of the exenption(s) clainmed.

If No Exenptions Are dained, express any coments or concerns about the
appropri ateness of the principal investigatorls responses to the follow ng six
requi red points requested in the application kit, especially whether the risks to
subj ects are reasonable in relation to the anticipated benefits to the subjects
and in relation to the inportance of the know edge that may reasonably be
expected to result fromthe research.

Principal investigators nust:

1. Provide a detail ed description of the proposed invol venent of human subjects
in the work previously outlined in the Research Design and Methods section.
Describe the characteristics of the subject population, including their
antici pated nunber, age range, and health status. Identify the criteria for
i nclusion or exclusion of any subpopul ation. Explain the rationale for the
i nvol vement of special classes of subjects, such as fetuses, pregnant wonen,
prisoners, institutionalized individuals, or others who are likely to be
vul ner abl e.
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2. ldentify the sources of research nmaterial obtained from individually
identifiable Iiving human subjects in the form of speci nens, records, or data.
I ndi cate whether the material or data will be obtained specifically for research
pur poses or whether use will be made of existing specinens, records, or data.

3. Describe plans for the recruitnent of subjects and the consent procedures to
be followed. Include the circunstances under which consent will be sought and
obt ai ned, who will seek it, the nature of the infornation to be provided to
prospective subjects, and the nethod of docunenting consent. State if the IRB
has authorized a nodification or waiver of the elements of consent or the
requi renent for docunentation of consent. The inforned consent form which nust
have | RB approval, should be submitted to the PHS only if requested.

4, Describe potential risks -- physical, psychological, social, legal, or other -
- and assess their likelihood and seriousness. Where appropriate, describe
alternative treatnments and procedures that m ght be advantageous to the subjects.

5. Describe the procedures for protecting against or mnimzing potential risks,
including risk to confidentiality, and assess their likely effectiveness. Were
appropriate, discuss provisions for ensuring necessary nedical or professiona
intervention in the event of adverse effects to the subjects. Al so, where
appropriate, describe the provisions for nonitoring the data collected to ensure
the safety of subjects.

6. Discuss why the risks to subjects are reasonable in relation to the
anticipated benefits to subjects and in relation to the inportance of the
know edge that nmay reasonably be expected to result.

If a test article (investigational new drug, device, or biologic) is involved,
name the test article and state whether the 30-day interval between subm ssion of
applicant certification to the Food and Drug Adnministration and its response has
el apsed or has been waived and/or whether use of the test article has been
wi thhel d or restricted by the Food and Drug Administration.

If a reviewer notes a potential problem regarding the protection of hunman
subjects, at the neeting the SRAwill deternmine if there is an SRG consensus on
the matter. The SRGreviewis expected to reflect the collective standards of the
prof essions represented within its menbership. Based on the evaluations of its
menbers, the SRG may:

0 favorably recommend the activity without restrictions;

0 favorably recommend the activity, but record commrents or expressions of concern
to be communicated to the institution and the principal investigator

0 recommend limitations on the work proposed, the inposition of restrictions, or
the elimnation of objectionable procedures involving human subjects;

0 recomend the application receive no further consideration if the research
risks are sufficiently serious and protection against the risks so i nadequate as
to nake the entire application unacceptable; or

0 recommend deferral for resolution of SRG concerns for human subjects
protection.

Comments or concerns expressed by SRG nmenbers about the adequacy of the
protections afforded human subjects used in the project will be included in a
Special Note on the sunmary staterment. No award may be nmade unless all Concerns
rai sed have been resolved to the satisfaction of the NNH (generally at assi gned
awarding I1C level) and the applicant institution has given the OPRR an acceptabl e
assurance of conpliance with the Regul ati ons.

12



The materials listed in Appendix A may be useful guides in evaluating
applications invol ving human subj ects.

Inclusion of Both Genders and Mnorities as Research Subjects. NH policy
requi res that applicants who propose research that involves human subjects and/or
human tissues include ninorities and both genders in study popul ations, so that
research findings can be of benefit to all persons at risk of the disease,
di sorder, or condition under study. Applicants nust describe and justify the
gender and racial/ethnic conposition of the proposed study population in terns of
the scientific objectives of the study.

Revi ewers are to eval uate whether the representation of mnority groups and both
genders is appropriate, and if not whether the justification provided by the
investigator is adequate. If representation is limted or absent, AND the
scientific justification for the selected study population is inadequate,
reviewers are to consider this a scientific weakness and deficiency in the study
design and reflect this in the witten review statements and in the assigned
priority score. The review grouplls findings and recommendati ons on this issue
will be included in a special section at the end of the OCritiquell under the
subheadi ng 0Gender and Mnority Subjects.[

Participation of Children in Research. NIH policy is that children (i.e.

i ndi vidual s under the age of 21) nust be included in all human subjects research
conducted or supported by the NNH, unless there are scientific or ethical reasons
not to include them This policy applies to all NH conducted or supported
research invol ving hunman subjects, including research that is otherw se "exenpt"
in accord with Sections 101(b) and 401(b) of 45 CFR 46 - Federal Policy for the
Protection of Human Subjects. The inclusion of children as subjects in research
nmust be in conpliance with all applicable subparts of 45 CFR 46 as well as with
ot her pertinent federal laws and regulations. Al initial applications (type 1)
for research invol ving human subjects submitted to NNH after the Cctober 1, 1998,
recei pt date nust include a description of plans for including children. If
children will be excluded fromthe research, the application or proposal nust
present an acceptable justification for the exclusion

In the research plan, the investigator should include a section titled
"Participation of Children." This section should provide either a description of
the plans to include children and a rationale for selecting or excluding a
specific age range of child, or an explanation of the reason(s) for excluding
children as participants in the research. Wen children are included, the plan
nust al so include a description of the expertise of the investigative teamfor
dealing with children at the ages included, of the appropriateness of the
available facilities to accommobdate the children, and the inclusion of a
sufficient nunber of children to contribute to a nmeaningful analysis relative to
the purpose of the study. SRGs at the NIH will assess each application as being
"acceptabl e" or "unacceptable” in regard to the age-appropriate inclusion or
exclusion of children in the research project, in addition to evaluating the
pl ans for conducting the research in accord with these provisions.

VERTEBRATE ANI MALS. Although the recipient institution and investigator bear the
nmaj or responsibility for the proper care and use of aninmals, NNHrelies onits
staff, SRGs, and Councils to review research activities for conpliance with the
PHS policy for the care and use of vertebrate aninmals. The care and use of
vertebrate animals in funded projects nust conform to applicable [aw and PHS
policy. A verification of an institutional aninmal care and use commttee (I ACUQ)
review and an institutional assurance are required for applications involving
vertebrate animals. |1ACUC verifications are valid for up to three years. The
general intent of the |law and policy can be summarized as two broad rul es.

0 The project should be worthwhile and justified on the basis of
anticipated results for the good of society and the contribution to
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know edge, and the work should be planned and perfornmed by qualified
scienti sts.

0 Aninmals should not be confined, restrained, transported, cared for, and
used in experinental procedures in a manner to inflict any unnecessary
di sconfort, pain, or injury.

Ref erence nmaterials listed in Appendix A are inportant aids to the review of
projects involving the use of aninmals.

Revi ewers shoul d express any conments or concerns about the appropriateness of
the responses to the following five required points requested in the application
kit, especially whether the procedures will be linmted to those that are
unavoi dable in the conduct of scientifically sound research

Principal investigators nust:

1. Provide a detailed description of the proposed use of the animals in the work
previously outlined in the Research Design and Methods section. Identify the
speci es, strains, ages, sex, and nunbers of animals to be used in the proposed
wor k.

2. Justify the use of animals, the choice of species, and the nunbers to be used.
If animals are in short supply, costly, or to be used in |arge nunbers, provide
an additional rationale for their selection and their nunbers.

3. Provide information on the veterinary care of the animals involved.

4. Describe the procedures for ensuring that disconfort, distress, pain, and
injury will be limted to that which is wunavoidable in the conduct of
scientifically sound research. Describe the use of anal gesic, anesthetic, and
tranquilizing drugs and/or confortable restraining devices, where appropriate, to
m ni mze disconfort, distress, pain, and injury.

5. Describe any nethod of euthanasia to be used and the reasons for its
selection. State whether this nmethod is consistent with the recommendati ons of
the Panel on Euthanasia of the Anerican Veterinary Medical Association. If not,
present a justification for not follow ng the recommendati ons.

Conment s or concerns expressed by SRG nmenbers about animals used in the project
will be included in a Special Note on the sumuary statenent. Wen applications
i nvol ve especially suitable animal nodels or particularly effective protocols
that conserve aninal resources, it should be noted in the OCitiquell section of
the summary statement. No award rmay be made unless all Concerns raised by the
SRG have been resolved to the satisfaction of the NIH (generally at assigned
awarding IC level), and the applicant institution has given the OPRR an
accept abl e assurance of conpliance with PHS policy.

Revi ewers shoul d addressed any questions on the above hunman subjects and ani ma
welfare policies to the SRA. In devel oping a response, the SRA may consult OPRR
which is responsible for the admnistration and interpretati on of DHHS policy and
regul ations for the protection of human subjects and the care and use of animals
in research.

HAZARDOUS RESEARCH MATERI ALS AND METHODS. The investigator and the applicant
institution are responsible for protecting the environnment and research personne
from hazardous conditions. As with research involving human subjects, reviewers
are expected to apply the collective standards of the professions represented
within the SRG in identifying potential hazards, for exanple, inappropriate
handl i ng of bi ohazardous materials, such as oncogenic viruses, reconbi nant DNA
chem cal carcinogens, infectious agents, and radi oactive or explosive nateri al
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If special hazards are identified, concerns about the adequacy of safet
procedures will be included in a Special Note, [Biohazard,l after the OCritique.

No award will be made until all concerns about hazardous conditions have been
resolved to the satisfaction of the NIH

M SCONDUCT. Scientific msconduct is defined by the PHS as fabrication,
falsification, plagiarism or other practices that seriously deviate fromthose
that are commonly accepted within the scientific comunity for proposing,
conducting, or reporting research. It does not include honest errors, honest
differences in interpretation, or judgenents of data. It also does not include
unintentional failure to comply with federal requirenents affecting specific
aspects of the conduct of research, e.g., the protection of human subjects and
the welfare of |aboratory aninals.

Al l egations of scientific msconduct are very serious, and confidentiality nust
be strictly observed. |If reviewers identify areas of the application that m ght
indicate the possibility of scientific m sconduct before the SRG neeting, they
shoul d contact the SRA pronptly. |f possible msconduct is raised during the SRG
neeting, the SRA will deternmine whether the information is conpronising the
scientific nerit review If the reviewis conpronm sed, the application should be
def erred.

OTHER RECOMMENDATI ONS

DEFERRAL: |If an SRG cannot nake a recommendati on w thout additional information,
deferral may be appropriate. The information may be obtai ned by tel ephone, by a
project site visit, in exceptional instances, or by the subm ssion of additiona
witten material by the applicant. Deferred applications are not presented to
Councils and are usually reviewed again at the next SRG neeti ng.

NOT RECOMMENDED FOR FURTHER CONSI DERATION: A smal | nunber of applications are
given the designation [not recommended for further consideration.0l These
i nclude: (1) applications not favorably reconmended for certain prograns that are
not streanlined, such as fellowships and AREAs; (2) some RO1 applications not
favorably recomended that, for various reasons, are not streanlined; (3)
applications involving gravely hazardous or unethical procedures; (4) instances
when no funds can be reconmmended, such as with supplenments deened to be
unnecessary; and (5) cases in which the SRG determines that the naned principa
investigator will not be responsible for the scientific and technical direction
of the project. Cenerally, no priority rating is given, and the applications are
usual |y not presented to Councils.

Meetings of Scientific Review Groups

Wthin CSR, SRGs normally meet three times a year usually for two days each tine,
dependi ng upon the nunber and types of grant applications to be reviewed. An SRG
responsible for the review of research project grant applications may be assigned
for review as many as 75 to 100 applications at each neeting. Each nenber may
therefore be asked to prepare detailed witten critiques for as many as 8 to 10
applications. In addition, each nenber will be assigned as a di scussant (reader)
on a group of applications. Witten commrents from di scussants are optional, but
may be requested by the SRA

The SRA, who is the Designated Federal Oficial in charge of the neeting, and the
chai rperson, who is one of the nenbers, conduct SRG neetings. The meeting cannot
proceed in the absence of the SRA

During the review portion of the neeting, the chairperson calls on the assigned
reviewers and di scussants to present their witten critiques or verbal conmmrents.
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After these presentations, the Chairperson noderates any discussion. Since al
menbers will have received and are expected to have exami ned all appropriate
applications before the nmeeting, they should be prepared to contribute to the
di scussions and to score each application on the basis of their own assessnent of
its merit. Menmbers whose assessnment of an application is distinctly different
fromthat of nobst nmenbers nust voice and explain their views. Reviewers are
encouraged not to abstain from assigning a score. However, if a reviewer is
unabl e to assess the nerit of an application without additional information, as
evi denced by his or her prior discussion or recomendation for deferral, that
revi ewer may abstain fromscoring the application

Streamlined Review Procedures

SRGs in CSR use a streamlined review process as part of their peer review
procedures for RO1, SBIR and STTR applications. nly those applications judged
in the approxi mate upper half are discussed at the SRG neeting.

To carry out this process nost effectively, the upper and |lower half of the
applications are tentatively identified prior to the SRG neeting. [Upper hal fl
sinply nmeans the approxi mate upper half, in quality, of applications assigned to
the review group. More precisely, these are the applications which reviewers
believe represent qualitatively the upper half of research custonarily revi ewed,
round to round, in their SRG  The specific steps in the streamined review
process are as foll ows:

1. By a predetermined date prior to the SRG neeting, assigned reviewers or
di scussants are asked to identify for the SRA those of their assigned
applications that do not fall within the upper half.

2. Afew days prior to the SRG neeting, all nenbers receive a list fromthe SRA
of those applications proposed by at |east two assigned reviewers/di scussants to
be excluded fromthe upper half.

3. At the beginning of the SRG neeting, the list of applications nom nated for
inclusion in the lower half is read aloud for final concurrence by the entire
review group. Nonconcurrence by only one nenber is sufficient to bring an
application to full discussion at the neeting. GCccasionally, it may al so happen
that review nmenbers will unani nously agree, either at the outset of the neeting
or later during discussion of applications, to designate additional applications
as not requiring full discussion and scoring.

For applications not in the upper half, reviewersll critiques, essentially
unaltered, are incorporated into the summary statement and provided to the
princi pal investigator, along with an introductory paragraph briefly describing
the review process. Applications not scored during streamlined review are
normal |y not reviewed by Council. However these applications are considered
favorably recomrended unl ess the summary statenment explicitly states otherw se
and in rare circunstances nay be recomrended for Council consideration by program
staff.

4. For those applications that are considered to be in the upper half and
therefore scored, reviewers are expected to nodify their critiques when their
assessments of merit change as a result of the discussion. O herw se, the
reviewersll critiques will be included in the sunmary statenent, essentially
unal tered by the SRA

Additionally, for scored applications, the SRAwill wite a OResume and Sunmary
of Discussionll section. This section conveys the highlights (i.e., najor
strengths and weakness identified) of the discussion at the review neeting and
explains how the conmittee arrived at the final rating.
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Priority Scores

For streamiined review, the full range of priority scores from100 to 500 is not
used for the applications in the upper half. When scoring an application,
menbers should assign a score of approximately 300 for an application of
Oaveragell quality, and distribute scores for applications in the upper half
accordingly. However, if significantly nore than 50 percent of the applications
are designated in the Oupper half,0 scores beyond 300 should be assigned. In
addition, reviewers are free to vote their conscience.l That is, if a reviewer
mai ntains that an application is not in the upper half, despite a discussion and
general consensus of other reviewers, the reviewer should still provide whatever
priority rating believed appropriate.

In rating applications, reviewers shoul d:

0 base their opinions strictly on thoughtful and objective considerations
of the review criteria, not on enotional or |Institute budgetary
consi der ati ons;

0 judge the nerit of each proposal independently of other proposals and
according to the "state-of-the-science" in the research area; and

0 vote according to their own judgenment and eval uation of the application.

After the nmeeting, the individual reviewers' ratings for each scored application
are averaged and nultiplied by 100 to provide a three-digit rating called the
priority score. Priority scores are included in summary statenents, which are
forwarded to the NIH Institutes for Council review and to the applicant principa
i nvestigators.

In addition to the priority score, percentile ranks are displayed on the summary
statenments of RO1 applications reviewed by CSR Percentiles are calcul ated
agai nst a reference base of research grant applications reviewed by a chartered
or qualified review group at three consecutive neetings. The percentile
represents the relative position or rank of each priority score (along a 100.0
percentil e band) anong the scores assigned by a particular SRG Applications not
recommended for further consideration and unscored applications are included with
the scored applications in the calculation of percentile ranks. Thus wth
stream ined review, there is no mathemati cal advantage to the SRG that scores
nore applications in the “upper half.”

The percentile ranks and priority scores guide and usually influence the Councils
and Institutes in deciding which applications to fund. Al though Councils may not

change these scores, they may recomrend -- usually on the basis of high or
| ow "programrel evance" -- whether an application should be funded and i n what
or der.

Summary Statements

I mredi ately after the SRG neeting, the SRA prepares a summary statement for each
application, which becones the official document describing the deliberations of
the review group. The summary statenments for all applications, except unscored
stream i ned revi ewed applications, are a conbination of the reviewersll witten
comments and the SRAlls summary of the nenbersl di scussion during the SRG neeti ng.
The summary statenents for unscored streamniined applications, which contain only
the reviewers witten comments, and applications [Not Recommended for Further
Considerationll are mailed directly to the principal investigator by CSR and are
general ly not presented to Counci l
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Sunmary statenents for scored applications include the recomendati ons of the
SRG generally a recomrended budget, and notati ons of any special points. Aspects
of an application other than scientific or technical nerit, which the SRA or SRG
consi ders inportant enough to be brought to the attention of the Institute or
Council, are prepared as notes in the summary statenent and are referred to as
Admi ni strative Notes.

Sunmary statements have numerous and inportant uses.

0 Council menbers use summary statements as the main source of information about
applications and as the primary basis for their reconmendati ons.

Olnstitute staff use summary statements as a basis for discussions with Councils
and applicants, and as guides in the future managenent of any resulting grants.

0 After SRG neetings, Institute staff send each principal investigator a copy of
the summary statenent with the priority score and the percentile rank, if any,
di spl ayed. The sunmary statenment is therefore inportant to investigators in
reassessi ng, adjusting, or revising their research projects.

0 Summary statements, whenever appropriate, can provide background information to

the reviewers which can be useful when reviewing a revised, supplenental, or
conpeting continuation application submtted in the future.

Initial Review of Applications for Major Types of Grants Other Than R01s

The previous section covered the initial review of individual ROls research
proj ect grant applications. Specific considerations for sone of the other major
grant mechani sms reviewed in CSR are described in this section

Interactive Research Project Grant (IRPG) Applications
hj ective
The Interactive Research Project G ant (IRPG program encourages the coordinated

subm ssion of related research project grants (RO1) frominvestigators who w sh
to collaborate on research, but do not require extensive shared physical

resour ces. These applications nmust be scientifically interrelated in sone
manner, and nust describe the objectives and scientific inportance of the
i nterchange of, e.g., ideas, data, or materials, anobng the collaborating

i nvestigators.
Initial Review

Each application in an IRPG group is referred (assigned) independently usually to
a CSR study section.

Review Criteria

Each application is reviewed independently. The interactions/coll aborations
within the | RPG G oup are eval uated separately fromthe scientific merit of each
application. The reviewers coment on whether the proposed coll aborations and
interactions with the other conponents of the IRPG and the proposed shared
resources described in the application are effective, adding significantly to the
scope, inportance, or originality of the research, and the nethodol ogy being
enpl oyed. Such coments are especially useful to the NIH program staff.

Program Project Grant (PO1) Applications
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nj ective

The objective of the programproject grant is to support a broadly based, multi-
di sciplinary research programthat has a well-defined major goal or basic thene.
The i ndi vi dual conponent projects nust have scientific nerit on their own as well
as being conpl enentary or contributing to the central thene of the POL.

Initial Review

VWil e applications for program project grants are usually reviewed by Institute
SRGs, some are reviewed in CSR

Review Criteri a

The initial review for scientific and technical nerit enphasizes two mgjor
aspects of the program project grant application: each conponent project and core
unit, and the program as an integrated research effort focused on a centra
t hene.

Revi ew of Research Projects. Each research conponent is individually
revi ewed and scored. Each research conponent nust neet the same standards
required in the review of regular (individual RO1l) research grants. The
guidelines for the review of the individual research conponents reflect the new
NlH review criteria and basis for assigning a priority score. |n addition, each
non-research core conponent is evaluated (but not scored) for its quality
utility to the program and the extent to which it benefits two or nore of the
research conponents. Foll owing review of the individual research and core
conponents, the program project grant is reviewed and scored as a whol e.

Revi ew of the Programas an Integrated Effort. The review criteria are:

0 the overall scientific strengths and weaknesses of the application, including
the significance of the overall scientific question(s) being addressed, and the
scientific gain (or loss) accrued by this combination of individual research
conponents into a program project;

0 the scientific and administrative coherence anong the research conponents,
including any admnistrative mechanisnms proposed to pronote coordinated
scientific planning and interaction anong the participants;

0 the interactions and coll aborations anong the participating investigators;

0 the programdirector’s scientific and administrative experience and ability
with respect to the | eadership and adm nistration of the proposed program

0 the mechani sns proposed to evaluate the progress of the individual conponents
and of the entire programand to allocate and nmanage resources, including the use
of internal and external advisory groups;

0 the scientific and intellectual environment and adequacy of the physical
resources (noting any special resources, aninal nodels, and clinical facilities
that woul d affect the conduct of this application).

Site Visits. The review of an application for a program project grant nmay

include a site visit because of the complexity and nmultidisciplinary
characteristics of this type of grant.
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Academic Research Enhancement Award (R15) Applications
oj ective

The objective of the Academ c Research Enhancement Award (AREA) is to stinulate
research in educational institutions which provide the baccal aureate training for
a significant nunber of our Nation's research scientists but which historically
have not been major participants in NIH prograns. The goals of the AREA program
are to strengthen the research environnent at |ess research-intensive schools, to
expose students at such schools to research, and to support mneritorious research

The AREA program enables qualified scientists at AREA-eligible schools to
recei ve support for snall-scale, new or ongoing health-related research projects
(including pilot research projects and feasibility studies; devel opment, testing,
and refinenments of research techniques; secondary analysis of available data
sets; and simlar discrete research projects that denonstrate research
capability.)

Initial Review
The initial merit review of AREA applications is perfornmed in CSR
Review Criteria

The Quide for Assigned Reviewers' Prelimnary Comments on R15 applications is
avail abl e on the CSR Hone Page at http://www csr. ni h. gov/ gui del i nes/area. ht m

Small Business Innovation Research (SBIR) Program (R43) (R44) Applications

hj ective

The objective of the SBIR programis to pronpte technol ogical innovation within
the Anerican small business community and thereby create jobs, augnent industria
productivity, increase conpetition, and spur economni c growth

Phase | (R43): The objective of this phase is to establish the technical nerit
and feasibility of proposed R& efforts that may ultimately | ead to commerci al
products or services, and to deternmine the quality of perfornance of the snall
busi ness awar dee organi zation prior to providing further Federal support in Phase
.

Phase Il (R44): The objective of this phase is to continue the R& efforts
initiated in Phase | which are likely to result in comrercial products or
services. Funding is based on the results of Phase | and the scientific and
technical nerit of the Phase Il application. Only Phase | awardees are eligible
to apply for Phase Il funding. Phase Il applications may be submtted before or
after the Phase | budget period has expired.

Award Period and Dollar Levels: Nornmally the award period for Phase | is for six
nonths and the statutory guideline is $100,000 and, normally, Phase Il is for two
years and the statutory guideline is $750,000. However, these award levels are
gui delines and not ceilings. Applicants nmay propose |onger periods of tinme and
greater anounts of funds necessary for conpletion of the research project.

Initial Review
The initial review of SBIR applications is generally done in CSR
Review Criteria Phase
Since Phase | is to be a technical feasibility study, reviewers should not expect

the application to provide data establishing feasibility of the project. In
considering the scientific and technical nerit of each application, the follow ng
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criteria are used:
1. soundness and technical nerit of the proposed approach

2. qualifications of the proposed principal investigator, supporting staff, and
consul tants;

3. scientific, technical, or technol ogical innovation of the proposed research

4. potential of the proposed research for conmercial application or societal
i mport ance;

5. appropriateness of the budget request;
6. adequacy and suitability of the facilities and research environnent; and

7. where applicable, adequacy of assurances detailing the proposed neans for a)
saf eguar di ng hurman or ani nal subjects and/or b) protecting against or mnimzing
any adverse effect on the environment. [|f human subjects are involved, the plans
to include minorities and both genders and children (for cal endar year 1999 and
| ater receipt dates) in study popul ati ons shoul d be assessed.

The authenticity and structure of the small business and the relationship of the
key personnel to the small business and to other institutions, etc., are
adm ni strative matters. Conments are appropriate for Adm nistrative Notes, but
these factors should not affect the scientific and technical nerit evaluation

Review Criteria Phase |
A Phase Il grant application will be reviewed based on the following criteria:

1. degree to which progress toward the Phase | objectives were net and
feasibility denonstrated,;

2. scientific and technical nerit of the proposed approach for achieving the
Phase || objectives;

3. qualifications of the proposed principal investigator, supporting staff, and
consul tants;

4. technological innovation or originality of the proposed research

5. potential of the proposed research for comrercial application or societal
i mport ance;

6. reasonabl eness of the budget requested for the work proposed;

7. adequacy and suitability of the facilities and research environnent; and

8. where applicable, adequacy of assurances detailing the proposed neans for a)
saf eguar di ng hunman or ani mal subjects and/or b) protecting against or mnimzing
any adverse effect on the environment. |[|f human subjects are involved, the plans
to include mnorities and both genders and children (for cal endar year 1999 and
| ater receipt dates) in study popul ati ons shoul d be assessed.

The recommended action and the priority score will be based on an assessnent of
the results of the Phase | effort (as reflected in the final report) and the
technical nerit of the proposed Phase Il research. Expectations of Phase |
results should take into consideration the brevity of the Phase | grant period
(six nonths).

The authenticity and structure of the small business and the rel ationship of the
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key personnel to the small business and to other institutions are adm nistrative
matters. Coments are appropriate for Adm nistrative Notes, but these factors
shoul d not affect the scientific and technical nerit eval uation

Small Business Technology Transfer (STTR) Program (R41) (R42) Applications

nj ective
The objective of the STTR program is to facilitate cooperative R& -- with
potential for commercialization -- between small business concerns and U S

research institutions.

Phase | (R41): The objective of this phase is to deternmine the scientific,
technical, and commercial mnerit and feasibility of the proposed cooperative
effort and the quality of performance of the snall business concern, prior to
providing further Federal support in Phase ||

Phase ||l (R42): The objective of this phase is to continue the research or R&D
efforts initiated in Phase I. Funding shall be based on the results of Phase |
and the scientific and technical nerit and commercial potential of the Phase I
application. Only Phase | awardees are eligible to apply for Phase Il funding.
Phase ||l applications may be submtted before or after the Phase | budget period
has expired

Award Period and Dollar Levels: Normally the award period for Phase | is for one
year and the statutory guideline is $100,000 and, normally, Phase Il is for two

years and the statutory guideline is $500,000. However, these award levels are
gui delines and not ceilings. Applicants nmay propose |onger periods of tinme and
greater anmpunts of funds necessary for conpletion of the research project.

Initial Review
The initial review of STTR applications is generally perfornmed in CSR
Review Criteria

The review criteria for STTR applications are the same as for SBIR applications.

SBIR/STTR Fast-Track Applications

Fast - Track, the concurrent submi ssion and review of both a Phase | and Phase 11
application, applies to both SBIRs and STTRs. The initiative is designed to
expedite the funding of Phase Il grants for scientifically neritorious
applications for projects that have a high potential for commercialization. The
Phase | application nust specify clear, nmeasurable goals (nilestones) that shoul d
be achieved prior to initiating Phase Il. Failure to provide clear, measurable
goal s may be sufficient reason for the SRG to exclude the Phase Il application
fromFast-Track review. The SRG will evaluate the goals and may suggest other
nm | estones that should be achieved prior to Phase Il funding. The Phase |
application nust be acconpanied by a commitnent(s) for funds and/or resources for
comerci alization of the product(s) or service(s) resulting fromthe SBIR or STTR
grant, and a concise Product Devel opnent Pl an. The Phase | and Phase |1
applications will receive a single rating.
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National Research Service Awards

Postdoctoral Fellowship (F32) Applications
hj ective

The goal of the National Research Service Award (NRSA) Postdoctoral Fell owship
(F32) Programis to help ensure that highly trained, productive, and creative
scientists will be available to carry out the Nation's bionedi cal and behavi ora
research agenda. These fellowships provide those who hol d doctorate degrees with
addi tional research training that will broaden their scientific background and
extend their potential for research in specified health-rel ated areas.

Initial Review

The initial review of nost applications for postdoctoral fellowships is done in
CSR.

Review Criteri a

The goal of reviewis to identify those candi dates who have the hi ghest potenti al
to develop into successful, independent scientists upon the conpletion of their
training. It is inmportant to renenber that the F32 programis a training award
and not a research award. Major considerations in the review are the candidate's
potential for a productive career, the candidate's need for the proposed
training, and the degree to which the research training proposal, the sponsor
and the environnent will satisfy those needs. The specific reviewcriteria for
the NRSA postdoctoral fellowships are:

0 candidate's potential to becone an inportant contributor to biomedical or
behavi oral science though assessnent of academ c¢ background and perfornmance
awards and honors, research or clinical experience, professional training,
conmitment to a career in research, publications, and references;

0 quality of the training resources and environment, especially the suitability
of the sponsor and departnent;

0 strengths and weaknesses of the research proposal

0 training value of the proposed experience relative to the candidatels
background and future objectives;[

0 where an application involves activities that coul d have an adverse effect on
humans, animals, or the environnent, the adequacy of the proposed nmeans for
protecting agai nst such effects; and,

0 for studies involving hunman subjects, the appropriate inclusion of wonen and

mnorities and children (for applications subnmitted for receipt dates after
Cctober 1, 1998) in the study popul ations and/or patient material s.

Senior Fellowship (F33) Applications

23



hj ective
The objective of the NRSA senior fellowship is to provide opportunities for
experienced scientists to make major changes in the direction of their research
careers, or to broaden their scientific background by acquiring new research
capabilities. These awards wi |l enabl e individuals beyond the new investigator
stage to take time fromregul ar professional responsibilities to receive training
to increase their scientific capabilities to engage in health-related research
The proposed study nmust be full-time and nust include the conduct of research
appropriate to the applicantls background and objective. Support may be
requested for up to two years.

Initial Review
The initial review of nost F33 applications is done in CSR

Review Criteria
The principal criteria for the initial review of applications for senior
fell owships are essentially the same as for postdoctoral fellowships (F32),

except that the enphasis is on the candidate's research conpetence rather than
research potenti al

Conference Grant (R13) Applications
nj ective
The objective of conference grants is to assist in the support of scientific
nmeetings, conferences, and workshops that are relevant to the scientific program
m ssions of the NIH and to public health.
Initial Review
R13s are reviewed in Institute SRGs or in CSR
Review Criteria
The principal criteria include:
0 the need and tineliness for the scientific neeting;
0 the format and agenda for the proposed neeting;
0 qualifications of the organizers and proposed participants;

0 past performance where applicable;

0 appropriateness of the neeting site;

0 plans for appropriate* involvenent of wonmen, racial/ethnic minorities, and
persons with disabilities in the planning and inplenmentati on of the neeting and;

0 appropriateness of the budget, per IC guidelines.
(*0Appropri atell means representation based on the availability of scientists from

t hese groups know to be working in a particular field of bionedical or behaviora
research.)
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Exploratory/Development Grant (R21) Applications
oj ective

Expl orat ory/ Devel opnent Grants (R21) are for pilot projects or feasibility
studies to support creative, novel, high risk/high payoff research that may
produce innovative advances in science. Sone ideas may not be devel oped
sufficiently to conpete as a standard ROl. Generally, these projects are in
response to specific program announcenments or RFAs and may have limitations in
direct costs and tine.

Initial Review
R21s are reviewed in Institute SRGs or in CSR
Review Criteri a

Because this programis designed to support innovative ideas, prelimnary data as
evidence of feasibility are not required. However, the applicant is responsible
for devel oping a sound research plan. Major considerations in the evaluation are
significance (is the problem inportant), approach (are concepts and nethods
appropriate), innovation (are concepts or nethods novel), investigator (is
experience |evel appropriate), and environnment (are scientific surroundings
supportive).

Small Research Grant (R03) Applications

oj ective

Smal | Research Grants provide research support specifically limted in time and
amount for studies in categorical program areas. Smal|l grants provide
flexibility for initiating studies that are generally for prelimnary short-term
projects and are nonrenewabl e.

Initial Review

RO3s are reviewed in Institute SRGs or in CSR

Review Criteria

Because small grants have defined program objectives and requirenments and are

Institute specific, the applications are often in response to specific program
announcements or RFAs. The review criteria are in the Institute announcenent.

Review by National Advisory Councils and Boards

The second | evel review for grant applications is by Institute Advisory Councils
or Boards, which assess the quality of the SRG scientific merit reviews, consider
the relevance of the proposed research to the Institutells prograns and
priorities, and advise the Institute on policy issues. Wth the exception of
i ndi vidual fellowship applications and sone grant applications recomrended at
direct costs not exceeding $50,000 annually, grants cannot be awarded wi thout a
recomendati on by a Council. Also awards cannot be nmade w thout a favorable
recomendati on by an SRG

Generally Councils review only scored applications. For nost applications,
Councils concur with the recomendati on of an SRG These applications are
usual |y acted upon as a group (“en bloc”). [If Council disagrees with an SRG

recomendati on because of a perceived flaw in the review process, it my
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recomrend deferral for rereview either by the sanme or a different SRG Even in
the absence of any perceived flawin the review process, a Council can advise the
IC that a particular application based on the rel evance of the project to the
IC s mission should receive nore favorable or | ess favorabl e consideration for
fundi ng than would be indicated by the priority score.

5. Review-Related Issues

Standards of Conduct

Conflict of Interest

At the beginning of each SRG neeting, the SRA explains the NIH conflict-of-
interest policy. Conflict of interest in scientific peer review occurs when a
revi ewer has a personal, professional, or financial interest in an application

The npbst common conflict situation is when an application was subnmitted by the
organi zation where the reviewer is enployed. A conflict of interest is also
assuned when: (1) an application was subnitted by or involves a reviewer, a close
relative, or a professional associate; or (2) the reviewer, a close relative, or
col l eague has a financial interest in the application under review For these
purposes, close relatives are defined as parents, spouses, or children. d ose
prof essi onal associ ates include col |l eagues with whomthe reviewer does research

as well as other colleagues, scientific nmentors, or students with whom the
revi ewer has personal |y worked.

Some conflict-of-interest situations require review by a different SRG A
revi ewerlls own application may not be reviewed by an SRG that neets regularly if
the reviewer is a nmenber of that group. Also, it is CSR practice not to review
an application in the menber’s SRG when: (1) the menber is indicated in the
application to receive conpensation; (2) the nenber’s spouse, parent, or child is
narmed as the principal investigator; (3) the menber is naned as the sponsor or is
the current Ph.D. mentor of a fellowship applicant; or (4) the menber is an owner
of or officer in a for-profit applicant organization. Wen an application was
submitted by the organization where the reviewer is enployed and no other
conflicts exist, the reviewer’'s SRG can review the application, but the reviewer
must | eave the room In other conflict-of-interest situations, review staff
determine whether a different SRG committee mnust review the application or
whet her the committee on which the reviewer serves can review the application
with the reviewer not present. Any questions on this topic should be addressed
to the SRA responsible for the review

Prior to the neeting, reviewers will receive a formon which they nust identify
applications with which they have a conflict of interest and rmust certify that no
conflict of interest exists with the renaining applications. Reviewers nust also
certify on this preneeting formthat they will maintain the confidentiality of
the review process and all associated materials and information. During the
neeting, the review staff will keep a record of which menbers |eft the room due
to conflict of interest. At the end of the meeting, the SRA w Il request witten
certification fromall nenbers that they have not participated in the review of
any application where their presence would have constituted a conflict of
interest, and again, that they will maintain the confidentiality of the review
process, materials, and information.

Confidentiality

Revi ew materi al s and proceedi ngs of review neetings are privileged comruni cations
prepared for use only by consultants and staff. Revi ewers nust |eave all
materials with the SRA at the conclusion of the site visit or review neeting.

The protection of the confidentiality of review proceedings is essential to
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mai ntain the peer review system Under no circunstances shoul d revi ewers advi se
applicants or others of recomrendations nor should they discuss the review
proceedi ngs outside the SRG In addition, review group nenbers nust not
i ndependently solicit opinions or reviews on particular applications or parts
thereof from experts outside the SRG Menbers may, however, suggest scientists
fromwhom the SRA may subsequently obtain advice.

There nmust be no direct communications between reviewers and applicants. Al
conmuni cations are to be handl ed by the SRA. Inquiries or correspondence from
applicants should be referred to or sent to the SRA

As is the case with inappropriate disclosure of review proceedings to applicants,
any breach of confidentiality -- to colleagues, to institution faculty and
adm ni strators, or to nenmbers of the public -- represents a violation of the
privileged nature of the proceedings. Breach of confidentiality ignhores the
rights of applicants to their proposed work and invades the privacy of fellow
consul tants serving on review conmttees and site visit teams. A significant
result of such a breach of confidentiality could be to disqualify a current
revi ewer proven to have broken confidence; to deter qualified consultants from
serving on review commttees; or to inhibit those who do serve fromengaging in
free and full discussion of recommendati ons at review meetings.

Lobbying

VWhen nenbers of review groups attend review group neetings, they should not
di scuss their own Governnent-funded research with governnent officials on those
days. During this sanme period, nmenbers of review groups nust not discuss with
menbers of Congress proposed or pending legislation or appropriations that
concern the DHHS

Closed Meetings

Most review neetings consist entirely of review activities and are therefore
entirely closed to the public.

Reviewers’ Expenses and Reimbursement

Revi ewers are reinbursed for per diemcosts, which can vary by neeting |ocation,
and for round trip air transportation and/or ground transportation fromtheir
horme or duty station to the meeting. Any variations in travel for CSR revi ewers
nmust be approved by the Chief, Travel and Consultant Rei nbursement O fice, CSR
(301) 435-1127. Non-Federal reviewers are also paid a consultant fee for each
day spent at a site visit or an SRG neeting. The consultant fee is currently
$150. 00 per day. Participation in multiple neetings for the government (even
di fferent organizations) during the sanme day does not entitle the reviewer to
receive additional consultant fees.

Reviewers are asked to make their transportation arrangenments through the
governnent contract travel office. Travel should be by the nost direct route.
Addi tional costs resulting from flight cancellations or weather cancellations
will be reinbursed with an explanation in “Remarks” on the 1715 voucher form The
governnent travel office will call the Chief, Travel and Consul tant Rei nmbursenent
Ofice for authorization of any indirect routing or stopovers requests. Wen air
transportation is used, travelers are expected to use less than first- or
busi ness-cl ass acconmpbdat i ons.

Rei nbursenent forns will be distributed by the SRA before or during the neeting
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Reviewers are required by the Internal Revenue Service to include Social Security
Nurber s and hore addresses on the fornms. Al required receipts nust be attached
to the reinbursenent formto ensure pronpt processing and paynent of the expenses
and fees associated with the trip.

Federal enpl oyees nust travel under a federal travel order provided by CSR staff,
and they cannot receive consultant fees. The only exception to this policy is
Vet erans Adm nistration (VA) enployees with University appointnments who have
certified (using CSR provided forn) that they are traveling on that University
appoi ntnent. VA reviewers unsure about using a University appointnment should
check with their personnel office for clarification.

The CSR Home Page

Revi ewers are encouraged to visit the CSR Hone Page for additional information
about CSR and peer review. The URL address is http://wmv csr.nih.gov. The hone
page has the follow ng four main sections and information:

Welcome to CSR - provides organizational information including telephone
nunbers and E-rmail addresses for all enpl oyees.

News & Events - provides breaking news items and information on the CSR
Advi sory Conmittee neetings.

Referral & Review — provides a wealth of information on the peer review process
in CSR including neeting schedul es, study section rosters, review procedures,
gui delines for review of specific grant nmechani snms, and | atest devel opnents in
review. Also, application forns are available in this section.

Resources - provides links to other bionedical and governnental sites of
i nterest.
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Appendix A. Bibliography on Research Involving Human Subjects and
Animal Welfare

Research Involving Human Subjects

Code of Federal Regulations, Title 45, Part 46, as revised June 18, 1991,
Protecti on of Human Subj ects.

Cunul ative List of Institutions with Miltiple Project Assurances (MPAs) in
Conpliance with DHHS Regul ations. (Issued periodically by the Ofice for
Protection from Research Risks, and also available on the OPRR Wb site (see
bel ow) .

Nl H Manual |ssuance 4107, Review of Applications and Award of G ants | nvol ving
Human Subj ects, August 5, 1994, or succeeding revisions.

NI H Manual |ssuance 6000-3-4.55, Contracts |nvolving Hunan Subj ects.

Public Law 99-158, Nov. 10, 1985, Institutional Review Boards Ethics CGuidance
Program (i ncluding Fetal Research) and Public Law 103-43, June 10, 1993, Certain
Provi si ons Regardi ng Revi ew and Approval of Proposals for Research (including
Research on Transpl antation of Fetal Tissue).

OPRR Human Subjects Protections Wb Site

(http://ww. ni h.gov/grants/oprr/library _human. ht m

Animal Welfare

Code of Federal Regulations, Title 41, Chapter 3, Subpart 3-4.58, Procurements
I nvol ving the Use of Laboratory Animals.

Quide for the Care and Use of Laboratory Animals, Institute of Laboratory Anina
Resources, Conm ssion on Life Sciences, National Research Council, 1996 or
succeedi ng editions.

PHS Grants Adnministration Manual Chapter 1-43, Aninmal Welfare.

Public Health Service Policy on Humane Care and Use of Laboratory Aninals,
reprinted March 1996.

Public Law 89-544, 1966, Laboratory Aninmal Welfare Act, anended in 1970, 1976,
1985, and 1998.

OPRR Laboratory Animal Welfare Wb Site
(http://ww. ni h.gov/grants/oprr/library_animal.htn
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