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NOTICE 

EARLY RELEASE OF SUMMARY STATEMENTS 

hClir 

The National Insti tutes of Health (NIH) awarding components a r e  current ly  preparing to 
implement procedures by which program off ices will send grant  and cooperative 
agreement  application summary s ta tements ,  with priority scores, to t h e  principal
investigators (PIS) and program directors  (PDs) for those applications, promptly following
Initial Review Group (IRG) meet ings and before  the  subsequent National Advisory 
Council/Board meetings. 

PIS and PDs have been receiving summary s t a t emen t s  through two  procedures. 
S ta tements  have been available through Privacy Act  requests, under which they have 
been provided without priority scores when requested prior to  Council/Board meetings. 
They have also been sen t  automatically following the  Council/Board meetings, at which 
t i m e  t h e  priority scores are displayed. 

The new procedures for  ear ly  re lease of summary s t a t emen t s  will be ef fec t ive  with 
applications for t h e  May 1984 round of National Advisory Council/Board meetings.
Awarding components will thereupon discontinue the  routine prac t ice  of sending IRG 
summary s ta tements  to PIS and PDs a f t e r  Council/Board meetings, although additional 
communications will be sen t  regarding t h e  act ions at the  la t te r ,  including any 
recommendations differing from those of the  IRGs. Applicant investigators should 
continue to  address a l l  inquiries concerning summary s t a t emen t s  to  t h e  appropriate 
program office. 

.. 
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NOTICE 

NATIONAL RESEARCH SERVICE AWARD GUIDELINES REVISED 

The Special Edition of t h e  National Research Service Award Guidelines for Individual 
Awards - Institutional grants  has been revised t o  ref lect  changes in policy and procedures
affecting recipients of these awards. The revision is published as a Special Edition of 
this volume (Vol. 13, No. 1, January 6, 1984) of the  NIH Guide for  Grants and Contracts. 
Copies will be  distributed t o  institutional offices of sponsored programs and training 
grant  program directors. A limited number of additional copies may b e  available upon 
request from t h e  following: 

Off ice  of Grant  Inquiries 
Division of Research Grants 
National Insti tutes of Health 
Bethesda, Maryland 20205 

Telephone: (301)496-7441 
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NOTICE 

NEW APPLICATION FORM AVAILABLE FOR 

NATIONAL RESEARCH SERVICE AWARD INSTITUTIONAL TRAINING GRANTS 

A new competing National Research Service Award (NRSA) Institutional Training Grant 
application is available. The form, PHS 6025-1, Rev. 1/83, replaces form PHS 6025, Rev. 
2/80 and any earlier revisions. The new application, which has undergone extensive 
changes, should b e  used for t h e  June 1, 1984, and subsequent deadlines. (The old form 
will b e  accepted for  t h e  February 1, 1984, deadline.) 

Individual requests for National Insti tutes of Health (NIH) NRSA application ki ts  should 
be sen t  to: 

Office of Grants  Inquiries 
Westwood Building - Room 449 
Division of Research Grants 
National Insti tutes of Health 
Bethesda, Maryland 20205 

Individual requests for  Alcohol, Drug Abuse, and Mental Health Administration 
(ADAMHA) NRSA application ki ts  should b e  sent  to: 

Grants  Manage men t Off ice 
5600 Fishers Lane 
Rockville, Maryland 20857 

A self-addressed gummed label will expedite handling. Bulk supplies of t h e  NRSA 
institutional grant  application a r e  available by writing the  following: 

Administrative Branch 
Westwood Building - Room 438 
Division of Research Grants 
National Institutes of Health 
Bethesda, Maryland 20205 

Telephone: (301) 496-9797 

The application ki t  covered by this announcement is  t h e  National Research Service 
Award Institutional Training Grant. The instructions for completing the  application a r e  
specific t o  the  NRSA program. -Non-NRSA institutional training grant  programs have 
their own application packets. Requests for such program ki ts  should be  made directly to 
the appropriate PHS agency or program office. 
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NOTICE 

AVAILABILITY OF HUMAN CELL LINES ESTABLISHED FROM PATIENTS WITH 

GENETIC DISEASES 

NATIONAL INSTITUTE OF GENERAL MEDICAL SCIENCES 

The National Insti tute of General Medical Sciences (NIGMS) sponsors a bank of human 
cell lines representating a wide variety of genet ic  disorders. The bank, known as t h e  
Human Genetic Mutant Cell  Repository, is maintained at the  Inst i tute  for  Medical 
Research in Camden, New Jersey (Contract  No. N01-GM-4-2100). The purpose of this  
cell bank is to promote and fac i l i t a te  research on human genet ic  disease by providing to 
qualified investigators cell cul tures  t h a t  a r e  of high quality, viable, well character ized,  
and free of contamination. 

The cel l  bank contains fibroblast and lymphoblast lines f rom a range of inherited 
metabolic diseases or f rom disorders character ized by chromosomal abnormalities. 
There a r e  approximately 3000 cell lines representing over  300 genet ic  diagnoses. These 
include disorders of amino acid, carbohydrate, lipid, protein, and nucleic acid 
metabolism. In addition to cell lines exhibiting well-characterized metabolic or  
chromosomal abnormalities, t h e  cell bank includes a number of special  collections of cell 
lines representing diseases where t h e  de fec t  cannot ,  as yet,  be  demonstrated in culture. 
These include cells from pa t ien ts  with psychiatric disorders, neurodegenerative disorders 
such as Huntington's disease, diabetes,  cyst ic  fibrosis and ophthalmologic diseases. Each 
special  collection varies in size from a limited number of cel l  lines f rom unrelated 
individuals to sets of cel ls  f rom large kindreds with numerous a f fec ted  probands. 

A modest fee is charged for these  cell lines. A catalog summarizing information on cell 
lines s tored in the  cel l  bank is  available from: 

Dr.Arthur E. Greene 
Insti tute for  Medical Research 
Copewood and Davis S t r ee t s  
Camden, New Jersey 08103 

Telephone: (609)966-7377 
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ANNOUNCEMENT 

AVAILABILITY FOR REQUEST FOR APPLICATIONS: RFA 

84-AM42 


DATA COORDINATING CENTER FOR A COOPERATIVE CLINICAL STUDY OF 


DIETARY MODIFICATION ON THE COURSE OF PROGRESSIVE RENAL DISEASE 


NATIONAL INSTITUTE OF ARTHRITIS, DIABETES, AND 


DIGESTIVE AND KIDNEY DISEASES 


f*rrr  

Application Receipt Date: March 15, 1984 

The National Insti tute of Arthritis, Diabetes, and Digestive and Kidney Diseases 
(NIADDK) invites applications from organizations to serve as t h e  Data  
Coordinating Center  (DCC) in a multicenter cooperative clinical study,to ascertain 
t h e  influence of controlled nutritional intervention on progression of chronic renal 
disease/renal insufficiency. The Data  Coordinating Center  shall par t ic ipate  with 
the  NIADDK, and approximately ten  (!O) Clinical Centers  in a l l  phases of this 
trial. A separate  Request for Cooperative Agreement Applications (RFA-NIADDK-
83-1) was published (NIH Guide for Grants and Contracts,  Vol. 12, No. 9), inviting 
applications for  Clinical Centers  to participate with t h e  NIADDK in this  
multicenter cooperative clinical study. 

The Cooperative Agreement is similar in many respects to t h e  tradit ional NIH 
research grant,  but differs from a research grant  principally in t h e  ex ten t  and 
nature  of the  involvement of NIADDK staff. The staff of t h e  NIADDK will be  
involved as an active partner in a l l  aspects of t h e  scientific and technical 
management of th i s  study above and beyond t h e  levels required for  administration 
of traditional research grants. 

The deadline for  receipt  of applications by the  NIH Division of Research Grants 
(DRG) is March 15, 1984. Applications received a f t e r  this d a t e  will not be  
considered. Logistics and managerial practicali ty necessi ta te  t h a t  only applicant 
institutions in the  United S ta tes  will be  eligible. Additional information and copies 
of a more detailed RFA, which outlines the  DCC requirements for  participation in 
t h e  proposed study and the  method of applying can be  obtained from: 

Gladys H. Hirschman, M.D. 

Chronic Renal Disease Program Director 

National Insti tute of Arthritis, Diabetes, 


and Digestive and Kidney Diseases 

National Insti tutes of Health 

Westwood Building - Room 621 

Bethesda, Maryland 20205 


Telephone: (301) 496-7571 
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ANNOUNCEMENT 

AVAILABILITY OF REQUEsT FOR APPLICATIONS: RFA 

NATIONAL RESEARCH AND DEMONSTRATION CENTERS 

IN ADULT RESPIRATORY FAILURE 

DIVISION OF LUNG DISEASES 

NATIONAL HEART, LUNG, AND BLOOD INSTITUTE 

Application Receipt Date: May 1, 1984 

The National Heart ,  Lung, and Blood Insti tute (NHLBI) announces its intent  to allow 
current Specialized Centers of Research (SCOR) in Adult Respiratory Failure to compete
for designation as National Research and Demonstration Centers  (NRDC). To attain this 
status,  current  SCOR grantees  will have to submit a competing supplemental application 
tha t  details plans for demonstration and education research act ivi t ies  t h a t  a r e  
thematically related t o  adult  respiratory failure and for co re  activit ies t h a t  will serve to 
coordinate and integrate  t h e  various components of t h e  NRDC. 

A Request for Applications (RFA) will b e  sent  to t h e  current  SCOR grantees  in Adult 
Respiratory Failure. The application receipt  d a t e  is May 1, 1984. After initial technical 
merit  review these competing applications will be  reviewed by the  National Heart ,  Lung, 
.and Blood Advisory Council in October 1984. The award d a t e  for  successful applicants 
will be December 1, 1984 and t h e  duration of these supplemental grants  will be 4 years. 

The issuance of t h e  RFA for NRDC on Adult Respiratory Failure does no t  imply any 
intent to discontinue support for a separate  and distinct Adult Respiratory Failure SCOR 
program. The NHLBI will continue to  employ a variety of support mechanisms, including 
NRDCs, SCORs, investigator-initiated projects, training grants, and contracts ,  to 
promote its comprehensive research program. 

Although this competition is limited to current  SCOR grantees  in Adult Respiratory 
Failure, other  interested parties may receive a n  informational copy of t h e  RFA by 
writing to: 

Alfred Small, Ph.D. 

Intersti t ial  Lung Diseases Branch 

Division of Lung Diseases 

National Heart ,  Lung, and Blood Insti tute 

National Insti tutes of Health 

Westwood Building - Room 6A05 

Bethesda, Maryland 20205 


Telephone: (301) 496-7034 
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ANNOUNCEMENT 

AVAILABILITY FOR REQUESTS FOR APPLICATIONS: RFA 

CLINICAL STUDIES OF EFFECTS OF ORPHAN PRODUCTS 

FOOD AND DRUG ADMINISTRATION 

The Food and Drug Administration (FDA) announces the  availability of funds for fiscal 
year 1984, for awarding grants  to support clinical tr ials on safety and effectiveness of 
orphan products. FDA has funds to award approximately 10-20 grants  ranging from 
$20,000 to $70,000. The Agency will consider grants  greater  than $70,000 if they extend 
over a two or  th ree  yea r  period. The awards will b e  made in June and July 1984. 

Orphan products are drugs, biologics, medical devices (including in vi t ro  diagnostics),
food for medical purposes, and veterinary products t h a t  may b e  useful in a n  uncommon or  
common disease but lack commit ted commercial  sponsorship because they a r e  not 
considered commercially a t t r a c t i v e  for marketing. A subcategory of orphan products a r e  
those marketed products with suggestive evidence of usefulness in an uncommon, serious 
disease but  which a r e  no t  labeled for t h a t  disease because definitive evidence is lacking. 

One way to make orphan products more easily available is to support research to 
br 

determine whether t h e  products a r e  safe and effective.  FDA has allocated funds to 
support such research. 

INQUIRIES 

In order to receive a copy of t h e  Request for Application (RFA) o r  to receive further 
information, inquiries should b e  directed to: 

Mr. Benjamin P. Lewis 
Health Scientist Administrator 
Off ice of Orphan Products Development/HF-35 

Parklawn Building - Room 12-11 

5600 Fishers Lane 

Rockville, Maryland 20857 


Telephone: (301) 443-4903 
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ANNOUNCEMENT 

REQUEST FOR APPLICATIONS: RFA 

8 4 - E M  1 

IMMUNOLOGICAL HYPERSENSITIVITY RESULTING FROM EXPOSURE TO 

ENVIRONMENTAL CHEMICALS 

NATIONAL INSTITUTE FOR ENVIRONMENTAL HEALTH SCIENCES 

Application Receipt  Date: April 2, 1984 

I. BACKGROUND INFORMATION 

Acute hypersensitivity diseases refer  to  pathological states result ing from repeated
sensitization to a specific compound or structurally re la ted compounds. An 
increasing number of industrial chemicals o r  their  metabol i tes  which can  b e  
considered environmental pollutants induce lung and skin hypersensitivity reactions 
in humans. These compounds are sometimes directly ant igenic  but  more  of ten  
haptenate  proteins or cellular const i tuents  of t he  host. 

The problem of occupational immunological illness is  well recognized in industry 
resulting in both lung ai lments  and con tac t  hypersensitivity. Although a variety of 
sensit ive procedures have been identified in laboratory animals to de termine  t h e  
potential  of a particular chemical  to cause hypersensitivity, a large number of false 
positives and negatives have prevented accura te  extrapolat ion to humans. 
Obviously, human tes t ing with relatively unknown and potentially toxic chemicals is 
not  possible. 

11. GOALS AND SCOPE 

The objective of th i s  announcement is to indicate tha t  t h e  NIEHS has a n  interest  in 
supporting high quality research in t h e  a rea  of chemical-induced hypersensitivity 
which will e lucidate  t h e  role of environmental agents  in producing adverse effects 
on t h e  immune system. 

Although a l l  a r eas  of research which will contr ibute  to  a n  understanding of t h e  
mechanism of act ion of these agents  will be considered, emphasis will b e  placed on 
the  development and validation of immunological methods, particularly short-term 

This program is described in t h e  Catalog of Federal Domestic Assistance, No. 13.112, 
Character izat ion of Environmental Health Hazards; 13.1 13, Biological Response to 
Environmental Health Hazards; 13.1 14, Applied Toxicological Research and Testing;
13.115, Biometry and Risk Estimation. Awards will be made under t h e  authority of the  
Public Health Service Act, Ti t le  111, Section 301 (Public Law 78-410, as amended; 42 USC '3 


241) and administered under PHS grant  policies and Federal Regulations 42 CFR Par t  52 

and 45 CFR P a r t  74. This program is not  subject to Health Systems Agency review. 
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%mar 	 in vitro tests to determine t h e  potential  of chemicals of environmental concern to 
induce lung and skin hypersensitivity reactions in humans. 

In order t o  accomplish t h e  goals of t h e  program, t h e  following a r e a s  of research 
have been identified for priority considerations. 

A. 	 The development and refinement of short-term in vi t ro  models for predicting 
chemicals t h a t  have allergic potential  in humans. 

B. 	 The application of hypersensitivity tests to evaluate  changes in t h e  immune 
response following exposure to chemicals of environmental concern. 

C. 	 The validation of hypersensitivity tests in humans in order to determine 
accuracy of fu ture  extrapolation. 

D. 	 Testing scheme(s) t h a t  provide a highly systematic and comprehensive 
approach to identify agents  or chemical s t ructure  t h a t  might b e  potential
sensitizers. 

111. MECHANISM O F  SUPPORT 

The support mechanism for th i s  program will be  t h e  NIH research project grant. 
This type of announcement (the RFA) is used when an Institute--with t h e  
concurrence of its National Advisory Council o r  another appropriate advisory
group--wishes to s t imulate  investigator interest  in a particular research problem 
t h a t  is important to its program. The RFA solicitation represents  a single 
competition with usually one specific deadline for receipt of applications. All 
applications in response to a n  RFA a r e  reviewed by t h e  same  initial review group in 
competition with each other,  usually for a designated amount of funds or number of 
awards. 

The RFA identifies t h e  scope of t h e  Institute's interest  but  does not  require t h a t  
t h e  proposal conform to a specific research protocol. Thus it is expected t h a t  each 
successful applicant will plan, direct ,  and carry out t h e  research program. As with 
any research grant,  t h e  recipient must obtain prior approval for any major change
in t h e  scope or objectives of the  approved project. Applicants should be aware  that  
this general  requirement is particularly pertinent when, as in t h e  case of RFA 
solicitations, t h e  awarding Insti tute has committed funds in response t o  a specific 
program need. 

I t  is  anticipated t h a t  $500,000 will be allocated for this program during t h e  f i rs t  
year; however, award of grants  is contingent upon the  availability of funds. The 
project period should adequately ref lect  t h e  t ime  required to accomplish t h e  s ta ted  
goals and be  consistent with the NIH policy for grant  support. 

IV. REVIEW PROCEDURES AND CRITERIA 

A. Review Procedure 

Proposals in response t o  this  solicitation will be reviewed in competit ion with 
each other on a nationwide basis. The initial review will be  for scientific 
merit  and will be  carried out by an appropriate peer review group. The 
secondary review for relevance and responsiveness to t h e  announcement will 
be  made by the  National Advisory Environmental Health Sciences Council. 
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Applicants will be  informed of the  results of t h e  competi t ion as soon as 
possible a f t e r  t h e  September  meeting of the  Council. 

B. Review Criteria 

Applications must  be responsive to t h e  RFA and, therefore ,  re levant  to t h e  
program goals of t he  sponsoring institute. Those fac tors  considered to be 
important for  review include a demonstrated knowledge of t h e  applicable 
science, adequacy of facilities and commitment,  availability of subject
population when applicable and in-depth knowled e of t h e  state-of-the-art to 
which the  RFA is directed.  The application wilH be judged upon t h e  overall 
scientific merit,  adequacy of methodology, facilities and proposal. The 
sponsoring insti tution should indicate a commitment  of facil i t ies and 
resources to t h e  program. 

Applications not  responsive to this RFA but with a major object ive to study 
t h e  induction or progression of hypersensitivity lung diseases will receive 
primary assignment to t h e  National Heart, Lung, and Blood Insti tute 
(NHLBI). Applications whose major emphasis is the  immune mechanism will 
b e  referred to t h e  National Insti tute of Allergy and Infectious Diseases 
(NIAID). 

V. METHOD OF APPLYING 

Applications should be submit ted on form PHS 398, the  application form for  t h e  W

traditional research grant.  Applications ki ts  containing this form and t h e  necessary 

instructions are available in most  institutional business off ices  or f rom t h e  Division 

of Research Grants  (DRG) NIH. The original and six copies of the  application must 

be received by April 2. Applications must  be sen t  to: 


Division of Research Grants 
National Insti tutes of Health 
Westwood Building - Room 240 
5333 Westbard Avenue 
Bethesda, Maryland 20205 

The face page of t h e  application should b e  labeled "Inresponse to RFA-ES-84-01." 

VI. STAFF CONTACT 

Questions relating to th is  announcement may b e  directed to Dr. Edward Gardner, 
Jr. (address above) or 919-541-7724. 

Questions on research related to t h e  interests  of NIAID or NHLBI as indicated 
above should be  address to one of t he  following as appropriate: 

Robert  A. Goldstein, M.D., Ph.D. 

Chief, Allergy and Clinical Immunology Research 

National Insti tute of Allergy and 


Infectious Diseases 

Westwood Building - Room 755 

Bethesda, Maryland 20205 

Telephone: (301) 496-7104 
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Suzanne S .  Hurd, Ph.D. 

Acting Director, Division of Lung Diseases 

National Heart ,  Lung, and Blood Insti tute 

Westwood Building - Room 6A16 

Bethesda, Maryland 20205 


Telephone: (301) 496-7104 

11 
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ANNOUNCEMENT 

REOUEST FOR APPLICATIONS: RFA 

84-EM2 

MECHANISMS OF DIOXIN TOXICITY 

NATIONAL INSTITUTE OF ENVIRONMENTAL HEALTH SCIENCES 

Application receipt  date: April 2, 1984 

I. BACKGROUND INFORMATION 

The range of potency of dioxins in producing biological damage  in the  species 
studied extends over a thousand-fold or  more. In approaching t h e  problem of 
estimating the  risk of dioxin exposure to  man, it appears  t h a t  increased knowledge
of t h e  cellular and molecular systems af fec ted  will have unusual importance as a 
basis for  reasoned decisions. 

11. GOALS AND SCOPE 

NIEHS is seeking research proposals which a r e  directed toward a definition of t h e  
basic mechanisms t h a t  determine the  toxicity of dioxins in d i f fe ren t  species of 
animals. 

Several a r eas  of research in t h e  mechanisms of toxicity of dioxin have provided 
fundamental knowledge t h a t  may be fur ther  advanced at both the  molecular and 
integrated systems levels. These include but  a r e  not  limited to: 

A. 	 The molecular genet ics  and regulation of enzymatic  systems t h a t  are related 
to dioxin toxicity and t h e  role of t h e  dioxin receptor. 

B. 	 The act ions of dioxins in the  molecular mechanisms which a r e  entrained in 
the  sequence of promotion of neoplastic transformation. 

C. 	 The genet ic  sites and mechanism of regulation of epithelial  cell 
differentiation which are involved in dioxin toxicity. 

D. The cellular immunology and immunogenetics t h a t  underlie t he  depressed 
immunity produced by dioxin. 

This program is  described in t h e  Catalog of Federal Domestic Assistance, No. 13.112, 
Characaterization of Environmental Health Hazards; 13.113, Biological Response to 
Environmental Health Hazards; 13.114, Applied Toxicological Research and Testing; 13.115, 
Biometry and Risk Estimation. Awards will be made under the  authority of the  Public 
Health Service Act, Tit le 111, Section 301 (Public Law 78-410, as amended; 42 USC 241) 
and administered under PHS grant policies and Federal Regulations 42 C F R  P a r t  52 and 
45 CFR P a r t  74. This program is not  subject to Health Systems Agency review. 
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E. 	 Abnormalities in t h e  process of arachadonic acid metabolism, prostalandin
and leurotriene synthesis t h a t  may be  related to dioxin toxicity. 

111. MECHANISM OF SUPPORT 

The support mechanism for  th i s  program will be t h e  NIH research project  grant. 
This type of announcement ( the RFA) is used when an  Institute--with the  
concurrence of i t s  National Advisory Council or another  appropriate  advisory
group--wishes to s t imula te  investigator interest  in a particular research problem
tha t  is important  to its program. The RFA solicitation represents  a single 
competition with usually one specific deadline for  receipt  of applications. All 
applications in response to a n  RFA a r e  reviewed by t h e  same  initial review group in 
competition with each  other ,  usually for a designated amount of funds or number of 
awards. 

The RFA identifies t h e  scope of t h e  Institute’s in te res t  bu t  does no t  require  t h a t  
t h e  proposal conform to a specific research protocol. Thus it is  expec ted  tha t  each  
successful applicant will plan, direct ,  and car ry  o u t  t h e  research program. As with 
any research grant ,  t h e  recipient must obtain prior approval for  any major change 
in t h e  scope or objectives of t h e  approved project. Applicants should be aware  t h a t  
this general requirement  is particularly per t inent  when, as in t h e  case of RFA 
solicitations, t h e  awarding Insti tute has  commit ted  funds in response to a specific 
program need. 

It is anticipated t h a t  $800,000 will be  allocated for  th i s  program during the  f i rs t  
year;  however, award of grants  is contingent upon the  availability of funds. The 
project period should adequately ref lect  t h e  t ime  required to  accomplish t h e  s t a t ed  
goals and be  consistent with the NIH policy for gran t  support. 

IV. REVIEW PROCEDURES AND CRITERIA 

A. Review Procedure 

Proposals in response to th is  solicitation will b e  reviewed in competi t ion with 
each other  on a nationwide basis. The initial review will be for  scientific 
merit and will be carr ied out by an appropriate peer review group. The 
secondary review for  relevance and responsiveness to the  announcement will 
be made by the  National Advisory Environmental Health Sciences Council. 
Applicants will b e  informed of the  results of t he  competi t ion as soon as 
possible a f t e r  t h e  September  meeting of t h e  Council. 

B. Review Cri ter ia  

Applications must be responsive to t h e  RFA and, therefore ,  re levant  to t h e  
program goals of the  sponsoring insti tute.  Those fac tors  considered to be  
important for  review include a demonstrated knowledge of t h e  applicable 
science, adequacy of facil i t ies and commitment,  availability of subject 
population when applicable and in-depth knowledge of t h e  state-of-the-art to 
which the  RFA is directed.  The application will b e  judged upon t h e  overall 
scientific merit ,  adequacy of methodology, facil i t ies and resources, 
commitment  of t ime,  and cost effect iveness  of the  proposal. The sponsoring 
institution should indicate a commitment  of facil i t ies and resources to t h e  
program. 
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Applications whose major th rus t  is on t h e  primary immune mechanism will be 
referred to the  National Insti tute of Allergy and Infectious Diseases 
(NIAID). If t h e  application is determined to be unresponsive, t h e  applicant
will be given t h e  option to withdraw the  application or have it considered in 
t h e  tradit ional g ran t s  program of NIH. 

V. METHOD OF APPLYING 

Applications should be submit ted on form PHS 398, t h e  application form for  t h e  
tradit ional research grant.  Application ki ts  containing this form and t h e  necessary
instructions a r e  available in most  insti tutional business off ices  or from t h e  Division 
of Research Grants, NIH. The original and six copies of t h e  application must  be 
received by April 2. Applications must  be  sen t  to: 

Division of Research Grants  
National Insti tutes of Health 
Westwood Building - Room 240 
5333 Westbard Avenue 
Bethesda, Maryland 20205 

The face page of t h e  application should b e  labeled 'Inresponse t o  RFA 84-ES-O2?' 

VI. STAFF CONTACT 

Questions relating to  th i s  announcement should be directed to: 

Dr. Edward Gardner, Jr .  

Program Director 

Regular Research Grants  Program, SPB, EP 

National Insti tute of Environmental 


Health Sciences 

P.O. Box 12233 

Research Triangle Park, North Carolina 27709 


Telephone: (919)541-7724 

Questions on research directly re la ted to t h e  immune mechanism should be  
addressed to: 

Robert  A. Goldstein, M.D., Ph.D. 

Chief, Allergy and Clinical Immunology Research 

National Insti tute of Allergy 


and Infectious Diseases 

Westwood Building - Room 755 

Bethesda, Maryland 20205 


Telephone: (301)496-7104 
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ANNOUNCEMENT 

LIVER TRANSPLANTATION RESEARCH 

NATIONAL INSTITUTE OF ARTHRITIS, DIABETES, AND 

DIGESTIVE AND KIDNEY DISEASES 

NATIONAL INSTITUTE OF ALLERGY AND INFECTIOUS DISEASES 

NATIONAL CANCER INSTITUTE 

NATIONAL INSTITUTE OF CHILD HEALTH AND HUMAN DEVELOPMENT 

NATIONAL INSTITUTE OF GENERAL MEDICAL SCIENCES 

Application Receipt Dates: March 1, July 1, November I 

I. BACKGROUND INFORMATION 

The above Insti tutes desire to expand their support of liver transplantation 
research. This announcement invites applications for individual research projects 
(ROI and R23) and supplements to existing Program Project  gran ts  (POI). In making 
this announcement, t h e  intent  is to encourage investigator-initiated research in t h e  
broad a r e a  of liver transplantation research. The research topics listed in Section 
I1 below a r e  to provide examples but a r e  not to b e  considered limiting. 

The number of institutions now performing liver transplantation and t h e  number of 
liver transplants being performed is increasing. A Consensus Conference on Liver 
Transplantation held at t h e  National Institutes of Health (NIH) on June 20-23,1983, 
concluded that  "liver transplantation is a therapeutic modality for  end-stage liver 
disease t h a t  deserves broader application". The availability of pat ients  receiving 
transplants offers an important new resource for research into a variety of 
important questions concerning the  pathogenesis of various liver diseases.* 

*Digestive Diseases Advisory Board Report  of 1983 - copies available from National 
Digestive Diseases Advisory Board, NIH 

Liver Consensus Conference of June 20-23, 1983 - copies available from Office of 
Medical Applications of Research, NIH 

These programs a r e  described in t h e  Catalog of Federal Domestic Assistance No. 13.848, 
Digestive Diseases and Nutrition, NIADDK; No. 13.855, Immunology, Allergic and 
Immunologic Diseases Program, NIAID; No. 13.399 Cancer Control NCI; No. 13.865 
Center  for  Research for Mothers and Children, NICHD; and No. 13.859 Pharmacological 
Sciences Program NIGMS. Grants a r e  awarded under t h e  authority of Public Health 
Service Act, Section 301 (42 USC 241) and Section 402 (Public Law 78-410, as amended; 42 

w, 	 USC 241; 42 USC 282) and administered under PHS grant  policies and Federal  
Regulations, most specifically 42 CFR P a r t  52 and 45 CFR P a r t  74. This program is not 
subject t o  review by a Health Systems Agency. 

-7 



16 


Various investigators currently involved with liver transplantation, having access t o  
liver transplantation pat ients  or material, as well as groups working on problems in 
general  transplant immunology and pharmacology who could apply their expertise 
t o  problems of t h e  liver, a r e  encouraged t o  consider the  a r e a s  listed, as well as 
many other  unexplored a r e a s  of research tha t  may improve t h e  understanding of 
the  pathogenesis of liver disease, the  early identification and understanding of liver 
rejection, technical improvements in liver transplant procedure, pharmacology of 
immunosuppresant drugs and the  use of monoclonal antibodies, liver regeneration 
and growth. The a reas  listed below a r e  neither a l l  inclusive nor directive but  a r e  
meant to convey the  wide array of disciplines and the  excel lent  and diverse 
opportunities t h a t  exist. New applications, renewal applications with an expanded 
scope, and supplemental applications which incorporate liver research into ongoing 
programs such as transplant immunology of other organs, a r e  a l l  acceptable. The 
appropriate staff con tac t  is indicated for each a r e a  or group of research topics. 

11. RESEARCH GOALS AND SCOPE 

A. Pathogenesis of Disease 

o 	 Study of t h e  recurrence or non-recurrence of disease in t h e  donor liver 
may provide much information about the  cause of t h e  disease. The new 
liver will not carry t h e  gene defect ,  and metabolic diseases which do 
recur must b e  due to extra-hepatic factors. Some conditions t h a t  can 
b e  examined a r e  Wilson's disease, hemochromatosis, protoporphyria and 
storage diseases. 

o 	 The ability of a liver transplant t o  reverse cer ta in  processes t h a t  result 
from end-stage liver disease can be  studied, such as the  bone disease of 
primary biliary cirrhosis, t h e  neurological def ic i ts  in Wilson's disease, 
t h e  chronic hepat ic  encephalopathy of cirrhosis. 

o 	 In t h e  hepatorenal syndrome, liver transplantation may cor rec t  t h e  ab
normality, implicating t h e  liver in its pathogenesis. Substances such as 
vasoconstrictors may be  looked for in the  diseased liver. 

o 	 In alpha-1-antitrypsin deficiency, both liver and lungs may be  involved, 
ye t  liver transplantation may ameliorate t h e  lung disorder and cu re  t h e  
liver problem. Is t h e  new liver synthesizing and exporting alpha-l
antitrypsin to t h e  lungs? 

o 	 Can t h e  study of liver transplant patients provide insights into 
metabolic diseases in which the  liver performs a major functional role, 
such as t h e  hyperlipoproteinemias? 

B. Technical Aspects of Liver Transplantation 

o 	 In some cases, host hepatectomy is extremely difficult and hazardous. 
For example, patients who have had previous surgery of t h e  biliary 
t rac t ,  who have abnormal vessels or who have severe portal  
hypertension which usually results in massive operative blood loss. Can 
the  procedure of auxiliary liver transplants b e  improved for these 
individuals? Currently, t h e  success r a t e  of t h e  procedure is poor, but 
these procedures have not been tried with improved immunosuppressive 
therapy. 



-- 

N H  GUIDE FOR GRANTS AND CONTRACTS 

Vol. 13, No. 1 January 6 1984 17 


o 	 Crucial to  successful auxiliary liver transplantation a r e  s tudies  into the  
importance, na ture  and mechanism of action of hepatrophic substances 
t h a t  help maintain liver growth and structure.  The  blood supply to 
auxiliary transplants would receive less of these  substances than the  
blood supply of replacement  transplants which receive virtually a l l  of 
the  blood drainage from the  intestine. 

o 	 Because of t h e  limited number of donor organs, particularly for 
pediatr ic  recipients, t he re  has  been some consideration of the  use of a 
single lobe of liver for  transplantation. From anatomical  
considerations, only the  le f t  lobe would appear suitable. Although this 
technique has  been used in animal  models, t he re  have been no long-term
human survivors. A fa r  reaching clinical application of such research 
may b e  t h e  use of living related donors. 

C. Use of Resected Liver 

o 	 Liver transplantation can  provide investigators with a unique
opportunity to study the  liver in specific disease states. For example,
t h e  ”autoimmune” na ture  of primary biliary cirrhosis and cer ta in  forms 
of chronic ac t ive  hepatit is  may b e  examined by elut ing autoantibodies 
f rom t h e  resec ted  liver. 

o 	 Immunologically ac t ive  cells may b e  removed and tes ted  in vi t ro  for  
cytolyt ic  and antibody producing potential. 

o 	 The resec ted  liver may serve  to study the  anatomy of t h e  diseased liver; 
for example, t h e  vascular supply of t he  biliary t r e e  could be studied to 
def ine i t s  relevance in biliary atresia. 

o 	 The diseased liver may have accumulated abnormal metabol i tes  which 
can  be  analyzed and may give a clue to t h e  pathogenesis of t h e  
disease. This may b e  a unique opportunity for  studying enzyme defects.  

o 	 The cirrhot ic  liver might be harvested for  mRNA for  collagen to 
de termine  the  molecular cause of t h e  fibrous t issue deposition. Many
other  uses  of t h e  resected liver c a n  be envisaged although any such use 
will require careful  orchestration with t h e  surgical t e a m  to obtain 
proper tissue. Various growth factors ,  enzymes, amines, etc., may be 
ext rac ted  from the  resected liver. 

Sarah C. Kalser, Ph.D. 

Liver and Biliary Diseases Program 

National Inst i tute  of Arthritis, Diabetes  


and Digestive and Kidney Diseases 

National Insti tutes of Health 

Bethesda, Maryland 20205 


Telephone: (301) 496-7858 

D. Immunology of Liver Rejection 

o 	 Early rejections a r e  usually reversible, but  a r e  much harder  to  de tec t  in 
an  organ such as the  liver than they a r e  in the  heart .  Therefore  there  is 
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a need t o  develop quantitative blood tests t h a t  a r e  indicative of 
rejection. For instance, there  may be d i f fe ren t  types of T-cells in the  
circulation under immunosuppression in t h e  presence or  absence of 
rejection. 

o 	 What is t h e  nature  of t h e  rejection reaction in transplanted livers? 
Given the  liver's place in the  reticuloendothelial system, there  may be  a 
much grea te r  degree of delayed hypersensitivity type reaction with 
infiltration of macrophages rather  than cytotoxic lymphocytes in the  
rejecting liver. Monoclonal antibodies could be  used t o  character ize  t h e  
inflammatory cells infiltrating the  hepatic allograft. 

o 	 What is t h e  histopathologic picture of a c u t e  rejection; of chronic 
rejection? 

o 	 What is t h e  distribution of HLA antigens in human liver? Are they on 
the  parenchymal cells, the  bile ducts, Kupffer cells? If hepatocytes 
display few HLA antigenic receptors in comparison with bile duct  cells, 
does this account for the  pat terns  of injury t h a t  a r e  observed in 
rejection? 

o 	 Will matching of HLA tissue types of t h e  donor and t h e  recipient reduce 
rejection of donor organs and increase pat ient  survival? Such matching 
is not  now carr ied out  prior t o  liver transplantation because of t h e  
limited availability of donor organs and because of t i m e  constraints 
between identification of donor organs and t h e  need for their  
transplantation . 

E. Monoclonal Antibody and Liver Transplant Survival 

The advent of cell  cloning and hybridoma technologies has made possible the  
systematic preparation of monoclonal antibodies specific for  cell-surface 
antigens. These antibodies can be  used to: 

o 	 Monitor lymphocyte populations in candidate pat ients  for liver 
transplants; monitor lymphocyte and non-lymphocyte populations 
t h a t  a r e  introduced into t h e  pat ient  via t h e  liver transplant. 

o 	 Evaluate t h e  use of monoclonal antibodies as therapeutic agents  
for preventing and/or abrogating rejection episodes. 

Jane S. Schultz, Ph.D. 

Genetics and Transplantation Biology Branch 

Immunology, Allergic and Immunologic 


Diseases Program 

National Insti tute of Allergy 


and Infectious Diseases 

National Insti tutes of Health 

Bethesda, Maryland 20205 


Telephone: (301) 496-5598 
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F. Immunology of Liver Rejection in Cancer  Pa t ien ts  

In addition to basic studies of the  immunology of liver rejection, studies 
aimed at facil i tat ing engraf tment  of a transplanted liver in cance r  pat ients  
a r e  of interest .  For example: 

o 	 What is t h e  role of passenger leukocytes present  in t h e  donor liver 
in t h e  establishment of engraf tmendreject ion? 

o 	 What is t h e  relationship of t h e  patient’s general  immune s ta tus  
and of any ant i tumor immunity in t h e  establishment of 
engraf tment / re  jection? 

G. Effec t  of Immunosuppression in t h e  Cancer  Pa t ien t  

The role of t h e  immune system in the  control of metas ta t ic  tumor growth is 
an  ac t ive  a r e a  of basic research. For studies of liver transplantation: 

o 	 I t  is important to evaluate  the  e f f ec t  of immunosuppression on the  
exacerbation of any potential  metas ta t ic  disease developing a f t e r  
transplantation. 

o 	 The use of cyclosporin A appears  to be beneficial  for  survival of 
t h e  transplant patient.  Studies of its effects on the  various 
components of t h e  immune system and on t h e  subsequent course 
of disease in the  cancer  pat ient  would b e  useful. 

H. Immune Response to Hepatic Tumors 

Primary hepat ic  malignancy confined to t h e  liver bu t  not  amenable  to 
resection may be a n  indication for  transplantation. Results to d a t e  indicate 
strong likelihood of recurrence of the  malignancy. 

o 	 The availability of large quant i t ies  of involved liver may allow for  
studies of the  profile (phenotype, immunologic reactivity) of 
immune cells infi l trating the  various involved a reas  of the  
resected liver. 

o 	 Does the  na ture  of t h e  immune ce l l  inf i l t ra te  in t h e  resected liver 
cor re la te  with subsequent emergence of metas ta t ic  disease 
following transplantation? 

o 	 What role, if any, does ant i tumor immunity play in effect iveness  
of liver transplantation as t r ea tmen t  for  primary hepat ic  tumors? 

Faye C. Austin, Ph.D. 
Immunology Program 
Division of Cancer  Biology and Diagnosis 
National Cancer  Insti tute 
National Insti tutes of Health 

U’ Bethesda, Maryland 20205 

Telephone: (301)496-7815 
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I. Development, Regeneration and Nutrition 

o 	 There is g rea t  potent ia l  for  new knowledge on development of liver 
function by studying development of function in recipients  of liver 
transplants. 

o 	 Studies a r e  needed on t h e  regenerative propert ies  of liver in infants  and 
children. Experimental studies in animals directed toward the  
utilization of a single lobe of liver instead of t h e  en t i r e  liver may allow 
the  opportunity for studying the  regenerative process. Should this 
experimental  approach become feasible, i t  will be especially important 
to liver transplants in infants and children where the  size of the  
transplant is a limiting factor.  

o 	 The nutri t ional management of infants and children with disfunctional 
livers or who have received a liver t ransplant  poses many problems. 
Assessment of nutri t ional s ta tus  and matching of nutr ients  to t h e  
metabolic needs of these individuals a r e  of g rea t  importance to  clinical 
management. 

Thorsten A. Fjellstedt,  Ph.D. 

Clinical Nutrition and Early Development Branch 

National Insti tute Child Health 


and Human Development

National Insti tutes of Health 

Bethesda, Maryland 20205 


Telephone: (301) 496-5575 

J. Pharmacology of Immunosuppressant Drugs 

The liver is a major s i t e  of metabolisrn of many drugs and xenobiotics. 
Transformation by various enzyme systems within the  liver, including t h e  
cytochrome P450 system, results in compounds which a r e  more water  soluble 
and thus more easily excreted. While many compounds a r e  rendered inactive 
by this  procedure, o thers  are made more toxic. In pa t ien ts  undergoing 
immunosuppressant therapy following liver transplantation, it is important to 
know t h e  metabolic s ta tus  of t h e  immunosuppressant drugs as well as any 
other  drugs to which t h e  pat ient  may b e  exposed. Aspects of this study 
include, but  a r e  not  l imited to: 

o 	 Effec ts  of pre-existing disease state on t h e  pharmacokinetics and meta
bolism of immunosuppressant drugs. 

o 	 Effec t  of immunosuppressant drugs on t h e  hepat ic  cytochrome P450 
system. 

o 	 Interaction of immunosuppressant drugs with o ther  drugs, especially 
those a f fec t ing  t h e  cytochrome P450 system. 
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o Genet ic  de te rminants  of immunosuppressant drug metabolism. 

Christine K. Carrico, Ph.D. 

Pharmacological Sciences Program 

National Insti tute of General Medical Sciences 

National Insti tutes of Health 

Bethesda, Maryland 20205 


Telephone: (301) 496-7181 


In making this  program announcement, it is no t  t h e  in ten t  of t h e  above Insti tutes to 
make or imply any delimitation of investigator-initiated research in this  field. 

111. MECHANISM OF SUPPORT 

The mechanism of support  for  this program will b e  t h e  grant-in-aid. Research 
Project  Grants  (ROO, New Investigator Research Grants  (R23) and supplements to 
t h e  preceding g ran t s  as wel l  as to Program Project  Grants  (POI) will be accepted. 
The award of gran ts  pursuant to this Program Announcement is contingent upon 
receipt  of appropriared funds for  this  purpose. The specific amount  to be funded 
will depend upon t h e  cost of the  research and the  mer i t  of t h e  application. The 
ear l ies t  funding would be December 1984. All policies and requir.ements t h a t  
normally govern t h e  g ran t  programs of the  PHS apply. All applicants, both non-
profit  and for-profit insti tutions a r e  eligible. This is not  a one  t ime invitation. 

-f 

IV. REVIEW PROCEDURES AND CRITERIA 

A. Review Procedure 

Applications received in response to  this  announcement will be considered 
along with o ther  non-solicited applications and will be assigned in accordance 
with t h e  NIH Refer ra l  Guidelines. The initial review will b e  for scientific 
meri t  and will b e  carr ied out  by an  appropriate peer  review group. The 
secondary review for  relevance and responsiveness to t h e  announcement will 
be made by t h e  appropriate National Advisory Council or National Advisory 
Board. 

B. Review Cri ter ia  

The fac tors  considered to b e  important  for  review include a demonstrated 
knowledge of t h e  applicable science,  adequacy of facil i t ies and commitment,  
availability of subject population, and in-depth knowledge of t h e  state-of-the-
a r t  to which t h e  announcement is directed.  The application will b e  judged 
upon t h e  overall  scientific merit ,  adequacy of methodology, faci l i t ies  and 
resources, commitment  of t ime  and cost effect iveness  of t h e  proposal. 

V. METHOD OF APPLYING 

Applications should be  submitted on form PHS 398, t h e  application for  t h e  
tradit ional research grant.  Application k i t s  containing this form and t h e  necessary 

w- instructions a r e  available in most institutional business off ices  o r  f rom t h e  Division 
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of Research Grants  (DRG), NIH. The t i t l e  "LIVER TRANSPLANTATION 
RESEARCH" should b e  typed in Section 2 of t h e  f i rs t  page of t h e  application. The 
original and six copies  of t h e  application must b e  sen t  to t h e  following: 

Division of Research Grants 
National Insti tutes of Health 
Westwood Building - Room 240 
5333 Westbard Avenue 
Bethesda, Maryland 20205 

ANNUAL RECEIPT AND REVIEW SCHEDULE 

Initial Review Council Earliest  Possible 
Receipt  Dates  Group Meeting S ta r t  Da te  

Renewal, 

Supplements New 


Feb 1 Mar I June  Sept /Oc  t D e c e m & -I 

June 1 July I October  Jan/Feb April I 

Oct 1 Nov I February May July 1 


I f  
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ANNOUNCEMENT 

AVAILABILITY OF SENIOR INTERNATIONAL FELLOWSHIPS FOR 1985-86 

JOHN E. FOGARTY INTERNATIONAL CENTER FOR ADVANCED STUDY IN THE 
HEALTH SCIENCES 

Application Receipt  Date: June 1, 1984 

The John E. Fogarty International Center  for Advanced Study in the  Heal th  Sciences 
(FIC) announces t h e  availability of senior postdoctoral fellowships to outstanding U.S. 
health scientists who wish to conduct collaborative research abroad. The purpose of 
these fellowships is to enhance t h e  exchange of ideas and information in t h e  biomedical, 
behavioral and health sciences. The types of act ivi ty  tha t  a r e  supported by this  program 
include collaboration in heal th  studies, basic or  clinical research, and t h e  familiarization 
with or utilization of special  techniques and equipment not otherwise available to the  
applicant. This program does not  provide support for  brief observational visits, 
a t tendance  at scientific meetings, a t tendance  in formal training courses, independent
research projects,  o r  full-time clinical, technical o r  teaching services. 

I. ELIGIBILITY REQUIREMENTS
-I' 

Applicants must  m e e t  t h e  following requirements: 

Be a U.S. ci t izen or  permanent  U.S. resident. 

Hold a doctoral  degree in one  of t h e  biomedical, behavioral o r  health 
sciences. 

Have five years  o r  more postdoctoral experience. 

Have professional experience in one of t h e  health,  biomedical or 
behavioral sciences  for  at least  two of t h e  las t  four years. 

Hold a full-time appointment on the  s taff  of a U.S. not-for-profit 
institution. 

Be nominated by the  dean or  appropriate U.S. insti tutional official. 

Be invited by a not-for-profit foreign institution. 

Not be a previous recipient of a Senior International Fellowship. 

11. APPLICATION AND SELECTION 

The next  receipt  date for  Senior International Fellowship applications is  June  I ,  
W 1984. All applications a r e  reviewed for scientific meri t  by the  National Insti tutes 

of Health (NIH). Fellowship awards a r e  made for periods of th ree  to twelve 
months. A fellowship must b e  act ivated within one year  a f t e r  receiving the  Notice 
of Award and t h e  s tar t ing d a t e  of the  fellowship is  set by mutual agreement  
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between t h e  fellow and t h e  collaborator at t h e  foreign host  institution. 
Prospective applicants for t h e  Senior International Fellowship Program may obtain 
information brochures f rom FIC. Fellowship applications will be available f rom t h e  
FIC between January 15, 1984 and May 15, 1984 and may be requested only by the  
dean or equivalent insti tutional official. Information and fellowship applications 
a r e  available from: 

Senior International Fellowship Program 

International Research and Awards Branch 

Fogarty International Center  

Building 38A - Room 615 

National Insti tutes of Health 

Bethesda, Maryland 20205 


For a n  expeditious reply, please send a self-addressed label with your request  to t h e  
above address. 
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ANNOUNCEMENT 

SMALL GRANT PROGRAM 

NATIONAL INSTITUTE OF DENTAL RESEARCH 

I. PURPOSE 

The National Insti tute of Dental  Research (NIDR) Small Grants  Program is intended 
to provide limited support for meritorious dental  research projects in a l l  program 
areas  which include, but  a r e  no t  limited to, t h e  following purposes: 

-	 To conduct research which determines t h e  feasibility of a research project. 
This may b e  described as t h e  conduct of pilot studies o r  venture research. 

- To develop and test new techniques and procedures for solving a particular
research problem. 

- To carry out  a small clinical research project. 

- To analyze existing data .  
WMUr 

11. ELIGIBILITY 

Investigators from any scientific discipline and at any s tage  of their  c a r e e r  may 
apply for a Small Grant. These awards a r e  appropriate for new investigators, and 
those changing a r e a s  of research or  resuming research careers.  Participation in 
this program by minority and women investigators and those located at institutions 
not traditionally associated with oral  health research is encouraged. 

111. TERMS AND CONDITIONS OF THE AWARD 

The proposed project  may be related to, but  t h e  aims must be distinctly different  
from those of, pending grant  applications or funded research projects. The request 
may not be used to supplement projects currently supported by Federal  or non-
Federal  funds or to provide interim support for projects under review by t h e  Public 
Health Service. 

Awards will be  made under the  authority of t h e  Public Health Service Act, Title 111, 
Section 301 (Public Law 78-410, as amended; 42 USC 241) and administered under PHS 

w , d  grant  policies and Federal  Regulation 42 CFR P a r t  52 and 45 CFR P a r t  74. This program
is not subject to Health Systems Agency review. Research programs of t h e  NIDR a r e  
described in t h e  Catalog of Federal  Domestic Assistance, Numbers 13.840, 13.841, 
13.842, 13.843, 13.844, 13.845, and 13.878. 
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-	 Applicants may request  up  to $15,000 (direct  costs) for  a one-year g ran t  
period. Successful applicants who require additional t ime  to perform t h e  
proposed research may request extensions of t h e  g ran t  period without 
additional funds. This gran t  is not renewable; however, g ran tees  under this 
program are encouraged to apply for  a regular Research Project Grant  to  
maintain continuity in their  studies. 

IV. APPLICATION PROCEDURE 

Applications are to be submit ted for  February 1, June 1 and October 1 deadlines on 
form PHS 398. Forms a r e  available at most institutional business off ices  or from 
the  following: 

Off ice  of Grants  Inquiries 
Division of Research Grants  
National Insti tutes of Health 
Bethesda, Maryland 20205. 

Specific supplementary instructions required for  use by appl icants  to  t h e  NIDR 
Small Grant  Program should be obtained from the  following: 

National Insti tute of Dental Research 

Grants  Management Office 

Westwood Building - Room 518 

Bethesda, Maryland 20205 


Telephone: (301) 496-7658. 

V. ALLOWABLE EXPENSES 

Support may b e  requested for t h e  following categories: 

- Supplies 

-	 Travel to a t t end  a domest ic  meeting o r  to visit another  laboratory for  t h e  
purpose of gather ing more information or to learn a new technique or 
procedure relevant  t o  t h e  application. 

-	 Small i t ems  of equipment. The purchase of large pieces of equipment will be 
discouraged. 

-	 Salary for technical  personnel. Salary of t h e  principal investigator will be 
allowed only with strong justification. 

VI. REVIEW AND AWARD 

A special  NIDR review commi t t ee  will determine t h e  overall  quality and scientific 
meri t  of each Small Grant  application. Applications will be evaluated with respect  
to t h e  following criteria:  t h e  significance and scient i f ic  mer i t  of t h e  proposed 
project,  i t s  character izat ion as an  innovative and/or pilot project which provides a 
basis for  more extended research. Additional consideration will be given to t h e  
investigator's potential  for  carrying o u t  t he  project,  t h e  t ime  commitment  of the  
investigator, t h e  adequacy of t h e  facil i t ies and t h e  adequacy of t h e  justifications 
presented for budget requests. 
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The application will be  recommended for approval and assigned a priority score or 

recommended for disapproval. All applications will be  forwarded to t h e  National 

Advisorv Dental  Research Council (NADRC) for final review and recommendation 

on an  adcelerated schedule as follows: 


Receipt Date  Insti tute Commit tee  Council Earliest  Possible 

Annually Review Review Beginning Date  


February 1 March May-June July 

June 1 July Oc t  .-Nov. December 

October 1 Nove mber Jan.-Feb. March 


Awards for application judged to h-v high scientific meri t  will be  made a soon 

a f t e r  t h e  final review as possible. 


For additional information, contact:  

Deputy Associate Director for  Extramural Programs 

National Insti tute of Dental  Research 

Westwood Building - Room 504 

Bethesda, Maryland 20205 


Telephone: (301) 496-7748 
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ANNOUNCEMENT 

CEREBROVASCULAR DISEASE RELATED TO STROKE 

NATIONAL INSTITUTE OF NEUROLOGICAL AND COMMUNICATIVE 

DISORDERS AND STROKE 

’. , The Stroke and Trauma Program of the  National Inst i tute  of Neurological and 
Communicative Disorders and Stroke (NINCDS) invites applications for  support of 
research t h a t  will increase our knowledge and understanding of cerebrovascular disease, 
especially in relation to stroke. 

I. BACKGROUND 

Stroke is a major cause  of disability and  death, particularly in t h e  aged; i t  ranks as 
the  third leading cause  of dea th  in the  United States. A t  least a half-million 
Americans each  year  suf fe r  a new, acu te  cerebrovascular event. The overall 
problem is even more imposing than annual incidence and mortality figures would 
indicate, since recur ren t  vascular accidents  a r e  common in nearly a l l  forms  of 
cerebrovascular disease. For survivors, disability and dependency a r e  the  usual 
result. The  need for  medical c a r e  and hospital facil i t ies for  these pat ients  is 
enormous, and meet ing t h a t  need remains a major challenge to medical and social 
service agencies alike. 

11. GOALS AND SCOPE 

The program is seeking investigator-initiated research g ran t  applications for  basic 
and applied studies re la ted to t h e  etiology, prevention, ear ly  (presymptomatic) 
diagnosis, and t r ea tmen t  of stroke,  as well as for  rehabili tation of s t roke  victims. 

Examples of approaches related to cerebrovascular disease and s t roke  considered 
appropriate for  support  by t h e  NINCDS include studies directed toward effects on 
t h e  nervous system: 

Basic research in cerebrovascular disease and t h e  changes in metabolism and 
physiology of neurological t issue during and a f t e r  anoxia and ischemia; 

Stroke prevention, including epidemiology of risk factors ;  

This program is  described in the  Catalogue of Federal Domestic Assistance, number 
13.853, Stroke, Nervous System Trauma. Grants  will b e  awarded under the  authori t i ty  of 
t h e  Public Health Service Act ,  Tit le IV, Section 301 (Public Law 78-410, as amended; 42 
USC 241) and administered under PHS grant  policies and Federal  Regulations 42 CFR 
P a r t  52 and 45 CFR P a r t  74. This program is not  subject  to  Health Services Agency 
review. 
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Function of cent ra l  nervous system in controlling cerebral  blood flow, 
vascular resistance,  perfusion pressure, and related events  as they per ta in  to 
stroke; 

Conduct of clinical  tr ials,  when need can  be  justified, to  eva lua te  new or  
previously unproven techniques in s t roke prevention, diagnosis, t rea tment ,  or 
rehabilitation; 

Application and evaluation of emerging techniques for  t h e  diagnosis and 
t rea tment  of cerebrovascular disease; 

Improved methods for  measuring relation between cerebral  blood flow and 
cerebral  metabolism; and 

Improvement of noninvasive diagnostic tests for  differentiating clearly the  
several  varieties of s t roke  and for  detect ing potential  s t roke  patients.  

Applicants a r e  encouraged to  address any specific aspec ts  of t h e  several  examples 
listed above. This program announcement does not  preclude investigator-initiated
research proposals in o ther  a reas  re la ted to stroke. 

Applications appropriate to the  programs of other  Insti tutes will b e  assigned
accordingly. For example, applications t h a t  focus primarily on t h e  vascular system
without a neurological component, including cardiovascular risk factors ,  diagnostic 
techniques, o r  t rea tment ,  will b e  assigned to  the  National Heart ,  Lung, and Blood 

7 l b F  Insti tute (NHLBI). 

111. APPLICATION AND REVIEW PROCEDURES 

Although i t  is ant ic ipated t h a t  most applications received in response to this 
announcement will b e  in t h e  form of individual (traditional) research g ran t s  (Roll, 
cer ta in  multidisciplinary research approaches may b e  better suited to t h e  program 
project  (POI) mechanism or appropriate as a s t roke center .  The published 
Guidelines for  NINCDS Program Projects  and Centers  (NIHGuide for Grants and 
Contracts, Volume 10, Number 9, July 1981) will apply in these circumstances. A 
l e t t e r  succinctly outlining the  intended approach and con tac t  with t h e  Stroke and 
Trauma Program before submission of a program project  g ran t  or  cen ter  
application is recommended. "Guidelines for  t he  New Investigator Research 
Award (NIRA)" can b e  found in the  NIH Guide for  Grants  and Contracts ,  Volume 9, 
Number 1, January 3, 1980. 

Applications should b e  prepared on form PHS 398 according to t h e  instructions 
contained in the  application kit .  Applications are available f rom most institutional 
business offices,  o r  may b e  obtained from: 

Division of Research Grants  
National Insti tutes of Health 
Westwood Building - Room 240 
Bethesda, Maryland 20205 
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Type the  phrase CEREBROVASCULAR DISEASE RELATED TO STROKE in i t em 2 
of the  first  (face) page of the  application. The original and six (6 )  exac t  
photocopies of t h e  signed application should be  mailed to  t h e  address  above. The 
applications will be reviewed for  scientific meri t  e i ther  by an  appropriate study
section of t h e  DRC or  by a review commit tee  of t h e  NINCDS. 

Additional information may be  obtained from: 

Ms. Jean  D. Benedict 

National Insti tute Neurological and 


Communicative Disorders and Stroke 
Federal Building - Room 8A13 
Bethesda, Maryland 20205 

Telephone: (301) 496-4226 
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ANNOUNCEMENT 

ANTIDEPRESSANT DRUGS IN THE TREATMENT OF ANXIETY DISORDERS 

NATIONAL INSTITUTE OF MENTAL HEALTH 

I. PROGRAM OBJECTIVES 

The objective of this  announcement is t o  encourage and s t imulate  research on t h e  
use of antidepressants in t h e  t r ea tmen t  of anxiety disorders. Antidepressants a r e  
broadly defined to include t h e  standard tricyclic antidepressants and M A 0  
inhibitors such as imipramine and phenelzine, as well as t h e  newer antidepressants
such as t h e  tetracyclic,  maprotiline, and t h e  triazolopyridine, trazodone. This 
announcement also encourages research on antidepressant drug use in a broad 
spectrum of anxiety disorders, including the  following DSM-111 diagnostic 
categories: agoraphobia with panic attacks,  agoraphobia without panic a t tacks,  
social phobia, panic disorder, generalized anxiety disorder, obsessive compulsive 
disorder, and post-traumatic s t ress  disorder. This announcement is restricted to 
t h e  evaluation of psychopharmacologic agents  e i ther  alone o r  in combination with 
behavior therapy. 

11. RESEARCH ISSUES 

**' 	 Applications should focus on clinical and theoretical  issues related to t h e  use of 
antidepressants in the  t r ea tmen t  of anxiety disorders, e.g., which antidepressants 
a r e  best  for  which anxiety disorders, as well as t h e  possible mechanisms of action 
of the  antidepressants in these disorders. I t  is conceivable t h a t  more than one 
research issue described in this  announcement will be  incorporated in t h e  grant  
application. Issues of research interest  a r e  listed below; other issues may occur t o  
t h e  applicant. 

A. The Right Drug for the Right Patient 

Specific research questions t h a t  might be  addressed under this heading 
include: 

-	 Are antidepressants only effect ive in pat ients  with panic a t tacks? 
Because current  thinking suggests the  antidepressants have a direct  
biological effect in blocking panic a t t a c k s  and have limited value as 
therapeutic ,agents in anxiety disorder pat ients  who do not experience 
panic a t tacks,  i t  would b e  of interest  to test t h e  comparative efficacy 
of antidepressants in agoraphobic patients with and without panic 
attacks.  

-	 Are antidepressants e f fec t ive  in the  t r ea tmen t  of pat ients  with a DMS-
111 diagnosis of panic disorder? Reports of beneficial effects of 
antidepressants on panic a t tacks  have been limited t o  agoraphobic 
patients with panic a t tacks  and have not beeen replicated in panic 
disorder patients,  i.e., pat ients  who a r e  not  agoraphobic but who do 
experience panic attacks.  
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The effects of antidepressants on post-traumatic s t ress  disorder pat ients  a r e  
also an a rea  for investigation. 

-	 How effect ive a r e  t h e  antidepressants for t h e  t r e a t m e n t  of generalized 
anxiety disorder? A recent  study showed imipramine to be more 
efficacious than t h e  benzodiazepine chlordiazepoxide in t h e  t r ea tmen t  
of an outpatient sample of primarily anxious patients. This finding
needs to b e  replicated along with a comparison of t h e  efficacy of a n  
antidepressant, such as imipramine, and one of the  new 
benzodiazepines, such as alprazolam, in this  pat ient  population. 

-	 Are any of t h e  new benzodiazepines as ef fec t ive  as t h e  antidepressants 
in t h e  t r e a t m e n t  of anxiety disorder pat ients  with panic a t tacks? This 
question has  taken on new meaning with the  recent  finding t h a t  a new 
benzodiazepine, alprazolam, was as successful as imipramine in t h e  
t r ea tmen t  of agoraphobics with panic a t tacks.  Standard 
benzodiazepines such as diazepam have known benefi ts  as anxiolytics in 
the  t r ea tmen t  of generalized anxiety disorder pat ients  and were fe l t  to 
have some value in reducing anticipatory anxiety in agoraphobic 
patients with panic attacks.  Prior to the  recent  alprazolam study,
benzodiazepines had not  proven effect ive in reducing or eliminating 
panic a t tacks.  Comparative studies comparing t h e  antiphobic and 
antipanic effects of t h e  newer benzodiazepines with t h e  antidepressants 
a r e  a ta rge t  a r e a  for research. 

B. 	 The Mechanism(s) of Action of t h e  Antidepressants in t h e  Treatment  of 
Anxiety Disorders 

Some of t h e  antidepressants possess antipanic and antiphobic properties but i t  
is unclear whether they have a direct  biological effect on the  physiological 
mechanisms t h a t  tr igger panic a t tacks,  o r  work only in depressed agoraphobic 
and panic disorder patients by reducing t h e  depression in these patients. Not 
only an understanding of t h e  psychophysiological effects of t h e  drugs 
themselves is required but also an understanding of t h e  pathophysiological 
mechanisms underlying the  induction of panic a t t a c k s  and of other  forms of 
anxiety. For example, for spontaneous panic a t t a c k s  a variety of 
pathophysiological mechanisms, including be ta  adrenergic overactivity and 
locus ceruleus instability, have been proposed. 

Specific research questions t h a t  might be  addressed under this heading 
include: 

-	 Are antidepressants only e f fec t ive  in anxiety disorder pat ients  who have 
significant depression in addition t o  their  anxiety? Despite the  
importance of this issue, there  a r e  no systematic  studies with sufficient 
numbers of anxiety disorder patients with both high and low initial 
levels of depression. This issue is of particular importance for patients 
with panic a t tacks  where i t  has been proposed t h a t  the  antidepressants 
have a d i rec t  biological effect on t h e  panic a t tacks.  

- What can we learn from a t t e m p t s  at  a pharmacological dissection of 
anxiety? There a r e  studies in this a r e a  underway which use uw 

psychopharmacologic agents as probes t o  further our understanding of 
the biologic bases for the  anxiety disorders. For example, infusion of 
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sodium d-1 l a c t a t e  precipitates a panic a t t a c k  in approximately 70 
percent of pat ients  with prior histories of panic a t tacks.  

Further,  i f  it can  be shown t h a t  antidepressants t h a t  a r e  ineffective in 
blocking panic a t tacks  have different effects on neurotransmitter 
systems than antidepressants t h a t  are effect ive in blocking panic 
a t tacks,  this would suggest t h a t  tricyclic antipanic and antidepressant
mechanisms are distinct. 

111. ELIGIBILITY 

Private,  nonprofit o r  for-profit and public institutions (such as uni ts  of S t a t e  or  
local government and authorized units of t h e  Federal Government) are eligible to 
apply for grants  under th i s  announcement. 

IV. FUNDING AND TERMS AND CONDITIONS OF SUPPORT 

I t  is est imated t h a t  approximately $750,000 is available in Fiscal Year 1984 for 
awards under this announcement. It is anticipated t h a t  th ree  to four gran t  projects 
can  be supported from these funds. Applicants a r e  urged to limit  direct  and 
indirect costs to under $200,000. Applications may request a maximum period of 
support of f ive years. Support beyond tha t  period must b e  requested by a 
competing extension application which will undergo the  dual review described 
below and, i f  recommended for approval, compete  for available funds. Grants a r e  
awarded directly to t h e  applicant institution. Grant funds may b e  used only for 
those expenses clearly related to  and necessary to carry ou t  research projects, and 
must be expended in conformance with the  Public Health Service Grants Policy 
Statement.* 

In general, grant  funds may be  used for: ( I )  direct  costs which are necessary to 
carry out  the  project, including salaries, consultant fees, supplies and equipment, 
and essential  travel;  (2) actual  indirect costs t o  cover related overhead. 

V. CONSULTATION AND INFORMATION 

Potential  applicants may con tac t  Dr. Allen Raskin, Project  Officer, for 
consultation concerning submission of applications in response to this 
announcement. 

Allen Raskin, Ph.D. 

Parklawn Building - Room 1OC-14 

5600 Fishers Lane 

Rockville, Maryland 20857 


Telephone: (301) 443-3527 

"Public Health Service Grants Policy Statement ,  DHHS Publication No. (OASH) 82-50--' 000 GPO-017-020-00 90-1 (rev.) December 1, 1982, available for  $5.00 from the  
Superintendent of Documents, U.S. Government Printing. 
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VI. APPLICATION PKOCEDURES 

S ta t e  and local government agencies should use form PHS 5161. All other  
applicants should use form PHS 398 (Rev. 5/82). Applications ki ts  a r e  available 
from the  following: 

Grants  Operations Section 

National Insti tutes of Mental Health 

Parklawn Building - Room 7C-05 

5600 Fishers Lane 

Rockville, Maryland 20857 


Telephone: (301)443-4414 

These k i t s  may also be obtained from t h e  gran ts  off ice  of a university. Instructions 
for  applicants a r e  included in t h e  kit. The phrase, Antidepressant Drugs in the 
Treatment of Anxiety Disorders, should b e  en tered  in i tem 112 of the  face page of 
the  application. 

The signed original and six copies ( two copies if forrn PHS 5161 is used) of t h e  
application should be  sent directly to: 

Division of Research Grants  
National Insti tutes of Health 
Bethesda, Maryland 20205 

VII. APPLICATION REVIEW AND AWARD PROCEDURE 

A dual review system is used by PHS to assure t h a t  t h e  highest standards of quality 
a r e  applied to assessment of applications before  funding decisions a r e  made by 
authorized Federal  officials. This system involves review of gran t  applications by 
initial review groups (IRGs), composed of non-Federal experts,  for scientific or 
technical merit.  

Each application receives a second review by the  National Advisory Mental Health 
Council. Only those applications recommended for  approval by Council may be  
considered for  funding. 

VIII. REVIEW AND AWARD CRITERIA 

A. Review Cri ter ia  

Criteria in evaluating applications include: 

o 	 potential  contributions to the  field in a reas  covered by the  objectives 
and scope of this  announcement 

o adequacy of t he  conceptual and theoret ical  framework for t he  research 

o evidence of familiari ty with relevant research l i terature  

o scientific meri t  of the  research design, approaches, and methodology 

o adequacy of the  d a t a  analysis plan 
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o qualifications and experience of the  investigative t eam 

o adequacy of t h e  existing and proposed facil i t ies and resources 

o 	 appropriateness of t h e  budget, staffing plan, and time-frame to 
complete t h e  project 

o adequacy of proposed procedures for protecting human subjects 

B. Award Criteria 

o quality of t h e  proposed project as determined during t h e  review process 

o programmatic relevance of the proposed project 

o availability of funds 

o balance among objectives of t h e  announcement. 

IX. RECEIPT, REVIEW, AND AWARD SCHEDULE 

Receipt of Advisory Earliest Award 
Application Initial Review Council Review Da te  

March 1, 1984 June 1984 September 1984 September 1984 
-bJ 

While this announcement invites applications for a specific receipt,  review, and 
funding cycle, applications addressing the  research issues described in this 
announcement may be  submitted at any t ime  a f t e r  March I ,  1984, for  consideration 
in the  Institute’s research grants  program, t h e  schedule for which is: 

Receipt of Advisory Earliest  Award 
Application Initial Review Council Review Da te  

July 1 OCt .-Nw Jan.-Feb. April 1 
November 1 Feb.-Nov. May July 1 
March 1 June September December 1 
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. .  

mer authority of Section 472 of the Public Health Senrice lkt 
(42 US2 2891-1) 88 amended, the National Institutes Of Health (NIH),
the ~ c d m l ;  W e  and ~entdl~ e a l t hM s t r a t i o n  (-1,
and the D i V i s i a n  of Nursing, Health ksources Administratian (IX)
povide Naticnal &search Service lkards to individuals for training 
in specified areas of biunedical and behavioral research a t  public
ard m g r o f i t  private institutions including Federal laboratories. 
NIH, ApAMIA, and CN dlS0 rrdke NRSA grants to d m S t i C  plblic and m-
profit ins t i tu t ions  for the research training of individuals selected 
by the institutions. The Natiaud. -search service Award legislation
requires recipients of support to pyback the Federal Wezrxnent by 
engaging i n  health related b i d c a l  or behavioral research, t e a c w ,  
or any canbination of these activities. (See M a n  E. for details.)
Title 42 of the Qde of Federal Regulatia, Part 66, is applicable 
to these anards. 

mticnal &search service pwards (NFSA) are d e  to individw 
selected for das a result of national 

Eor research training in  specified health-related 
areas. NIH makes Mvidud l .  awards only a t  the gostdoctordl and 
senior levels. NIH does mt  supprt individual predoctoral fel1.m 
except through the Minority Access to Resear& W e e r s  
which is announced separately. A W W i  and EN make i n d i z '  
skards a t  b t h  the pedoctDral and postdoctoral level. 

The applical5on nust clearly indicate the applicant's arrangements
for sponsorship by a ptblic or non-profit institution or a Merid 
labratory that has the staff and facilities suitable to provide 
the p-oposed training. Mer exceptional c- s an iqlivid
ual may request supprt for training ab-. In such cases, the 
applicant is required to v i d e  detailed justificatian based 
on the nature of the facilities, the training opportunity,
and the particular suitability of the foreign situaticn, rather 
than the danestic, t6 the prupsed resear&. Ihe justificatian is 
evaluated in terms of the ecientific advantages of the *reign 
trakdq as curpared to training available danestically. (My
in cases mere there are clear acientific adwin-es w i l l  the 
foreign training be approved. 

oich applicant nuat (a) m h i t  an aFplication using Brms p i d e d
by the appmprbte agency (see Secticll 8.2) and (b) arrange for 
s&missionof references on his or her behalf. Ihe major e@asis 
of 
ard broadening of scientific axnpetence. 

the application ehould be the resear& training experieme
Eb&&ctaral amlicants 

request;mg training at their doctoral degree granting or m e n t  
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trainhg institution should q l a h  in the applicatkn t h y  further -3 

training a t  that institution wuld be valuable. ?he awlicatim 
m s t  include the sponBor's Facilities and 0Cmni-t S t a w t  
and the applicant's signed statarrent that he or she has read the 
payback informatian and w i l l  meet the payback prwisionS required 
mder the law as a cudition for accepting the National *search 
service pward. An individual m y  xmt have thQ canpeting NRSA 
applications pending review conclarently in the National 
service ward p q n i m .  

2. Institvtional Naticnal Research service pwatds (TrainingGrants) 

A danestic public or norr-padfit paivate institution may aFply 
bbr a grant to support a r m trajning progran in a specified
area(s) of r e m .  wrt for predoctord8 postdoctoral, or a 
canbination of trahees may be requested. Each agplicant ins t i tu t ion  
must subni t  an application acoording to -, us-
ann8 pmvided by the wopr ia te  agency (seesection-B.2). 

The applicant insti tution must have the staff and facilities 
required for the p--sed p r q a n .  Ihe tra3nix-q pmgran director 
a t  the institution w i l l  be responsible for the selectim ard 
win-t of trainees and the uverall direction of the training 
-am. In selecting trainees8 the program director must make 
Certain that individuals receiving sugprt meet the eligibility
requir-ts set forth in these guidelines. C. 

B. PWJITISICNS 

1. Eligibility 

a. 	 %sear& Meas Nationdl &search service AJardS may be made 
for research training in areas d c h  fall w i t h i n  the mission 
of NIH, -8 O r  HRA/m a8 irdicated their 
anmuncanetlts. Applications which do mt f i t  these guidelines
w i l l  be returned. 

An increased erqhaais has been placed on the resear& trainfrrg 
of micians. Ihe secretary is required by l a w 8  in taking 
h t o  accumt the Nation's overall needs for bianedical research 
pe!m0me!l8 to give special oonsideration to Mysicians 
agree to mdertdke a minimun of two years of bianedical 
resear&. 


b. 	 -&Training P r The Natianal Fksear& Service AJard 
nust be used to support a prugrm of research training. Ihe 
-may not SuppOrt Stdies 10d.hg to the M.D.8 D.0.I D.D.S.8 
D.V.M.8 or other similar professional degrees; mr to auppxt
residencies, the primary purpose of Wch is the attaintent 
of a medical or nursing specialty. ksearch trainees in 
clinical areas are exgected to devote their t ime to the 

'W

~roposedresearch training and to aanfhe clinical duties to 
w e *ich are a part of the research training. 
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(1)	predocmral Individwtls, trainees or fellck~s,must have 
received, as of the beginning date of their NTISA appoint
ment# a baccalaureate degree and must be training a t  the 
poetbaccalaureate level in a program leading to the award 
of a doctor of gh.iloeo@hy of science or equivalent degree. 
NIH t d n h g  grant -am directors may appoint individuals 
a t  the predoctoral level who wi& to intempt their medical, 
veterinary, dental, or other pmfessimal school stdies for a 
year or more to -age in  full-time research training before 
caupleting their pmfessimal degrees. Program directors are 
advised to consult with staff in the marding unit before 
appointing such trainees unless such training was part of the 
apphavet! training grant. predoctordl fell- supported
by AI3AMHA must also have catlpleted ixo or mre yeare of 
graduate mrk ard be enrolled in a doctoral degree ~ o g r a m  
as of tke -sed activation date. A predoctoral applicant 
to the Division of Nursirq must be a registered professiondl 
w i t h  a baccalaureate or master's degree in nursing. 

(2)  Postdoctoral Individuals must have receivd, as of the 
beginning date of the MESA appinbnent, a Ph.D., M.D.8 
D.O., D.D.S.8 D.V.M.8 O.D.8 D.P.M.0 Sc.D.8 D. m.0 
D.N.S., or equivalent danestic or rOreign degree.
Certification by an authorized official of the degree 
granting inst i tut ion that a l l  degree requirenents have 
been met is also aceptablzT 

(3) 	senicmr Fellcmm AS of the beg- date of their aoJard, 
senior fellam must have received a doctordl degree (as h 
B.l.c.(2) abcnte) and must have had at least seven subsequent 
years of relevant research and professiondl experience.
The senior fellcwship is awarded by NM to provide opprtu
nities for experienced scientists to make major changes
in the direction of their research careers, to broaden their 
acientific backgmund, m acquire new research capabilities, 
or to enlarge their CamMnd of an allied research field. 
In addition, these d s w i l l  enable individuals beyond
the new investigator stage to take time fran regular pro
fessiordl responsibilities for the pnpose of increasing
their apbi l i t i es  to in health-related research. 

d. 	 Cithenahi The individual to be trained must be a citizen 
d t i z e n  mtiaLdl of rani- states or bve  been 
lawhilly d t t e d  for permanent residence a t  the time of 
application for individm applicants or at the time of 
appointment in the case of an i n s t i t u t h d  a.A n o n -
citizen natiardl is a perm who, althDugh not a citizen of 
the nlited states, am8 permanent allegiance to the U.S. 
They are generally persons born i n  lands which are not 
States, but are mder U.S. sovereignty, jurisdiction, or 
a i f n i n i S m - 0  for -le, Pmrican !%ma. An individual 
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lawfully mtted for permanent residence must suhnit a 
notarized statement, upon activatim of the award0 inaicating
poesession of the alien registration receipt card (1-151 or 
1-551). Individuals on tenporary or student visas are not 
eligible fbr supprt fran the  m. 

2. 	 *1icatia-m and Receipt Dates NM application kits containing 
forma, instructicns, and related information m y  be cbtained 
&an Office of Grants m i e s ,  Division of %&arch Grants, 
Naticnal I n s t i t u t e s  of Health, Bethesda, Mryland 20205, 301496-7441. 
National Institute of Mental Hedlth, National Institute on Al-1 
Abuse and Alcoholism, or National Institute oc1 lkug Abuse aslicatian 
kits are available *an the apprqriate AWMHA mnpnen t  @ants 
Management Branch0 5600 Fishers Lane, Ibckville, Maryland 20857. 
nivisian of Nursing information and applications are available 
fron the Divisim of Nursing, Health &sources �!dninistratim, 
5600 Fishers Lane, ibckville, Maryland 20857. The application
for the institutional training grant is Fbnn PIS 6025. The 
application for the individual fellowhip is Rmn PHS 416-1. 
These applicatim fonns are also usually available a t  institutiml 
Offices of Sponsor& &search, Grants and -tracts Offices, or 
their equivalent. 

Applicants are encanaged to sufmit applicatiam w e l l  in  advance 
of the published application receipt dates to allcrw sufficient 
time to prwide any supplenental information which may be required.
P33plicati.m receipt dates are widely publicized in N I H 0  -0 

and WINa~orplcments. Agplicatians received toa late for 
me review w i l l  be considered a t  the next published review cycle. 

3. M e w  Each initial application w i l l  be evdluated for scientific 
m e r i t  	by a PEES peer review graup. hstitutional applications
w i l l  also be reviewed by the appugriate Qcneil, Board8 or 
other alvisory group to the PHs awardhg uni t  -se activities 
relate to the proposed research training, Insti tuticmal applications
will be evaluated on the basis of qualifications of participatirg
faculty, the -sed research trainhq objectives and progra~n 
design, and the ~ e v i a u straining record of the research progrm 
and its ability to attract high-caliber trainees. % extent of 
the mtw m-t, the available faciliti-8 the 
quality of the train- envirorment, and the relationship of the 
pmpe&4 pmgrm goals to the needs for r e m  trainhg in 
specified NM, - 0  WIN irogrrm area8 w i l l  be cexlsidered. 
Applicatims far individual fellowship awards w i l l  be evaluated 
on the basis of the applicant's past academic and research record, 
the research training Fpraposal, the sponsor's general qualifica-
t i m 8 8  the trainbq erntirwment, p~hlications,references, ather 
relevant information, and the applicant's research godls in 
texms of the r m t ra id rq  priorities specified by the award
ing d t .  Individual fellowship applicati- rdceive the mnml 
initial review and a secondary staff review and are nd revieved 
ky National Advisory cbuncils or BDards. 



. . . .  

4. NotificatiaI of Act icn  applicant will be mtified by letter ' 

oarerning-final review recamrendatian. -tdy six 
to nine nmths transpire between the i n i t i a l  application and 
final notification. APJotice of Grant W i l l  be issued to 
applicants selected ~r f u n d i q .  

5. period of support Institutiandl grants may be made fbr cmpt i t ive  
. 	SeQnentS of up to five years and are renewable. AkRvds w i t h i n  

an afftoved oanpetitive segment are normally made in 12-msnth 
incrementswith S q p D r k  foa additicnal years aepenaent upon
eatisfactory prugress and availability of finds. Waineea are 
custcmarily appointed bar full-time 12-th periods. No trainee 
maybe appinted under an institutionalgrant for less than nine 
IImlaa except with thh prior appowal of the d t :  axd 
then mually only to cuuplete a plannea of t r a h h ~ .  An 
appirrbnent or a reappointment may not eucceed 12 -the wi
wior apgmml by=. 'Ihe h t  of the stipend and tuition 
bor ea& full period of appointment must be obligated fxnl funds 
available at the time the Lsdividudl begins training8 unless 
O t h a r ~ a r e ~ b y P H S .  

HRq/m ~edoctordlM v i d w  fellamhip for periods up 
to five pars.  A D W l t  Umits p r m fellawships to three 
para. MR, l u Y 4 M F n r  and HRA/pllniit poetdoctoral a w e  to' 
threa 'Ihe awards are made in l2-a increments. 

Ail tzaimesam~fellma are requirpd toprraue th4ir remarch 
ttainirrg QI a.full-tims basis devoting no leas than 40 hours p r  
v d c  as by the 8pnao* instituticn in acaxhce 
with ita am policier0 
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b. 	 bque&J far additirnal time will also be 
axmiderd if an went lmavoidably has altered the planned 
amr88 of the research training: the i n t m  has signifi
cantly.detractedfmn the natme or qmlity of the planned
research training: and ifa short eatensiOnviuuld permit
cunpletim of the training as planned. such events include 
a m  108s Of the n ' S S e n d C e S  Q1: M aCCid-8 

i l b e ! s 8 8  or other pemonal8ihxiticn8 whieh prevents a trafnee 

ar fell- prrsuing research ttaining in an effective 

manner for a significant period of the. %quests

for extenaim of s q p r t  w i l l  ala0 be conaidered i f  a ahart 

additirnal period fnRuld provide the train- or fellw an 
-unity to us8 M e x c e m  training re-. 

~ s t s t h a t d a n o t a r i s e f r n n c ~  
or 5.b. w i l l  be cmsidered i f  they are . 

acccmpanied by an exceptirxlally strong justification. 

&quests for extensian nust be made in w r i t i q  by the trainee or 
fellaw and addressed to the a fa rd iq  mit. ?he trainee's psogrw 
d h - 8  the of fellaWd.lip8 the 7 8 must 
the request certifyirq the need forr a d d i t i d  t i m e .  request
nust include a Bolod jUstificati.cn ard specify the mxmt of 
addit ianl  time 5or whi& is e. 

6. Initiatia-iof S u g p r t  

a. Individual Fellcn&ip 
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plrposes, the Activatim Notice and P a m  Pgreenent may 
be suhdtted up to 30 da@ in advance of 'thebegin date. 
-8 any change in this planned win date must be 
reported fmnediately to thk husiness office and the awtud
ig d t .  If M a w a d  is o#diticned upan the cunpletbn
of degree requirements, certification of canpletion by
the degree grantirq institution must be subnitted with 
the Activation mace. 
n t periods of a m fellowhip training are 
ccmeative with the first year of support and are usually
in l2- hcrenents. An PlCtiMtian Notice and Payback 
Aereement are required at the beghmhg of each new year
of support. If a-fellow decides not to activate the 
d,ar to terminate early, he or she shaild d f y
the institutional~ i n e s soffice and the rrwarding d t  
hM?dii3tdy. 

(2) -c sponsoring institutims receive an awaxd for 
the stipend and the inst i tut imal  allowance. The feu-
i 8  then mid d k e y b y  the daneStiC h d t U ' t i O Z l ,  which 

. also disburses the institutiondl allowance. 

bo 	 InstitvtfcnalTrainee A EbtiCe O f  -ant PkRVd is i s d  to 
the grantee h s t i t u t i a l  mnnally w i t h  a s t a r t  date of m y  1 
a d  w i t h  a bu=Tget period of 12 e. 
A ~edoctardlor postdaztoral trainee may be appointed a t  
anytime durbq the CoLIITse of the budget period for an 
appointment period of 12 mxlths. 

ZLt the time of each a p p o i n ~ t ,the t r a in iq  program director 
nuat mtntit a Statarrent of pspointmnt and a Payback prjreanent 
to the akarding d t  (see Sections D.l-(b)(l) and (2) ) .  Ihe 
Statanent of Pspointment includes bitqraghical data on the . 
trainer,and the stipend level for the period of trainfng.'

'The d.mi 8  -bythe h ~ t U t h l d k & y t O  the tdlU2e. 

Stbeeqmnt appoinfmena are m v e with the first year
of m.A Statement of Appahtment and Payback Agreement 
must be mbnitted with tQch reappintmnt. See Illustration I 
a# a.summryof the'gmeral step in the -program (Trainee). 

. 




1. 	 StiIpnaS A stipe& is FpKNided aa a subsistence allowance for 
m e e s  and fellows tro help deeay living expenses during the 
researe t r a h i q  experience. It is not pBwided as a cadition 
of arp?layment w i t h  either the Federal m tor the institution. 
Changes in Stiperd levels are p&lished in  the NIH Guide far 
Grants and ccntracts. Stipends mst  be in accordance w i t h  the 
s t i  levels set by th is  policy. PJO departure fran the standard 

by the institution with the trainee. Institutionsmay supplement 
sti- as necessary frpn linstitutiondl resourckst W e r ,  rn 
supplanentation may be fran Federal fvds unless explic
itly autl.mized under tenns of the specific prcgram f m n  &i& 
the supplenental fuds are derived. (See Sectiom D.2. and D.3. 
on Qncurrexlt Benefits, s u p p l e m e n t a ~an3 anpensation). 

a. 	 Pmdoctoral. The current stipmd level for preaoctoral
individuals a t  all levels of experience is $5,292 per anmm. 

b. 	 Thestipendlevel~rtheentirefirstyearof 
support is determined by the n e of years of relevant 
postdoctoral experierre a t  the time of appinbnent or i n  
the case of an individudl fellow, a t  the time the awaiTis 
b s ~ e a .  m1-t experience m y  incl- resear& experience 
m u d i n g  MWhl), Wistantship, hterrtElhip,
residency, or other time spent in  full-time studies i n  a 
health related field that of the qualifying &&ral 
degree. ?he stiperd 5or ea& additirnal year of NRSA suppott
is thenext l d  in the stipend structure a d  does not change 
mid-year. mt sti- effective Ifuly 1, 1983 for yost
doctardl trainees and f e l l m  are as follokAlt 

Years of Relevant a p erience 

0 
1 
2 
3 
4 
5 
6 
7ormore 


C.  	 Feilow~(NIH d y )  The mt 
shall be connensurate with the salary or ranmeration 

$14,040
14,736 
15,468 

16,236 
17,040 
17,892 
18,780 
19,716 

of the to be 

which the individual receivirrg the award have been 
paid by the institution w i t h  whi& he or &e haa a pxmsnmt
affiliation on the date of the felluWaMp awad, blrt in IIO 
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shdll the NTH &i@d eXcegd $308000. R m e  
benefitsare not provided w i t h  this d.The 1-1 of NRSA 
support will ta3ce in- aamxlt coracurrent salary support
Feovided by the institutinn, other supplementation8 and the 
policy of the sponsoring institutim. Senior fellowships 
are made for full-time resear& training. ~ e a l t hpfessioials 
may u t i l i z e  s ~ n eof their the in clinical dubies only i f  it 
is an integral part of the research training experime. 

2. other costa 

(1)InstituticndlAllamnee AII institutional dime to 
tlae costa of training maybe requested and m e d .  

Xntmxsted applicants shwld wnsult t h  application guidelines
frem the respctive awardhg agencies regarding specific
lavela of the allwince for pre-doctoral and pst-docmral 
s w ,  includfng those irrdividuals trabhq a t  Federal 
laboratories. Allcmnce levels are published in the NIH-Guide for Grants-andcontracts. 

The allmence is intended to defray st& expo~lsesfor ths 
faow as tuition and fees, reseamh supplies, 

equiPnent, travlal to Scientific meetingS, mdical insUr-
CUY?B# ab off-, insof- a8 p088ible8
apgrq+ri�lte*Strative cogts of graduate trahling. 
The all- far individuals training a t  Federal 
laboratories, which is administerea by the PHs awanxng
\;nit, is intended to cover the coats of scientific meeting
travel,medical insurance, ard tuition and fees for 
8pedfic cuirses. The folluwirq are specific guidelines
&r the use of ehe institutiDnal all-e: 

(a)	A fellw's t u i t i c n  and fees, and medical insurance 
are allamble cmts only i f  required of al l  persons
in a sbdar training status regardless of the BOUZCB 
of w r t .  ~ ~ ~ i l y m d i c a linsurance is not an a
priate charge: lxwever, ths irdividual my elect 
personally to pay the differential bed3mZn Self and 
Falily-. l b i t i c x l  and fees fol.postdoctclrdl
felW are lh+.tedto those for specific comses 
required by trat.ling Parogrmr. 

(b)Payment for travel to scientific meetings is 
-date it b neOeSscVy to the individual's 

�br fellow at  Federal labaratories, 
rebbursanalt fbr travel axt is in acco&me w i t h  
the current governrrent travel regulations prevailing 
at the Federal labaratary to which the fellow is 
a8nlgnR.I. 
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Ands m y  not be experded to mer the axts of 
travel between the t:min-'a place of reaidenee and 
the damstic WainhJg instit-, except that the 
grantee institutian may aut)lorize the cbet of a 
one-way travel allmarxx! in an individual case of 
extrane hardskip. 


The spnaorirg institution autbrizes the expenditure 
of the 8 l l a m  in behalf of the fellow Mxxlrding 
to the i n r 3 f A . w  policy. me institutiar ia 
entit led to expend up to the ful l  institutirnal 
allcwmce upn official ackivatian of the award. 

if an individual fellm i a  not in a training 
8tatUs sor mre than six mths of the Lwrd year, 
Gnly a1-f of that year's allokwnce may be charged 
to the grant, the other half must be refmded to the 
m. -

Travel to Fbreiqn Training site The awarding d t  may
autbrize the axt of a a-le d trip 80011ony or 
CdllcJl tiC)Cht to an --fire* trainirrg SiG. Aa 
in ths case of all foreign travel, U.S. carriers must be 
UBCBd available. 
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1. Proeedurem for Individuals ard Irgttitutkmal A m Recipients 

The bollowing &cunmts are critical to the process of establishirq
the paynrerrt of stipends and other costs,as well as the determina
tion of possible payback sezvice. 

Activaticm Notice (Parm PHS 416-5, See Illustratiim 11) 
- M Y  upon -M.tiatbn of t d n i r q  the individual 

FbrfellmspaiddirectlybyHfS,theb~shauldI.lot
be suhnitted befare he or she actually goes cm duty. 
S t i p e d  are issued abath the4 Activation Notice 
a d  the P a m  l!grewmt are received by the awamliq
dt .  
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Chngea in the Project -vidual awards are d e  for 
training at  a specific instit- under the guidance
ofaparticularspnaor. A t r a n s f a r t o a n o t h e r i n s t i t u 
tic^, or a charrge in spamor, requires the prior appmval
of the ZIklarding d t .  As a part of that appruval process,
if a fellow spamared by a M c ~pn-E'deralinStitutiCn 
requesta a.transfer to amther dcmestic non-pederal
inaitutionbem the end of w current Llward year;
the in i t ia l  in8t i tut ia l  will amtime to pay the stipend
urtil the cnd of the current amrd year. Mspositian of 
the hstitutimal allckAnce is hegotiable- the 
b0 8- in8'titU'tblS. 

Any FeCpxed aarqe in the fndividudl's specified arm of 
remar& trainFng will be reviewed by the unit 
to mare that the trainkrg ccntinues, as required by law, 
tobe in M area of need as 8pecified by the unit. 

W' 

. .  
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program d i r k  and the institutirxlal fbancial officials 
shwild oocwdinate the information reported on the 
Statamnt of Pgpoinbwnt. It should be treated as a 
financial -t for obligating (stipends) which 
later are reflectd as part of the total 00- in the 
pinancidl S t a t u  Report (seeSection D.l.b.(6)). A 
supply of Statement of Appintment forms (PHS 2271) Fs 
w e d  to the phograan director by the awarding unit. 

(2)	p- &rcement (Form PI§ 6031, See Illustaati& IV) 
A m t i &  I&Search service kJard Payback IQreenent must 
be signed by each.individualwho is to receive a sti
through an institllticmal d.l h i s  fom ard the 
statanent of Appintment is suhnitted annually a t  the 
time of each appinbnent. 'Ihis form will be cunpleted 
beg- w i t h  the init ial  period of support men thmlgh
the first 12 IIonths m y  be excluded frnn the emulative 
FW=k r e - .  

(3) V e r i f i c a h  Repzc ts  (forNIH cnly) A OanPJter list 
iden- tRdnee8 for wt.m a Statenent of A p p i n t m e n t  
of trainee ~ r mhas been received by NM will be mailed 
to paogrsnn direct0ra 60 says after the budget end date 
of each instituticmal grant. Iha list mUBt be verified 
by the pmgram director and an'appmprhtebusines8 
official ard returned to the Trainee -1 unit of the 
MvisJrxl of hseardh c;rants w i t h i n  30 days after receipt. 

' (4) progresSRepartS Interim progress reports must be 
suhnitted w i t h  all applicatiaw for amtinuah support 
i n ~ ~ w i ~ t h e f n s t r u c t i o n a a c o e m p a n y i n g ~
application forme. In ah,a tennindl progress 
repart must be suln\itted to the awadng  d t  w i t h i n  90 
days after the end of each ccmpeting segnent of a project 
per-. 


(5) 	Texmination Notice (Fbm Pm 416-7, See Illustration V) 
minstitution rmstsuhnitaTkrminatia mice imnediat d Y  
upan a trainee's termination of support mdex the grant. 
nw lack of timely and aaxxrate infoxnatial on this form 
c a ~ M&versely affect the lirryback detennhatbn. A 
supply of TkmuinaticXl Ebtices will be gglt to lnogram
dinctors annuallyby the awanxng unit .  

(6) Financial S t a t u  A Pinancial Status Eaeport Fs 
requird bor all inatitut iaml grana 110 later than 
9 o & ~ ~ t h e C l O S e O f e a c h b u d g e t ~ i a d .Thi8 

report will tlocunmt the financial statu8 of the grant 

to the official accumting recon% of the 
grantee instituticn. Stipeds and tuition are obligated
bnr the f u l l  U-mrrth appointment fran the budget 
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period in d c h  the appintment is initiated. partiara
of eti- and tuition that extend beyard the w e t  
period are carried as mliqidated ObligatictIS. m e r ,
the rep* bor the final w e t .  period must have rm 
unliquidated ob1iga- and must indicate the eMct 
balance of mobligated fmds. 

(7) chawes in the project changes in the program objectives 
as they relate to the area of research training Br which 
the grant was qproved require prior by the
awadingmit.  bhereabemeoftheFProgrncUrectoris
expected to e x 4  a antinmus period of mre tlran three 
m a t h 8 8  plans 5or ths eof the prqrain during his 
or her abeence mLlst be appmved by the awarding lmit. 
Psry -sed change of phogran direcrtot mst be requested
by the grantee instituticn and be appiraved by We a w a d i q
unit dollowirrg review of the fyminee's qualifications
and re-evdlua- of the project in the light of the 

cfvrnge. Ihstitutional grants may be transferred 
&all one institution to amtbr aily under rmst m d  
w.SLICh a change w i l l  generally be 
a i ly  i f  all of the major benefits attributable to the 
original grant can be transferred. 

c. InterhReviaials 

(1)kry changes or axmcthm frnrohrirrg m appoin.tment under 
h8titutbnal -8 f.e.8 -8 permanent d m  

-8 petiod of -8 stipend be 
-by the training prcgrm directmr to the awadng
unit on M -ed -2271 at the t h e  of the change. 
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be m e d  acoordirrg to their awn fbnnally established policies 
g m m l h q  a t i p x i  support. These policiefl must be CaYSistently
applied regardless of the BQurce of f u d s .  m Federal funds may
be uaed for stipend aupplanentatian \nleas specifically autkprized
urderthetensofthspmgramfran whi& the fun% are derived. 
An individual xnay make use of Federal educational loan fiads or 
V.A. benefits when pmdtted by tl.rose prognmm aa &scrm 
above Sectian D.2. 

.-. 

, 
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b. 	 other leave Up to 15 days per year of sick leave w i t h  pay 
may be taken without requesting penission &an the marding 
d t .  Mditiandl sick leave or other leaves of absence must 
have the prior a m of the spmr or progrm d i r e r  
andtheawatdingurlitandIlnrstbewitfioutpay. Matexnity
leave maybe grantedwitbutpay, for a length of t ime that 
is in acoordance w i t h  mmal instituticnal guidelines and 
w i f h  the prior appwml of the awarding unit .  ?he fellowship 
ar trainkrg period may be extended upon return to 
full-time trainkrg. 

5. 	 -tia~ TheDirectoroftheawardingagencymayterminatean
fndividual awanl or trainirig grant prior to its normal exphtial
date (1)at the written rqueat of the recipient, or (2) if the 
Directar finds that the recipient has materially failed to cunply 
w i t h  the tenas and ccditiexls of the award or to carry out thc 
prpse  5ar which it -8 maile. In the event an award is teIminated, 
the Director shall notify the awa~3eein writing of this detenni-
na-8 the red~cn~therefore, the effective d a b 8  and the right
to a p p d  the deci8ion. 

60 Ribllcatiam Tkainees and fellcrws-are to sutmit reports
fur prblicatim to the jouznals of thek 

W' 
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9. 	 Taxabilityof S t i @  Section 117 is that part of the In-
Wenue Qde w h i &  applies,to the t ax  treatment of all scholarship 
and fallowshipe. In general, it pmvides that, subject to certain 
Utat ions ,  degree candidates may excltrle the f u l l  amxlnt of 
their acblarshipe or fellowshipe fran their gross iK#ne far 
paposes of taxatian, and d e g r e e  candidates nray exclude up 
to $300 anmthof such awaxds h r  up to 36 m. 

It must be eI@aSized that the interpretation and inpJl�¶ne!nation
of the tax laws are the danain of the Internal Reven- service 
and the Courts. HIS takes 1y3 position onldhat the statu3 may
be for a particular taxpayer, and it does not the authority 
to dispnse tax advice. Individuals shovld e t  their l d  
I= office about the applicability of the law to their situatiam 
an3 for infoxmatim on the proper stept3 to be taken regarding
tlaeir tax obligaticns. The  business office of the sprxlaaring
institution w i l l  be respnsible bor the a m w l  prepratiun and 
issuance of ths IRS Fbnn 1099 fr# fellows and trainees paid 

. 	through the instit-. PHS agencies w i l l  is- the subject
Sonu 501:all fellows paid directlyby than (fellows trahlng a t  
fed- or boreign lakoratories). 

* 	 10. NcndiscrhIlinaticn m3titlIt.ims aaninistering N a w &search 
m i c e  hvarda are subject to (a) the -ition against
discriminati#1 On the bash Of TEY3e, -lor, O r  Mtirxldl atisin 
imposeabyTi~eVToftheCivilRightsActof1964andthe 
hplenentiq IXlfiS regulatirns (45 CFR Part 80);  (b) the mition 
against discrwnation on the baais of sex jllpsed by Title M 
of the Mucation l h n h e n b  of 1972, and in  particular, secthm 

. 901 of such Act and the hplanenting regulaticns (45 CF'R 
84): (c) the Fm3lxibiw against d h c r h h a h  against the 
handicapped ltmposea by section 504 of the mhabilitation Act 
of 1973, as d e d ,  an3 a hplenmtiq IXES regulae- (45 
CFR 86);  and (d) the prohibition againat age diacrimhatbn 
imposes by the Age niacrimination Act of 1975 (45 CFR 90).-
Applicant organizations are required to have appropriate ~~surance 
of Ocrnpliance dorms, fjor -le, HEW 441, HEW 641, HEW 639, or 
any other required ass~panceaon file w i t h  the Off ice .  for civil 
Rights, office of the secretary, -, before a grant may be 
&e to that institution. 

11. thnsn subject8 - Anitml rnlfare - Fecarbinant m No d msy
be made uiless the -ing or grantee Institutiar has amplied
With the douawinj: 

(a) HEIS - t iam for the mect ion  of thmM mjects (45 CpR 461, 
which require w r i t t e n  Assurance of q l i a n c e  w i t h  the regulationrr 
an3 certification to H6 of review and by an instituti4nal 
review board for dl1 rmexapt research -1- hunan subjects. 

ch occasion, applications for training granta are s u h n i t t d  to 
the mpartnmt w i t h  the!knowledge that subjects may.beinvolved 
Within the period of fuding, but definite plans can mt be set 
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doafh In the e l i c a t i u n  or proposal. These aFplications need 
not be r e v i d  by an IRE before an award may be made. w e r ,  
except for teseerrch described in 46.101(b) (exarrpted'research) 
n,hurprn mjecte may be irnrolved in any project supported by
these grants mtil  the pmjecthasbeen reviewed and appmved by 
the IRB, as mided irr these regulations, and certification 
8uhnitted to tke wrbnent. 

In activit ies such as the above, even t)rough an IRB review need mt 
take place at  the the of suhnission of the aFplicaticm, MpEi requires
the attachaent to the agplicatim of the Fbm -596, Vmtection of 
Ehmapl subjects Assurance/~fica~/Declaraticn."lhis fonn may . sewe either M a certificatia that XRB review and haa 
taken place bar the research propsd in tha aFplica-, or as a 
pledge that review and apFaKIval and sdssion of a certificatim 
will occur before huMn are involved in the r e m .  

rnmmyinstanccst;aineesS~rtedbyiwtitutFandltr~grants 
be partidpating in -supparted by re- mject grants

Sot whidr the IRE review of hunan subjects is already ccnrplete.
This review is sufficient pruvidirrg that the research would not 
be stbstimtially modified by the participation of a trainee. 

Ebr pmpeed projects in which the resear& has received IR8 review 
ard apgmml, block 5 of the Ebm IMS-596, "Cartificatkmof IRB 
Review ard DBclaration of menptim," M d indicate the date of 
review. Z b r  reeearch in which definite plans are not set forth in 
the applieaUan, instead of checking a h inblock 5 of the Fbm 
Hr-E5%, the applicant shaild write "SeeN%e,* and an the remne 
of the a n a  indicate the f 0 U ~ t"Thfs is an institutional 
resear& training grant for mchplans are not definite. A 
certification of revhv axxi apprcml of research involving
huren SUbjeMzta dl1 be medbefore the artivity begins if 
d f i m t h l  ha8 already been filed. This is in ewith 
45 CPR 46.11.8"; 

(b) C%apter 143 of the Grants M d n h t r a t k m  Manual (Chapter
1-43 of the PIS Grants Aduinistratbn Manual) which requires
writtan aanrmce of wnpliance w i t h  FfiS animal welfare policy.
(Th Office fop:Pmbctkn 6rpl\ Re- M.sks, NIH, 3Al8 
atilding, Bathesda, M), 20205, can be cartacted �or information 
and h t m c t h u  ~1 the requirenena for pmtectim of hunan 
subjects and andmal mlfare.) 
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E. 


The m t i d  *search Senrice h e r d  legislation requires 

eqagirq in health related bianedical or behavioral research8 
teadhingr or curbination of these activitieia. The NEISA payback
obligatim my be satisfied by either senring in a psiticxl in 
a c h  a cucbhtica of bianedical or behavioral researdh or 

ccllatitutes mre than 20 per or by financially
recoirpenSating the Goverrment in an m t  of msney de*& 
in acconhnce w i t h  a reocNery donnula specified in the legislatian. 
Paybzsck is required in an amxolt equal to the totdl pesicd of 
8upprt in excess of the initial 12 nontha of support. 'Ibis 
aecticn artlines the payback gandsirxla and pmcedural requiranenta 
necessary for instituti.xle ;Jna individuals to m y w i t h  the . 

payback obligatdm. 

2. 	 kraart of P a w  service "he m t  of required payback d e 
1s equal to the mtal period of support in excess of the init ial  
12 lDoRths of postbaccdlaumate supprt. an Wvidual has 
had 12 mrnths of p o s e b a c c a l ~ ~ *  -8 a 
NRSA aupprt i a  subject to payback. 

3. 	 criteria�prAcqmble PaybadC Ihe NFSA payback obligation may 
be satisfied by either sewhq in a full-tirne pition in 
h?al*relatd remarch or t e ! a d h g  CxmstituteS the primary . 
activity or8 i f  not senring in a full-time p i t i a n  of this 
kind, engaging in shch~researchOT teaching in a position(s)
fir per- that averwenore than 20hcKlrs par we& of a f u l l  
wpr3c par. I t  is generally expected that any full-time acadaaic 
appintnmt in a bicmedicdl or b&avbml field 'kRuld meet fhe 
payback requiremart. lbchiny and tesearch duties include not 
a i l y  tima spent in the claSsr0aa8 laboratory, or research clinic8 
but ala0 time apent in prepantion far those activities. lMdl 
employment v i n g  20 hours or less a week cannot be c u n t e d  
mard fulfilling the payback obligatdm. 

myback semdce n y t  be perdonned following cunpletiar of NRSA 
training. I@ amnt or type of activity prior to or during the 
ternzre of rn aupp* will satisfy the NRSA payback obligatim. 
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c. Researcthsettirq The resesvdh set  maybe in the acadeuic,+ or foreign.-tal, or c~mrercal secb&anestic 

me scadgnic sector includes universities, pfessiandl 

schools, res- htitutes, teaching h o a p i t a l t 3 8  c o l i e ~ p ~ ~ 

and uliversitief3. The aaxce  of funds.supporting the pay'badt
airtivity is not genwally restricted. An individual cculd 
be supported by a P�?S grant or by a grant or fellowship 
�ran another oryanizatia~. The cnly restriction cxthe 
murees of funds is that a payback activi fy m y  not be 
supportedbyanother~award.  

(1) Credit fir Service w i l l  be given only in instanceS W e  
the gmpsed teadhkrg or mseazch activities include 
reqqdbilities that distirrguish theu frunactidtiea 
required of trainees and which require m e  than 20lrJuts 
per week. �br graduate studen- the distinguishing
feature nray be ascrigrmnt of respau3ibility as tead&q
aseiseant or laboratory -r or responsibility
bor opductof resesrchr foo:residents and.clinicdl 
fellows the blstinguishing fame may be teachhq
respclnsibilityother than clinical supervisim of 
respmibility bor am3uc-tof rersearch that is not a 
requirenent of re8idency training. 
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5. 	 Timing of M c e  cbligaticn An individual must -in to 
lndelrtakeths p a w  semice requirement w i t h i n  two para 
after the termination date of the indivgual's NRSA suppart. 

6.  Hnandal P a m  If any individual to +Inn the requirement Sor -is le fails to mdertake or perfom Buch semi
aa reqdrd in E.S. abave, the ulited States shall be entitled 
to recover froa the Mvit3ua.l  the anrnart determined in accordance 
w i t h  the bollawing fonnula plus interest: 

APg .-
t 

t-8 

Fhere "A" is the mnmt the Mted States is entitled to recover. 
"g" is the sun of the total i!mrxmt paia to the individudl under 
the Eationdl senrice hmrd support less the ammt paia
6Dr the initial wive d."t"is the totdl n e of mths 
h the indtvidudl's SeFdCe Obli~thl. N8Ni S  the I l U I b r  O f  
nonths of the obligation served by the individual. The total 
pdcl to the individual ($4, vder instituticnal grants ard 
-vidual clwards a t  damstic, nowfederal spnmring insti
tutiam is midered to be the stiw ai ly .  The total &d an 
Wvidual mder a fallwship amrd at a foreign -ring
in8titutial includes the payment for the ruxd trip travel costl3. 
'Rxt -.paid an indfvidual mer a fellaship a t  a 
federal spensoaring instit- inclu3es any llloney expended
frcm the instit- all- Ipovided bot Buch pnposes as 
medicdl irmumme, travel, tuitial, and fees. 

Interest on the ammt begina and is at .a  raa fixed by the  
Secretary of the Weaslay considering W i m t e  cumxner ratea
a&prevail ar the date the determination is made that the 
NEGsA pa- requiranents w i l l  rmt be fulfi l led thmqh service. 
The mant to be reoovered financially shall be paid to the 
ulited staw Wi- the three-year period f;olllawing such date. 

7.  

Oorpjetdm by the M v i d u n l ' o f  the requirement Within 
the required period- i m d w 3  eubstantial hardahfp tb 
the .individual a d  that failure to extexd the period 
l R u l l d  bs against equity and gaod anscience. 
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l b w a m  for an extension or break in service inclu3e such 
things as ghysiciana m e t i n g  residency training and graduate 
stulenta c a n p l ~degree requiranents. R x p s t a  must be 

--made in writing to the awamtbq =it, s p e d - the need 
bar additimal time and the length of the required extension. 

b. 	 W w  where an individual fails to undertake or perfoan
sud.1service requiranent the secretary, m,may waive in 
-le or in part the obligatian of the indiviaual to repsy

detannination that cuqliance by the individual is 
~ s i b l e ,or would involve substantial hardship, and en
*rcement of the Cbligaticn to that inaividual WxIld be 
againert equity and gocd ccnacience. &quests for waivers 

(e) & d u x  tha individual has received sufficient 
training to be qualified to perform mch actlvitie!B: 
and 

Arry obligatim of any Wvidual toward payback will be 
cancalled upon the death of the k.ldividual. 
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I 

a. Certificath Approximately one year after the i 

of NRSA support, i f  an individual has incurred a 
pa- obligatia~,hsor she will receive an mualpa-
Activities certification (WAC) form. this f o r m 0  the 
indivinual w i l l  report the activity in which he or she was I 

engaged for the precedixq 12 nun-.' 'Ihese fonns are to be 
retmed w i t h i n  30 days of the reparting period end dab to: 

Trainee ard NRSA control office 
Divisicll of Ihtear& Grants 
I s a t i d  Institutes of Health 

5333 westbard pnrenue 
Betheada, Maryland 20205 

The ETIS unit will review the activity and make a 
decish an its acceptability a d  inform the former m e e  of 

deCiSbI. mi^ -8 will CQltinUe Mnually mtil the 
M v i d u d l ' s  total payback obligatim is satisfied. Individuals 
@-iodo mt subnit an APAI: or cannotbe located w i l l  have 
their file h x x d e d  to the a m i a t e  bgency fcK financial 
paypack. 


bo .(J.LMqe 0f-s AnychangeinthemailingsrldressofaNRSA 
recipient nust be reported pocmptly to the Trainee ard 
(bntrolOffice(seeabove). 'Ihisdmuldccntinueforad.nhun 
wiod of five years followirrg the -letion of supporrt or 
bor e additional tim as is  required to ensure satisfaction 
of the payback bbligatim and to participate in occasirxldl 
Frogrm\ evaluation. 
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OVARTUKNT OC HULW AND HUMANS U V I C a
cu#H: HIMM 8mvICI 

NATIONAL RESEARCHSERVICE AWARD 
TeRMlNATIONNOTICE . 

a 

7rTOTAL HWA S T " 0  ECEIMD AH) NJWER OF MONTHS 
UNOeR THIS AWARD. 

2 d Y W  

*--

Type and rubmlt orlglnrlnd twocoplu to PHS awarding com
pontrtt. Item8 1 through 10 (except 7b)dmuldk completedby
fellow or trainee; ItomaTb and 11 by rpproprlate institutionofti
clal. One copy wlll be mtufnod to th.kllow 01trairm following
vatIdation by PH9 oMclrl. 

$tiACVUSC FonADDITIONAL INFORMATION 

I I 

7b. VERIFICATION O f  ITEMS 6 AND 7 r  lnstihrtions that pay
s t i m  to hllowb and trainee8 shall certify the infomu
tlon providedin itma 6 and 71 I8 correct according to in
stitutlonrl records. Not applicable to individual kllowa 
apowxed by Federal or foreign InEtitution8. 

~ ~ o f w s ~ s s o m c l l u  DATE 



oe?- oc n u m  ANO ~ U Y A NSERVICES-WBUC n w t n  wwe PLEASE TYPE. * Inatrue 
tlonr In tmmlttal loit=NATIONAL RESEARCH SERVICE AWARD Nota Rhracy Act Informatlor, -

ANNUAL PAYBACK ACTIVIVIES CERTlFlCAllON On b.ck Of PW 4. 
Nmt IUmL-kr ly  PHS FEUOWSHIPOR ORANT NUMBER(8) 

ADDRESS lComa8.db.qwckng.d) R W R nNe PERlO0 

FrOm: To: 
RECORD OF PAYBACK OBLIQATION 

1. 0 Have not engaged in payback servicedurlng reportlng period (c~~np&ros.clknrv) . L 
2. 0Have elected to engage Infinancial payback (Compkto Soclkn Iv) 
3. 0 Have beon engaged In continuous regular payback service during reporting period (Complete Sectlon I /  [I, 2, 3,51, 

Section Ill, end Section IV) 
4. 	 0Have been engaged in continuous altematlve payback service previously authorized by DHHS (compkreSoclkn R 

[l, 2, 4, 51, Swtlon 111 and Section Iv) 
SECTION It. PAYBACK SERVICE OESCRlmON 

1. Number of months engaged In payback during r-lng period: bt08: 

2 Position Title: 
3. Regular Payback 

a. 0 Full-time position wlth health-relatedbiomedical or behavlomlresearch andlor teaching a8primary activity. 
b. 0Other positlon(s) whom heaith-reiated bbmedicol or behwioml msearch andlor teaching avenges more than 20 . 

hours per week of a full work year. iw .  

4. Aitemativa Payback. Date authorized by DHHS 
a. 0 NatlonalHealth Sewice Corps. 
b. 0Specialty practice In designated shortage ma. 
c. 0Practlce In HMO a8meeting Natlonal Research Service repujmments. 
d. 0Health-relatedservice. 

5. 	 Descriptlon of duties, source of salary support, end average number of hours per week. Use continuation pages a8 
necesmy. 

I certify that ail of the above statements are true, complete, and 
correct to the best of my knowledge. (A wlll?ully ?elsecertific& 
tlon Is a crlmlnel otlense. US.Code. Title 18. Sectlon 1001.) 

SONATURE IDATE 

NAMEANDTITLEOf PH8OFFlClAL WNAfURe ' DATE NUMBER OF MONTHS OF ld 
CEPTABLE PAYBACK SERVICE 
THIS REPORTINO PERIOD 


