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CORRECTION 

A Request f o r  Research Grant A p p l i c a t i o n s  (RFA) pub l i shed  i n  Vol. 9 ,  No. 1, 
o f  t h e  N I H  Guide for Grants and Contracts ( January  3 ,  1980) was i n a d v e r t e n t l y  
m i s t i t l e d .  The c o r r e c t  t i t l e  is: N u t r i t i o n a l  S t a t u s  and Nonresp i r a to ry  
Lung Funct ion (NIH-NHLBI-DLD-80G-C). I t  had been i n c o r r e c t l y  l i s t e d  as 
N u t r i t i o n a l  S t a t u s  and Nonresp i r a to ry  Lung I n f e c t i o n .  The f u l l  t e x t  o f  
t h e  RFA is r e p r i n t e d  on page 5 of  t h i s  i s s u e .  P l e a s e  n o t e  t h e  a p p l i c a t i o n  
r e c e i p t  d a t e  of March 1 4 ,  1980. 
caused by t h i s  e r r o r .  

N I H  r e g r e t s  any confus ion  o r  inconvenience  

PROHIBITION AGAINST USE OF HEW FUNDS TO PAY 

FOR COSTS OF INFLUENCING LEGISLATION 

S e c t i o n  407 o f  t h e  1980 Labor-HEW Appropr i a t ion  B i l l  (HR 4389) p r o v i d e s  
t h a t  "No p a r t  o f  any a p p r o p r i a t i o n  con ta ined  i n  t h i s  A c t  s h a l l  b e  used t o  
pay t h e  s a l a r y  o r  expenses  o f  any g r a n t  o r  contract r e c i p i e n t  o r  a g e n t  
a c t i n g  f o r  such  r e c i p i e n t  t o  engage i n  any a c t i v i t y  des igned  t o  i n f l u e n c e  
l e g i s l a t i o n  o r  a p p r o p r i a t i o n s  pendtng b e f o r e  t h e  Congress  .It Although 
HR 4389 was n o t  e n a c t e d ,  due t o  f a i l u r e  of t h e  S e n a t e  and House to a g r e e  
on  language r e l a t i n g  t o  Fede ra l  funding  of a b o r t i o n s ,  i t s  p r o v i s i o n s  are 
incorporated by reference in P.L. 96-123, the Cont inuing  Reso lu t ion  for 
F i s c a l  Year 1980. The Cont inuing  Reso lu t ion  p r o v i d e s  (in S e c t i o n  1 0 2 ( d ) ) ,  
t h a t  funds  w i l l  b e  provided  "at a rate of o p e r a t i o n s ,  and t o  t h e  e x t e n t  
and i n  t h e  manner. . .It a s  provided  by t h e  House-passed v e r s i o n  of HR 4389. 
(Emphasis added.) T h i s  Cont inuing  Reso lu t ion  is expec ted  t o  app ly  f o r  a l l  
o f  FY 1980. 

Th i s  p r o v i s i o n  means t h a t  t h e  c o s t s  a s s o c i a t e d  w i t h  act ivi t ies  t o  i n f l u e n c e  
l e g i s l a t i o n  pending b e f o r e  t h e  Congress (commonly r e f  e r r e d  t o  a s  "lobbying") 
are unal lowable  a s  c h a r g e s  t o  HEW g r a n t s  and c o n t r a c t s .  The p r o v i s i o n  be-
came e f f e c t i v e  upon t h e  enactment  o f  t h e  1980 Cont inuing  Reso lu t ion  on 
November 20, 1979, and i s  a p p l i c a b l e  t o  a l l  HEW g r a n t s  and c o n t r a c t s  awarded 
from funds  a p p r o p r i a t e d  pu r suan t  t o  t h a t  l a w .  It should  b e  no ted ,  however, 
t h a t  even wi thout  t h i s  l e g a l  p r o h i b i t i o n ,  t h e  c o s t s  o f  l obby ing  a c t i v i t i e s  
would normal ly  be  una l lowable  s i n c e  such c o s t s  g e n e r a l l y  do n o t  b e n e f i t  
t h e  work performed unde r  HEW g r a n t s  and c o n t r a c t s .  
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INFORMATION ITEM: VIOLATION OF GRANT FUNDS 

A p r i n c i p a l  i n v e s t i g a t o r  on s e v e r a l  NIH g r a n t s  r e c e n t l y  w a s  found g u i l t y  
i n  F e d e r a l  c o u r t  o f  v i o l a t i n g  Fede ra l  c r t m i n a l  l a w  by i l l e g a l l y  d i v e r t i n g  
g r a n t  funds  t o  h i s  own use .  The c o u r t  imposed t h e  maximum f i n e  p e r m i t t e d  
by l a w ,  $4,000, and a l s o  p l aced  t h e  s c i e n t i s t  on p r o b a t i o n  f o r  s i x  months. 
Th i s  i n c i d e n t  unde r sco res  t h e  f a c t  t h a t  i n d i v i d u a l  employees of t h e  
g r a n t e e s  may be h e l d  p e r s o n a l l y  a c c o u n t a b l e  to t h e  Cavernment i n  appropr i 
ate cases, a l t h o u g h  t h e  g r a n t e e  i n s t i t u t i o n  i s  u l t i m a t e l y  r e s p o n s i b l e  t o  
t h e  Government f o r  t h e  p rope r  management of g r a n t  funds .  

NATIONAL EYE- INSTITUTE-. - .- .-

ACADEMIC INVESTIGATOR AWARD TO BE INCLUDED IN (FOR CLARIFICATION)
NEW XNVESTI GATOR RESEARCH AWARD PROGRAM 

The National Eye I n s t i t u t e  (NEI) w i l l  u s e  t h e  New I n v e s t i g a t o r  Research 

Award (NIRA), d e s c r i b e d  i n  the N I H  Guide for G m t s  and Contracts, 

V o l .  9, No. 1, January 3,  1980, t o  r e p l a c e  both the  NEI's S p e c i a l  V i s u a l  


Science Award _c_ t h e  NEI's Academic I n v e s t i g a t o r  Award.
and 
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REQUEST FOR RESEARCH GRANT APPLICATIONS : RFA 

NIH- NHLB I-DL0-806-C 

NATIONAL HEART, LUNG, AND BLOOD INSTITUTE 

TITLE : NUTR_TIONAAL STATUS AND NONREWIRAlVRY LUNG nmTCTION 

Application neccLpX date, Mahch 1 4 ,  1980 

I. BACKGROUND 

A systematic  approach to  t h e  s tudy of n u t r i t i o n a l  e f f e c t s  on t h e  lung 
is  an  e s s e n t i a l  s t e p  toward determining the  r o l e  of n u t r i t i o n  i n  t h e  
e t io logy ,  pathogenesis and management of  pulmonary d isease .  The 
e f f e c t s  of n u t r i t i o n  have not  been s tudied as extensively i n  the  lung 
as i n  o t h e r  organs such as l i v e r ,  muscle, b ra in  and bone. 

Animal s tud ie s  ind ica t e  t h a t  u l t r a s t r u c t u r a l  characteristics, mechanical 
proper t ies ,  and metabolic a c t i v i t i e s  of t he  lung may be a l t e r e d  by 
s t a rva t ion  o r  markedly reduced food consumption. For ins tance ,  the  
changes i n  lung mechanical p rope r t i e s  which have been observed follow
ing  food depr iva t ion  are bel ieved t o  be due t o  a l t e r a t i o n s  i n  both 
sur face  forces  and t i s s u e  e las t ic  forces .  S tudies  have been reported 
which suggest that lung su r fac t an t  metabolism is a l t e r e d  following 
food deprivat ion,  but t he  mechanisms involved are not  understood. 
Moreover, l i t t l e  information is a v a i l a b l e  on t h e  turnover  o r  metabolism 
of  lung connective t i s s u e  co,mponents following food deprivat ion.  Diets 
de f i c i en t  i n  e s s e n t i a l  f a t t y  ac ids  and vitamin A seem t o  lead  to  bio
chemical changes i n  lung t i s s u e ,  but l i t t l e  is known about t he  processes 
involved i n  these  changes. Our understanding of  t he  inf luence  of 
n u t r i t i o n  on lung funct ion during stress is  a l s o  r a t h e r  l imi ted .  This 
is unfortunate  a s  inadequate n u t r i t i o n  could have adverse e f f e c t s  on 
lung funct ion i n  s i t u a t i o n s  where it  is a l ready  compromised, f o r  example ,  
during exposure to  oxidants .  

More information is needed about how n u t r i t i o n a l  s t a t u s  a l ters  lung 
defense funct ions.  I t  is known t h a t  acu te  s t a rva t ion  may depress  t h e  
rate of  b a c t e r i a l  c learance  by a lveo la r  macrophages i n  r a t s ,  but t he  
na tu re  of underlying mechanisms remains t o  be determined. Moreover,
t h e  ex ten t  t o  which c i l i a r y  a c t i v i t y  and mucociliary t r anspor t  are 
a l t e r e d  by changes i n  n u t r i t i o n a l  s ta te  is  not  known. Whether d i e t a r y
ant ioxidants  such as vitamin E p ro t ec t  t he  lung aga ins t  oxidant  i n ju ry  
i s  another question that needs to  be inves t iga ted  fu r the r .  

This program is descr ibed i n  the  Catalog of Federal bomestic Assis tance 
number 13.838. Grants w i l l  be awarded under t h e  au tho r i ty  of t he  Publ ic  
Health Service A c t ,  Tit le 111, Section 301 (Publ ic  Law 78-410, a s  amended; 
42 USC 241)  and administered under PHS grant  po l i c i e s  and Federal Regulations 
42 CFR Part 52 and 45 CFR P a r t  74 .  
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11. GOALS AND SCOPE 

The s p e c i f i c  goal  of  t h i s  program is t o  encourage research  i n  animals *w

t o  e luc ida te  t h e  mechanisms by which nonrespiratory func t ions  of normal 
mature lungs are influenced by n u t r i t i o n a l  s t a t u s .  Other lung funct ions,  
i . e .  lung mechanics, may be s tudied  i f  t h e  i n t e n t  is t o  c o r r e l a t e  them 
with nonrespiratory func t ions ,  but major emphasis must be on t h e  l a t te r .  
Nul t id i sc ip l inary  approaches involving expe r t i s e  i n  biochemical n u t r i 
t i o n  and i n  lung nonrespiratory func t ions  are encouraged. Nu t r i t i ona l  
states t o  be s tudied may include c a l o r i e  o r  p ro te in  undernut r i t ion ,  
e s s e n t i a l  f a t t y  ac id  def ic iency ,  and supplementation t o  documented 
n u t r i t i o n a l  de f i c i enc ie s .  The s t u d i e s  must be designed t o  test a 
s p e c i f i c  hypothesis and the  choice of  a p a r t i c u l a r  n u t r i t i o n a l  a spec t  
�or  study must be based on a clear r a t iona le .  S tudies  which are  no t  
designed t o  t e s t  a s p e c i f i c  hypothesis ,  o r  which are m e r e l y  designed 
t o  test a random se l ec t ion  of d i e t s  o r  n u t r i t i o n a l  de f i c i enc ie s  w i l l  
no t  be considered responsive t o  t h i s  announcement. I so l a t ed  lung cel ls  
o r  t i s s u e s  may be s tudied t o  the  ex ten t  needed t o  inves t iga t e  a par t icu
l a r  n u t r i t i o n a l  s ta te  in  t h e  i n t a c t  animal, but s t u d i e s  aimed a t  e luc ida t 
ing  n u t r i t i o n a l  requirements f o r  lung cel ls  o r  t i s s u e  c u l t u r e s  are no t  
acceptable .  

Nonrespiratory lung funct ions such as  p ro te in  syn thes i s  and degradat ion,  
including col lagen and e l a s t i n ,  l i p i d  metabolism, DNA and RNA content ,  
a l t e r a t i o n  In enzymes p a r t i c i p a t i n g  i n  lung defense and energy metabolism 
exemplify a reas  of research  t h a t  w i l l  be supported under t h i s  announce
ment. S tudies  which attempt t o  c o r r e l a t e  observed changes wi th  
morphologic a l t e r a t i o n s  a re  encouraged. S tudies  on lung defense  
mechanisms such as c i l i a r y  a c t i v i t y ,  phagocytosis and b a c t e r i a l  c learance 
bv a lveo la r  macrophages a re  a l s o  acceptable .  Immunologic defense 

99L;

funct ions o f  t h e  lung may be  included, but  proposals wi th  main emphasis 
on s p e c i f i c  immune responses w i l l  no t  be  acceptable .  S tudies  on develop
ing  lung w i l l  no t  be supported under t h i s  announcement; n e i t h e r  w i l l  
epidemiologlcal s tud ie s ,  c l i n i c a l  t r ia ls ,  and o t h e r  c l i n i c a l  s tud ie s .  

The research  top ic s  presented below are intended t o  provide examples of 
research a reas  t h a t  would meet t h e  goals  o f  t h i s  progran. Inves t iga to r s  
a re  encouraged t o  consider  o the r  re levant  t op ic s  and approaches t h a t  
would lead t o  an understanding of  how nonrespiratory funct ions of mature 
lung are influenced by n u t r i t i o n a l  s t a t u s ,  and the  mechanisms underlying 
such inf luences.  

A. Lung Connective Tissue Metabolism 

While i t  has  been reported t h a t  c a l o r i c  depr iva t ion  inf luences  
lung pressure-volume c h a r a c t e r i s t i c s  by a l t e r i n g  both surface 
forces  and t i s s u e  e l a s t i c i t y ,  t h e  cause of these  changes i s  no t  
understood. Information on t h e  e f f e c t s  of  n u t r i t i o n  on lung 
connective t i s s u e  is, i n  p a r t i c u l a r ,  very l imi ted .  I t  is no t  
known, f o r  example, i f  t h e  changes i n  lung e l a s t i c i t y  and mor
phology observed during food depr iva t ion  a r e  r e l a t ed  t o  s u b s t r a t e  
de f i c i enc ie s ,  enzymatic changes, a l t e r e d  turnover rates of  e l a s t i n  
o r  collagen o r  changes i n  t h e  r a t i o s  of  d i f f e r e n t  col lagen types.  
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It a l s o  is not  known i f  t he  changes are t o t a l l y  o r  p a r t i a l l y  
reversible .  Studies  suggest t h a t  ascorbic  ac id  def ic iency r e s u l t s  i n  
the under-hydroxylation of col lagen and reduces collagen sec re t ion .  
However, the  exact r o l e  of a sco rb ic  ac id  i n  lung connective t i s s u e  
biosynthesis  is  no t  known. 

B. Lung Defense Functions 

Animal s t u d i e s  have demonstrated t h a t  impairment of a l v e o l a r  macro-
phage function may occur  during s t a rva t ion .  However, the  mechanism o f  
the  a l t e r a t i o n  i n  macrophage a c t i v i t y  is no t  known. Whether o r  no t  
t hese  changes are reversed by subsequent refeeding is a l s o  not  c lear .  
I t  is no t  known i f  n u t r i t i o n a l  s t a t u s  can a l te r  b a c t e r i a l  co lon iza t ion  
of t he  r e sp i r a to ry  tract. There is some evidence t o  suggest t h a t  an 
increase In  t h e  sa tu ra t ed  f a t t y a c i d  content of lung t r i g l y c e r i d e s  
through d i e t a r y  manipulation r e s u l t s  i n  increased s u s c e p t i b i l i t y  t o  
oxidants.  However, i t  is not known if increasing d i e t a r y  unsaturated 
f a t t y  ac ids  can counteract  t h e  tox ic  e f f e c t s  of oxidants .  While 
deficiency of vitamin E appears t o  enhance t h e  t o x i c  e f f e c t s  of oxidants ,  
i t  a l s o  is not  clear if vitamin E can p ro tec t  aga ins t  oxidant-induced 
lung damage. 

C. Lung Lipid Metabolism 

111. 


While i t  is known t h a t  food deprivat ion decreases t h e  amount of dipalmitoyl  
phosphatidylcholine, a major component of lung s u r f a c t a n t ,  ou r  under-
standing of how these  changes occur and what t h e i r  consequences are is 
s t i l l  not  complete. Systematic i nves t iga t ions  of key s u b s t r a t e  require
ments f a r  lung l i p i d  syn thes i s  in  normal lung are o f  interest .  

MECHANISM OF SUPPORT 

The support  mechanism f o r  t h i s  program w i l l  be t h e  t r a d i t i o n a l  NIH grant-
in-aid; successful  a p p l i c a n t s  w i l l  plan and execute t h e i r  own research 
program. Upon i n i t i a t i o n  of t h e  program, t h e  Division of Lung Diseases 
w i l l  sponsor per iodic  workshops t o  encourage exchange of information 
between i n v e s t i g a t o r s  who p a r t i c i p a t e  i n  t h i s  program. 

Although t h i s  program is included and provided f o r  i n  t h e  f i n a n c i a l  plans 
f o r  F i sca l  1980, award of  g r a n t s  pursuant t o  t h i s  request  f o r  grant  a p p l i 
ca t ions  is contingent upon u l t i m a t e  r e c e i p t  of appropr i a t e  funds f o r  t h i s  
purpose. It is a n t i c i p a t e d  t h a t  a l imi t ed  number of proposals (more than 
one but  not  more than fou r  t o  six) w i l l  be  awarded under t h i s  program. A 
v a r i e t y  of approaches would represent  v a l i d  responses t o  t h i s  announcement. 
Accordingly, i t  is a n t i c i p a t e d t h a t  t he re  w i l l  be a range of c o s t s  among 
individual  g ran t s  awarded. Applicants a r e  requested t o  f u r n i s h  t h e i r  own 
estimates of t he  t i m e  required t o  achieve the  o b j e c t i v e s  of t h e  proposed 
research p ro jec t ;  however, t h e  t o t a l  p ro j ec t  period o f  t h i s  proposal must 
not exceed 5 years.  A t  t h e  end of t he  p ro jec t  period, renewal proposals 
may be submitted f o r  competit ive review. A project per iod s ta r t  d a t e  o f  
September 30, 1980 is  an t i c ipa t ed .  
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The c u r r e n t  p o l i c i e s  and requirements  which govern t h e  r e sea rch  g ran t  
programs of t h e  Nat ional  I n s t i t u t e s  of Heal th  w i l l  p r e v a i l ,  inc luding  
t h e  requirement f o r  c o s t  sha r ing .  

IV. REVIEW PROCEDURES AND CRITERIA 

Upon r e c e i p t ,  a p p l i c a t i o n s  w i l l  be  reviewed f o r  their  responsiveness  t o  
t h e  s p e c i f i c  o b j e c t i v e s  descr ibed  i n  t h i s  announcement L f  an app l i ca 
t i o n  i s  rece ived  a f t e r  t h e  March 14, 1980 dead l ine  or i s  judged unrespon
sive, t h e  a p p l i c a n t  w i l l  be contac ted  and given an oppor tuni ty  t o  with-
draw t h e  a p p l i c a t i o n  o r  t o  submit i t  f o r  cons ide ra t ion  i n  t h e  t r a d i t i o n a l  
g ran t  program of N I H .  I n i t i a l  technical merit review w i l l  be arranged 
by the Divis ion  of Research Grants (DRG). Secondary review w i l l  be  
undertaken by the  Nat iona l  Heart, Lung, and Blood Advisory Council .  

I f  a proposal  submitted i n  response t o  t h i s  RFA is i d e n t i c a l  t o  one 
a l r eady  submitted t o  N I H  f o r  review, t h e  a p p l i c a n t  w i l l  be asked t o  
withdraw the  pending a p p l i c a t i o n  be fo re  t h e  new one i s  accepted .  
Simultaneous submission of  i d e n t i c a l  a p p l i c a t i o n s  w i l l  no t  be allowed. 

??le f a c t o r s  considered i n  t h e  s c i e n t i f i c  merit eva lua t ion  of  each 
a p p l i c a t i o n  w i l l  be i d e n t i c a l  t o  those  used i n  t r a d i t i o n a l  N I H  r e sea rch  
g ran t  a p p l i c a t i o n  eva lua t ion ,  inc luding  an assessment of t h e  importance 
of t h e  proposed research  problem; t h e  novel ty  and o r i g i n a l i t y  of t h e  
approach; t h e  t r a i n i n g ,  experience,  and research  competence o r  promise 
of t h e  i n v e s t i g a t o r ( s 1 ;  t h e  adequacy of  t h e  experimental  des ign;  t h e  
s u i t a b i l i t y  of t he  f a c i l i t i e s ;  and the  appropr ia teness  of t h e  reques ted  
budget r e l a t i v e  t o  t h e  work proposed. 

V.  METHOD OF APPLYING 

1. Letter of  I n t e n t  

Prospec t ive  a p p l i c a n t s  are asked t o  submit a one-page l e t t e r  of 
i n t e n t  which inc ludes  a very b r i e f  synops is  of proposed areas of 
research  and i d e n t i f i c a t i o n  of  any o t h e r  p a r t i c i p a t i n g  i n s t i t u t i o n s .  
This l e t t e r  should be s e n t  no l a t e r  than January 15 ,  1980 to:  

Dr. Dorothy B e r l i n  G a i l  
Div is ion  of Lung Diseases 
Room 6A10, Westwood Bui ld ing  
Nat iona l  I n s t i t u t e s  o f  Heal th  
5333 Westbard Avenue 
Bethesda, Maryland 20205 

The I n s t i t u t e  r eques t s  such le t ters  only  t o  provide  an i n d i c a t i o n  
of t he  number and scope of  a p p l i c a t i o n s  t o  be rece ived .  A l e t te r  
of  i n t e n t  is  no t  binding;  i t  w i l l  no t  e n t e r  i n t o  t h e  review of any 
proposal  subsequently submitted nor i s  i t  a necessary  requirement 
f o r  a p p l i c a t i o n .  

'aril 
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2. Format of A p p l i c a t i o n s  
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A p p l i c a t i o n s  should  be  submi t t ed  on form PHS-398, t h e  a p p l i c a t i o n  
form f o r  t h e  t r a d i t i o n a l  research g r a n t  which may be  o b t a i n e d  a t  
I n s t i t u t i o n  b u s i n e s s  o r  research o f f i c e s .  I f  form 398 is n o t  
a v a i l a b l e  a t  t h e  i n s t i t u t i o n ,  i t  may be  o b t a i n e d  by c o n t a c t i n g :  

D iv i s ion  of Research Grants  
Room 449, Westwood Bu i ld ing  
Na t iona l  I n s t i t u t e s  o f  Heal th  
Bethesda,  Maryland 20205 

Telephone: (301) 496-7591 

The conven t iona l  p r e s e n t a t i o n  i n  format  and d e t a i l  f o r  r e g u l a r  
r e s e a r c h  g r a n t  a p p l i c a t i o n s  should  be  u t i l i z e d .  S p e c i f i c  a t t e n t i o n  
is d i r e c t e d  towards t h e  i n c l u s i o n  of a s t a t emen t  i n d i c a t i n g  t h e  
w i l l i n g n e s s  of t h e  a p p l i c a n t  t o  work c o o p e r a t i v e l y  wi th  o t h e r  
p a r t i c i p a n t s  i n  t h e  program and wi th  t h e  Na t iona l  Heart, Lung, 
and Blood I n s t i t u t e .  

3. App l i ca t ion  Procedure  

The completed a p p l i c a t i o n  and s i x  (6)  c o p i e s  should  be  s e n t  o r  
d e l i v e r e d  to: 

D i v i s i o n  of Research Grants  
Na t iona l  I n s t i t u t e s  of Hea l th  
Room 240, Westwood Bu i ld ing  
5333 Westbard Avenue 
Bethesda,  Maryland 20205 

To ensu re  t h e i r  rev iew,  a p p l i c a t i o n s  must be  r ece ived  by 
5:OO p.m. EST on March 14 ,  1980. 

The face page of the a p p l i c a t i o n  must be  l a b e l e d  t o  i n d i c a t e d  
t h a t  i t  is  submi t t ed  i n  response  t o  t h i s  program announcement: 
RFA-NHLBI-DLD-80G-C "NUTRITIONAL STATUS AND NONRESPIRATORY LUNG 

FUNCTION .I1 

V I .  I n q u i r i e s  may be  d i r e c t e d  to :  

D r .  Dorothy B e r l i n  G a i l  

Div i s ion  of  Lung Diseases 

Nat iona l  Heart, Lung, and Blood I n s t i t u t e  

Room 6A03, Westwood Bu i ld ing  

Bethesda,  Maryland 20205 


Telephone: (301) 496-7171 
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BIOBEHAVIORAL APPROACHES TO THE TREATMENT 

OF HYPERTENSIQN, N H L B I  

The Behaviora l  Medicine Branch of t h e  Na t iona l  Heart, Lung, and Blood 
I n s t i t u t e  wishes  t o  encourage c l i n i c a l  r e s e a r c h  p r o j e c t s  d e a l i n g  w i t h  
e v a l u a t i o n  of combina t ions  of pharmacologfc and non-pharmacologic 
t h e r a p i e s  i n  t h e  t r e a t m e n t  of p a t i e n t s  w i t h  diagnosed e s s e n t i a l  hyper-
t e n s i o n  and r e q u e s t s  i n v e s t i g a t o r s  t o  c o n s i d e r  a p p l y i n g  f o r  r e g u l a r  
r e s e a r c h  g r a n t  s u p p o r t  i n  t h i s  area. 

Pharmacologic a n t i h y p e r t e n s i v e  the rapy  has  been p a r t i c u l a r l y  e f f e c t i v e  
i n  r educ ing  blood p r e s s u r e  i n  s e v e r e l y  and moderately h y p e r t e n s i v e  p a t i e n t s .  
L i f e t i m e  maintenance o f  lowered blood p r e s s u r e  by pharmacologic  means h a s  
proven p a r t i c u l a r l y  n e t t l e s o m e ,  w i t h  long  term ( f i v e  yea r )  compliance w i t h  
drug regimes e s t i m a t e d  t o  be  less than  20% of t h e  t a r g e t  p o p u l a t i o n .  S h o r t  
term s i d e  e f f e c t s ,  c o s t  and t h e  unknown long-term i m p l i c a t i o n s  o f  l i f e t i m e  
drug regimens have been major c o n t r i b u t o r s  t o  t h e  compliance problem. 

Exe rc i se ,  d i e t ,  r e l a x a t f o n  t echn iques ,  b iofeedback ,  m e d i t a t i o n ,  psycho-
the rapy ,  as examples of non-pharmacologic approaches ,  have been less 
e f f e c t i v e  i n  l o w e r i n g  blood p r e s s u r e  than  pharmacologic  a g e n t s ,  bu t  
p i l o t  s t u d i e s  have demonst ra ted  t h e i r  p o t e n t i a l  u t i l i t y  i n  m a i n t a i n i n g  
pharmacologica l ly  lowered p r e s s u r e .  Medicat ion  r equ i r emen t s  have been 

luu' 	 s i g n i f i c a n t l y  reduced o r  comple te ly  e l i m i n a t e d  by such  p rocedures .  
Apparent ly ,  t h e  combina t ions  of pharmacologic  and non-pharmacologic 
t h e r a p i e s  may a l s o  produce a s y n e r g i s t i c  e f f e c t ,  i . e . ,  t h e  non-pharmacologic 
t echn iques  may p o t e n t i a t e  t h e  e f f e c t  of t h e  d rugs .  The above i s s u e s  need 
f u r t h e r  e x p l o r a t i o n  i n  w e l l - c o n t r o l l e d  s t u d i e s  which can assess t h e  e f f i c a c y  
and p r e f e r r e d  c o n f i g u r a t i o n  of "b iobehaviora l"  approaches  t o  t h e  t r e a t m e n t  
o f hyper  t e n s  ion .  

T h i s  is t h e  f irst  of  three announcements of t h i s  research interest  t o  be 
made dur ing  t h e  coming y e a r  p r i o r  t o  t h e  r e g u l a r  a p p l i c a t i o n  r e c e i p t  
dates o f  March 1, 1980; Ju ly  1, 1980; and November 1, 1980. A p p l i c a t i o n s  
should  be  made i n  t h e  u s u a l  manner (except  f o r  t h e  two i t e m s  no ted  below),  
and t h e  r e g u l a r  rev iew procedure  w i l l  b e  fo l lowed.  The I n s t i t u t e  s t a f f  
unders tands  t h a t  most i n v e s t i g a t o r s  w i l l  have d i f f i c u l t y  responding  under  
s h o r t  n o t i c e  t o  t h e  March 1, 1980 d e a d l i n e ;  a p p l i c a t i o n s  r e c e i v e d  a f t e r  t h a t  
d a t e  w i l l  be h e l d  f o r  t h e  n e x t  rev iew c y c l e .  

I n d i v i d u a l s  who submit  p r o p o s a l s  i n  r e sponse  t o  t h i s  announcement are  
asked t o  : 

This  program is  d e s c r i b e d  i n  t h e  Cata log  o f  F e d e r a l  Domestic A s s i s t a n c e  
number 13.837. Awards w i l l  b e  made under t h e  a u t h o r i t y  of t h e  P u b l i c  H e a l t h  
S e r v i c e  Act, T i t l e  111, S e c t i o n  301 ( P u b l i c  Law 78-410, as amended; 42 USC 
241) and admin i s t e red  under  PHS g r a n t  p o l i c i e s  and Fede ra l  Regu la t ions  
42 CFR P a r t  52 and 45 CFR P a r t  74. 
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1. U s e  t h e  STANDARD TITLE: "Biobehaviora l  Approaches t o  t h e  
.e
Treatment of Hypertension" and m a i l  t h e  completed PHS 398 

form d i r e c t l y  t o  t h e  D i v i s i o n  of  Research Grants  as  i n s t r u c t e d  
i n  t h e  a p p l i c a t i o n  k i t ;  and 

2 .  	 Submit a b r i e f  LETTER OF INTENT s t a t i n g  t h a t  such an  a p p l i c a t i o n  
has  been, or w i l l  b e ,  submi t ted .  The l e t t e r  should  b e  addressed  
t o  : 

Quest ions  about  
Medicine Branch; 

Behaviora l  Medicine Branch 

N a t i o n a l  Heart, Lung, and Blood I n s t i t u t e  

N a t i o n a l  I n s t i t u t e s  of H e a l t h  

Room 3A-13, F e d e r a l  B u i l d i n g  

Bethesda,  Maryland 20205 


t h i s  announcement should  be d i r ec t ed  t o  t h e  Behaviora l  
t e l e p h o n e  (301) 496-9380. 
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GRANTS ASSOCIATES PROGRAM 

PUBLIC HEALTH S E R V I C E  

S c i e n t i s t s  i n t e r e s t e d  i n  an a d m i n i s t r a t i v e  career w i t h  Federa l  programs 
s u p p o r t i n g  r e s e a r c h ,  t r a i n i n g ,  and services i n  h e a l t h - r e l a t e d  f i e l d s  
may wish t o  c o n s i d e r  t h e  Grants  A s s o c i a t e s  Program of t h e  U.S. P u b l i c  
Heal th  S e r v i c e .  The program i s  governed by t h e  Grants  A s s o c i a t e s  Board 
and is  a d m i n i s t e r e d  by t h e  D i v i s i o n  of Research Grants ,  Nat iona l  I n s t i t u t e s  
of Heal th .  

The program p r e p a r e s  each Grants  A s s o c i a t e  f o r  a r e s p o n s i b l e  p o s i t i o n  i n  
h e a l t h  s c i e n c e  a d m i n i s t r a t i o n  i n  t h e  Federa l  government. For a 12-month 
p e r i o d ,  t h e  Grants  A s s o c i a t e  p a r t i c i p a t e s  i n  an i n d i v i d u a l l y  s t r u c t u r e d  
t r a i n i n g  e x p e r i e n c e  i n c l u d i n g  on t h e  j o b  ass ignments ,  c o u r s e s ,  and seminars .  
The program p r o v i d e s  o p p o r t u n i t i e s  f o r  p a r t i c i p a t i o n  i n  t h e  development 
and a d m i n i s t r a t i o n  of p o l i c i e s  i n  Federa l  suppor t  o f  h e a l t h  r e l a t e d  r e s e a r c h ,  
and i n  t h e  fundamentals  o f  e f f e c t i v e  management. The program a l s o  a t t e m p t s  
t o  develop a s e n s i t i v i t y  t o  t h e  consequences o f  program d e c i s i o n s  on o t h e r  
Federa l  h e a l t h  programs, r e s e a r c h  i n s t i t u t i o n s ,  and n a t i o n a l  h e a l t h  needs.  

Admission t o  t h e  program is h i g h l y  c o m p e t i t i v e  for t h e  few p o s i t i o n s  a v a i l -
a b l e .  Motivat ion f o r  a career i n  s c i e n c e  a d m i n i s t r a t i o n ,  good i n t e r p e r s o n a l  
s k i l l s ,  and ev idence  of e x e c u t i v e  p o t e n t i a l  are impor tan t .  I f  you a r e  a U.S. 
c i t i z e n  and hold  a d o c t o r a t e  o r  e q u i v a l e n t  i n  a d i s c i p l i n e  r e l a t e d  t o  t h e  
biomedical  o r  b e h a v i o r a l  s c i e n c e s ,  have s i g n i f i c a n t  independent  r e s e a r c h  
exper ience  beyond t h e  d o c t o r a t e  ( b u t  need n o t  have a d m i n i s t r a t i v e  exper ience)  
and a r e  a t t r a c t e d  t o  h e a l t h  science a d m i n i s t r a t i o n  as a p r o f e s s i o n ,  you 
should i n q u i r e  about  t h e  G r a n t s  Associates Program. 

Grants  A s s o c i a t e s  may b e  appoin ted  e i t h e r  i n  t h e  U.S. C i v i l  S e r v i c e  a t  g r a d e  
l e v e l s  General Schedule  (GS) 12 ($24,703).  GS-13 ($29,375) ,  o r  GS-14 
($34,713) o r  i n  t h e  Commissioned Corps of t h e  U.S.  P u b l i c  H e a l t h  S e r v i c e  
a t  ranks  beginning w i t h  s e n i o r  g r a d e  (03  L i e u t e n a n t ,  s a l a r y  dependent  on 
p r i o r  m i l i t a r y  e x p e r i e n c e ,  b u t  beginning  a t  $16,905). 

The Nat iona l  I n s t i t u t e s  of  H e a l t h  does n o t  d i s c r i m i n a t e  i n  employment on 
grounds of race, c o l o r ,  sex, n a t i o n a l  o r i g i n ,  a g e ,  o r  handicap.  

For f u r t h e r  i n f o r m a t i o n ,  w r i t e  t o :  

Execut ive  S e c r e t a r y  

O f f i c e  of Grants  A s s o c i a t e s  

D i v i s i o n  of  Research Grants  

Room 1A-10-2, Bui ld ing  31 

N a t i o n a l  I n s t i t u t e s  of Heal th  

Bethesda,  Maryland 20205 
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.R E V I S E D,-i i r  i r 

;NOTICE?/ , , / / / / .
( FOR CLARIFICATION) 

The p o l i c y  which l i m i t s  s u p p o r t  of non- t r a inee  expenses  t o  25% of t h e  t o t a l  
a n t i c i p a t e d  award has  been modi f ied .  The maximum amount which can be re-
ques t ed  i s  now based on a c a l c u l a t i o n  which may p rov ide  up t o  $3,000 p e r  
y e a r  f o r  each  p r e d o c t o r a l  t r a i n e e  and $5,000 p e r  y e a r  f o r  each p o s t d o c t o r a l  
t r a i n e e .  This  is n o t  an au tomat i c  a l lowance .  I t  r e p r e s e n t s  t h e  maximum 
a l l o w a b l e  d i r e c t  c o s t  f o r  e s s e n t i a l  suppor t  c o s t s  t o  t h e  t r a i n i n g  program. 
I n d i r e c t  c o s t  may a l s o  be  r eques t ed  a t  8%of t o t a l  a l l o w a b l e  d i r e c t  c o s t  o r  
a c t u a l  ra te ,  whichever is  less. C a l c u l a t i o n s  of t r a i n e e  c o s t s ,  e .g .  s t i p e n d s ,  
t u i t i o n  and f e e s ,  are n o t  cons ide red  p a r t  o f  t h e  i n s t i t u t i o n a l  c o s t  and are  
n o t  a f f e c t e d  by t h i s  change. 

B. I n d i v i d u a l  P o s t d o c t o r a l  NRSA Fel lowships  

1. P o s t d o c t o r a l  Awards - Non-Federal I n s t i t u t i o n s  

A n  i n s t i t u t i o n  may r e q u e s t  funds of up t o  $5,000 p e r  12-month 
pe r iod  t o  t h e  non-Federal sponsor ing  i n s t i t u t i o n  t o  h e l p  d e f r a y  
such awardee expenses  as t u i t i o n  and f e e s ,  a p p r o p r i a t e  h e a l t h  
in su rance ,  r e s e a r c h  s u p p l i e s ,  equipment, t r a v e l  t o  s c i e n t i f i c  
meet ings  and r e l a t e d  i t e m s .  The a l lowance  i s  under c o n t r o l  of 
t h e  sponsor ing  i n s t i t u t i o n .  

2 .  P o s t d o c t o r a l  Awards - Federa l  I n s t i t u t i o n s  

An a l lowance  of  up t o  $2,000 i s  a v a i l a b l e  f o r  t h e  i n d i v i d u a l  
sponsored by a F e d e r a l  l a b o r a t o r y  f o r  s c i e n t i f i c  mee t ings ,  t r a v e l  
expenses ,  a p p r o p r i a t e  h e a l t h  i n su rance ,  t u i t i o n  and f e e s .  

C. 	 S e n i o r  Fe l lowship  Awards: Allowances f o r  t h e  S e n i o r  Fe l lowship  Awards a r e  
t r e a t e d  i n  t h e  same manner as  those  f o r  i n d i v i d u a l  p o s t d o c t o r a l  NRSA awards .  

The  new a l lowances  are t o  be  used  i n  t h e  p r e p a r a t i o n  o f  a l l  f u t u r e  NRSA a p p l i 
c a t i o n s .  No r e t r o a c t i v e  a d j u s t m e n t s  w i l l  be made. T r a i n i n g  program d i r e c t o r s  
and i n d i v i d u a l  NRSA awardees w i l l  be  c o n t a c t e d  by t h e  awarding I n s t i t u t e  as  
soon a s  implementat ion p rocedures  have been completed. 

App l i ca t ion  forms and d e t a i l e d  i n s t r u c t i o n s  s p e c i f i c  t o  t h i s  program should  
b e  r eques t ed  from: 

O f f i c e  o f  G r a n t s  I n q u i r i e s  
D iv i s ion  of Research Grants  
Na t iona l  I n s t i t u t e s  of Hea l th  
Bethesda ,  Maryland 20205 

Telephone: (301) 496-7441 
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GRANTS FOR RESEARCH AND DEMONSTRATIONS RELATING 
0 / 8 8 8 8 8 0 8 /  / /

'AWWOURCEMEWT<TO OCCUPATIONAL SAFETY AND HEALTH ' # # 8 / / / 0  8 8 8 

NATIONAL I N S T I T U T E  FOR OCCUPATIONAL SAFETY AND HEALTH 

AppficaLLon 4eceipt &,ten: Man& I ,  J d y  1, and Novembeh 1 

The Na t iona l  I n s t i t u t e  f o r  Occupat iona l  S a f e t y  and Hea l th  (NIOSH) announces 
t h a t  compe t i t i ve  g r a n t  a p p l i c a t i o n s  a r e  be ing  accepted  f o r  r e s e a r c h  and 
demonst ra t ions  r e l a t i n g  t o  occupa t iona l  s a f e t y  and h e a l t h  i n c l u d i n g  inno
v a t i v e  methods, t echn iques ,  and approaches  f o r  d e a l i n g  w i t h  o c c u p a t i o n a l  
s a f e t y  and h e a l t h  problems. The I n s t i t u t e  s t a f f  unde r s t ands  t h a t  most 
i n v e s t i g a t o r s  w i l l  have d i f f i c u l t y  responding under  s h o r t  n o t i c e  t o  t h e  
March 1 d e a d l i n e ;  a p p l i c a t i o n s  r ece ived  a f t e r  t h a t  d a t e  w i l l  b e  h e l d  f o r  
t h e  next  review cycle .  

Th i s  suppor t  i s  i n  t h e  form of p r o j e c t  g r a n t s  n o t  exceeding  5 y e a r s .  

AUTHORITY 

These g r a n t s  w i l l  be  awarded and admin i s t e red  by NIOSH under t h e  r e s e a r c h  
and demonst ra t ion  g r a n t  a u t h o r i t y  o f  Sec t ion  20(a) (1) o f  t h e  Occupat iona l  
Sa fe ty  and H e a l t h  Act of 1970 (29 USC 669(a)  (1)). Program r e g u l a t i o n s  
a p p l i c a b l e  t o  t h e s e  g r a n t s  are  con ta ined  i n  P a r t  87 of  T i t l e  4 2 ,  Code of 
Federa l  Regu la t ions ,  "Research and Demonstration Grants  P e r t a i n i n g  t o  
Occupat iona l  S a f e t y  and Heal th ."  Except as otherwise.  i n d i c a t e d ,  t h e  b a s i c  
g r a n t  a d m i n i s t r a t i o n  p o l i c i e s  of  t h e  Pub l i c  Heal th  S e r v i c e  a r e  a p p l i c a b l e  
t o  t h i s  program. T h i s  program is no t  s u b j e c t  t o  OMJ3 C i r c u l a r  A-95. The 
Cata log  of Fede ra l  Domestic A s s i s t a n c e  number i s  13.262. 

ELIGIBLE APPLICANTS 


E l i g i b l e  a p p l i c a n t s  may be u n i v e r s i t i e s ,  c o l l e g e s ,  r e s e a r c h  i n s t i t u t i o n s  
and o t h e r  p u b l i c  and p r i v a t e  n o n p r o f i t  o r g a n i z a t i o n s  i n c l u d i n g  S t a t e  and 
l o c a l  governments.  

PROGRAM REOUI REMENTS 

A r e sea rch  g r a n t  a p p l i c a t i o n  should addres s  t h e  e s t a b l i s h m e n t ,  d i s c o v e r y ,  
development, e l u c i d a t i o n  o r  conf i rma t ion  o f  i n fo rma t ion  on t h e  unde r ly ing  
mechanisms r e l a t i n g  t o  occupa t iona l  s a f e t y  o r  h e a l t h ,  i n c l u d i n g  i n n o v a t i v e  
methods, t echn iques ,  and approaches  f o r  d e a l i n g  wi th  o c c u p a t i o n a l  s a f e t y  
and h e a l t h  problems. 

A demonst ra t ion  g r a n t  a p p l i c a t i o n  should a d d r e s s ,  e i t h e r  on a p i l o t  o r  
f u l l - s c a l e  b a s i s ,  t h e  t e c h n i c a l  o r  economic f e a s i b i l i t y  o r  a p p l i c a t i o n  o f :  
(1) a new o r  improved occupa t iona l  s a f e t y  o r  h e a l t h  p rocedure ,  method, 
technique ,  o r  s y s t e m ;  o r  ( 2 )  an innova t ive  method, t echn ique ,  o r  approach 
f o r  d e a l i n g  wi th  o c c u p a t i o n a l  s a f e t y  o r  h e a l t h  problems.  
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P a r t i c u l a r  emphasis i s  p laced  on: 1) c a u s e s  and p r e v e n t i o n  o f  t h e  fo l lowing  
o c c u p a t i o n a l  d i s e a s e s  o r  d i s o r d e r s :  s k i n ,  n e u r o l o g i c ,  r e s p i r a t o r y ,  ca rd io - *

v a s c u l a r ,  d i g e s t i v e  and r e p r o d u c t i v e ;  2) c o n t r o l  technology i n c l u d i n g  
a s b e s t o s  and a s b e s t o s  s u b s t i t u t e s ;  3 )  b e h a v i o r a l  and m o t i v a t i o n a l  f a c t o r s ;  
4 )  safe ty  and i n j u r y  p r e v e n t i o n  i n c l u d i n g  muscu loske le t a l  and back  d i s o r d e r s ;  
and 5) emerging problems p a r t i c u l a r l y  e n e r g y / r a d i a t i o n  and s i d e s t r e a m  smoking. 

Of t h e s e ,  immediate emphasis w i l l  be  g iven  t o :  1) energy;  2)  o c c u p a t i o n a l  
s k i n  d i s o r d e r s ;  3) r e p r o d u c t i v e  e f f e c t s ;  4 )  c o n t r o l  technology;  and 
5) 	s a f e t y .  The a v a i l a b l e  funds may be  supplemented beyond t h e  p r o j e c t e d  
F i s c a l  Year 1980 budget  o f  $ 6 . 4  m i l l i o n  f o r  s p e c i a l  programs i n  these areas. 

CRITERIA FOR REVIEW 

A p p l i c a t i o n s  w i l l  be reviewed by an a p p r o p r i a t e  p e e r  rev iew group on  t h e  
b a s i s  o f  s c i e n t i f i c  merit ,  i n c l u d i n g  a n  assessment  of  t h e  impor tance  o f  
the proposed r e s e a r c h  problem; t h e  nove l ty  and o r i g i n a l i t y  of  the approach;  
t h e  t r a i n i n g .  expe r i ence ,  and r e s e a r c h  competence o r  promise o f  t h e  i n v e s t i 
g a t o r ( s ) ;  t h e  adequacy of  t h e  exper imenta l  d e s i g n ;  t h e  s u i t a b i l i t y  o f  t h e  
f a c i l i t i e s ;  and t h e  a p p r o p r i a t e n e s s  o f  t h e  r eques t ed  budget  re la t ive t o  t h e  
work proposed. 

Demonstration g r a n t  a p p l i c a t i o n s  will be reviewed a d d i t i o n a l l y  on the 
b a s i s  of  t h e  f o l l o w i n g  c r i t e r i a :  

1. 

2. 

3 .  

4 .  

5 .  

Degree t o  which p r o j e c t  o b j e c t i v e s  are c l e a r l y  e s t a b l i s h e d ,  o b t a i n a b l e ,  
and f o r  which p r o g r e s s  toward a t t a i n m e n t  can and w i l l  be  measured. 

A v a i l a b i l i t y ,  ade.quacy and competence o f  p e r s o n n e l ,  f a c i l i t i e s ,  and 
o t h e r  r e s o u r c e s  needed t o  c a r r y  o u t  t h e  p r o j e c t .  

Degree t o  which t h e  p r o j e c t  can be  expec ted  t o  y i e l d  or demons t r a t e  
r e s u l t s  t h a t  w i l l  be  u s e f u l  and d e s i r a b l e  on a n a t i o n a l  o r  r e g i o n a l  
b a s i s .  

The s u b s t a n t i v e  m e r i t  and  p o t e n t i a l  c o n t r i b u t i o n  of t h e  p r o j e c t  toward 
developing  knowledge and t echn iques  f o r  meet ing  the o b j e c t i v e s  of the 
Occupat iona l  S a f e t y  and H e a l t h  A c t .  

Ex ten t  o f  and expec ted  coope ra t ion  of  i n d u s t r y ,  un ions ,  o r  o t h e r  p a r t i 
c i p a n t s  i n  t h e  p r o j e c t ,  where a p p l i c a b l e .  

APPLICATION AND AWARD 

A p p l i c a t i o n s  should  be  submi t ted  on form PHS-398. Forms should  be  a v a i l a b l e  
from t h e  i n s t i t u t i o n a l  b u s i n e s s  o f f i c e s  o r  from t h e  a d d r e s s e s  l i s t e d  below. 
The conven t iona l  p r e s e n t a t i o n  f o r  g r a n t  a p p l i c a t i o n s  should  be u t i l i z e d  and 
in fo rma t ion  r e l a t i v e  t o  t h e  p o i n t s  i d e n t i f i e d  under Cri ter ia  f o r  Review 
m u s t  be provided .  

An o r i g i n a l  and s i x  c o p i e s  o f  t h e  a p p l i c a t i o n  should be  sent o r  d e l i v e r e d  
t o  : 

6 
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Appl i ca t ion  Rece ip t  

Div i s ion  o f  Research Gran t s  

Nat iona l  I n s t i t u b e s  of Hea l th  

Room 240,  Westwood Bu i ld ing  

Bethesda,  Maryland 20205 


The name o f  t h e  a p p l i c a n t  i n s t i t u t i o n ,  p r i n c i p a l  i n v e s t i g a t o r ,  and t i t l e  
of t h e  proposed p r o j e c t  should  be  s e n t  t o  NIOSH a t :  

Grants  Admin i s t r a t ion  and Review Branch, OECSP 
Na t iona l  I n s t i t u t e  f o r  Occupat iona l  

S a f e t y  and Hea l th  
Room 8-63, Parklawn Bu i ld ing  
5600 F i s h e r s  Lane 
Rockv i l l e ,  Maryland 20857 

The proposed t i m e t a b l e  f o r  r e c e i v i n g  a p p l i c a t i o n s  and awarding g r a n t s  
i s  as  fo l lows:  

App 1ica t ion  
Dead1i n e  

March 1 
J u l y  1 
November 1 

App l i ca t ions  r ece ived  
a p p l i c a t i o n s  r ece ived  

R e v i e w  Group Expected 
Meeting Date S t a r t  Date 

June  December 1 
Oct/Nov A p r i l  1 
Feb/Ma rch  J u l y  1 

a f t e r  t h e  d e a d l i n e  d a t e  w i l l  be cons ide red  w i t h  t h e  
f o r  t h e  fo l lowing  d e a d l i n e  d a t e .  

Awards w i l l  be  made based on p r i o r i t y  s c o r e  r ank ing  and emphasis area,  as 
w e l l  as a v a i l a b i l i t y  of  funds .  

AVAILABILITY OF FUNDS 

The p r o j e c t  Fiscal Y e a r  1980 r e s e a r c h  g r a n t s  budget  i s  $ 6 . 4  m i l l i o n .  
Grantees  w i l l  be  expec ted  t o  c o s t  s h a r e  a minimum of  f i v e  p e r c e n t .  

FOR FURTHER INFORMATION CONTACT: 

M r .  Joseph  W .  West 

Grants  Management O f f i c e r  

N a t i o n a l  I n s t i t u t e  f o r  Occupat iona l  


S a f e t y  and Heal th  
Room 8-35, Parklawn Bu i ld ing  
5600 F i s h e r s  Lane 
Rockv i l l e ,  Maryland 20857 

Telephone: (301 )  443-3122 

o r  
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M r .  Roger A.  Nelson 

Research Grants  Program O f f i c e r  

N a t i o n a l  I n s t i t u t e  f o r  Occupat iona l  


S a f e t y  and H e a l t h  
Room 8-35, Parklawn B u i l d i n g  
5600 F i s h e r s  Lane 
R o c k v i l l e ,  Maryland 20857 

Telephone: (301) 443-4496  
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OCCUPATIONAL CUTANEOUS HAZARDS AND DISEASES 


b' 

# / / / 0 0 / / / 0 / /  

OFFICE OF EXTRAMURAL COORDINATION AND SPECIAL PROJECTS. 
/ 

Applicat ion rreceipi d a t a :  Mmch I ,  JURY 7 ,  and Novembm I 

The Na t iona l  I n s t i t u t e  f o r  Occupat iona l  S a f e t y  and Hea l th  (NIOSH) announces 
e x c i t i n g  new o p p o r t u n i t i e s  f o r  dermato logic  r e s e a r c h e r s .  NIOSH i s  c u r r e n t l y  
i n v i t i n g  r e s e a r c h  and demonst ra t ion  g r a n t s  which w i l l  s t udy  a va r i e ty  of  
i s s u e s  and problems su r round ing  occupa t iona l  cu taneous  haza rds  and d i s e a s e s .  
The I n s t i t u t e  a n t i c i p a t e s  t h a t  s t u d i e s  gene ra t ed  a s  a r e s u l t  of  t h i s  Program 
Announcement w i l l  h e l p  suppor t  NIOSH'S miss ion  t o  reduce  t h e  i n c i d e n c e  and  
p reva lence  o f  o c c u p a t i o n a l l y - r e l a t e d  s k i n  d i s o r d e r s .  The I n s t i t u t e  s t a f f  
unde r s t ands  t h a t  i n v e s t i g a t o r s  may have d i f f i c u l t y  responding t o  t h e  March 1 
d a t e  under  s h o r t  n o t i c e .  A p p l i c a t i o n s  r ece ived  a f t e r  t h a t  d a t e  w i l l  be  he ld  
f o r  t h e  nex t  review cycle .  

BACKGROUND INFORMATION 

The most p e r v a s i v e  c u r r e n t  occupa t iona l  h e a l t h  problem i n  t h e  United S t a t e s  
i s  widespread,  d e b i l i t a t i n g ,  work-related s k i n  d i s o r d e r s .  More people  
s u f f e r  from occupa t iona l  s k i n  d i s o r d e r s  than  any o t h e r  s i n g l e  c a t e g o r y  o f  
occupa t iona l  d i s e a s e  i n  America. The Bureau o f  Labor S t a t i s t i c s  (BLS) has  
r epor t ed  t h a t  s k i n  d i s e a s e s  and d i s o r d e r s  have accounted  f o r  more than  40 
percen t  of a l l  r e p o r t e d  o c c u p a t i o n a l  d i s e a s e s  i n  r e c e n t  y e a r s .  Moreover, 
inadequate  r e p o r t i n g  masks t h e  t r u e  inc idence ,  which is suspec ted  t o  be 
from 10  t o  15 t i m e s  g r e a t e r  than  r epor t ed  i n  t h e  BLS d a t a .  Today, i t  is 
g e n e r a l l y  accep ted  t h a t  t h e s e  d i s o r d e r s  impose a s e r i o u s  p e r s o n a l  and eco
nomic burden i n  terms of l o s t  p roduc t ion ,  l o s t  wages, i n c r e a s e d  medical  
c o s t s ,  fami ly  d i s r u p t i o n ,  p e r s o n a l  d i scomfor t  and ill h e a l t h .  

I n t e n s i v e  s c i e n t i f i c  i n v e s t i g a t i o n  is needed i n  a number of s c i e n t i f i c  and 
t e c h n o l o g i c a l  areas r e l a t i v e  t o  workplace s k i n  haza rds .  Th i s  Program Announce
ment i d e n t i f i e s  t h e  p r e s e n t  s cope  of NIOSH's i n t e r e s t  i n  t h e s e  problems. 
NLOSH is  t h e  p r i n c i p a l  f e d e r a l  o r g a n i z a t i o n  r e s p o n s i b l e  f o r  r e s e a r c h  under 
t h e  Occupat iona l  S a f e t y  and Hea l th  A c t .  The I n s t i t u t e  is r e s p o n s i b l e  f o r  
i d e n t i f y i n g  occupa t iona l  hazards  and f o r  recommending s t a n d a r d s  and approaches  
t o  l i m i t  them. Research sponsored by NIOSH o f f e r s  an e a r l y  s t e p  toward 
t h e  development of s t a n d a r d s  which w i l l  have a f a r - r each ing  impact on t h e  
e l i m i n a t i o n  o r  o t h e r w i s e  m i t i g a t i o n  of  cu taneous  haza rds  i n  t h e  workplace.  

RESEARCH GOALS AND SCOPE 

The goa l  of  t h i s  announcement is t o  encourage h igh  q u a l i t y  r e s e a r c h  and 
demonst ra t ion  g r a n t s  i n  s p e c i f i c  domains. 
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DATA SYSTEMS RESEARCH 

P r o j e c t s  t o  i d e n t i f y  t h e  p o t e n t i a l  extent  and social impact of 
o c c u p a t i o n a l  s k i n  d i s e a s e  -

0 	 Develop a u n i f i e d  d a t a  c o l l e c t i n g  system t h a t  w i l l  p r o p e r l y  
i d e n t i f y  h i g h  r i s k  i n d u s t r i e s ,  p r o c e s s e s ,  and a g e n t s .  The 
s y s t e m  should  posses s :  (1)  a p r o c e s s - s p e c i f i c  c l a s s i f i c a t i o n ;  
(2) a s p e c i f i c  hazardous s u b s t a n c e  f i l e ;  (3 )  a s p e c i f i c  
hazardous p h y s i c a l  p r o c e s s  f i l e ;  and ( 4 )  a s y s t e m  f o r  c o r r e l a t i n g  
1, 2 ,  and 3 .  

BIOCHEMICAL AND PHYSIOLOGICAL RESEARCH 

S t u d i e s  t o  e l u c i d a t e  t h e  nature of o c c u p a t i o n a l  s k i n  d i s e a s e  -

0 	 Develop new models f o r  s t u d y i n g  percutaneous  a b s o r p t i o n  arid 
e s t i m a t i n g  sys t emic  up take .  These models should  focus  and 
e l u c i d a t e  t h e  b iochemica l  and p h y s i o l o g i c a l  a s p e c t s  of p e n e t r a t i o n  
as they  may be  a f f e c t e d  by h y d r a t i o n ,  o r g a n i c  s o l v e n t s ,  a g e ,  and by 
t h e  phys iochemica l  c h a r a c t e r i s t i c s  of t h e  p e n e t r a n t .  

0 	 E l u c i d a t e  t h e  s t r u c t u r a l  (cellular)  and b iochemica l  a s p e c t s  of 
n o n - a l l e r g i c  inf lammatory r e a c t i o n s  ( d i r e c t  i r r i t a t i o n ) .  

0 	 Determine d i f f e r e n c e s  i n  pa thophys io log ic  p a t t e r n s  as i n f l u e n c e d
by molecular  c h a r a c t e r i s t i c s  o f  t h e  i r r i t a n t ,  rates of p e n e t r a t i o n ,  '.ltc 

metabol ism,  lysosomal  and k t n i n  a c t i v 2 t i e s .  These c h a r a c t e r i s t i c s  
should  b e  c o r r e l a t e d  w i t h  i r r i t a n t  c a p a c i t y  and t y p e  o f  i r r i t a n t  
damage . 

0 Examine t h e  a c t i o n  o f  margfnal  i r r i t a n t s  on c e l l  o r g a n e l l e s .  

0 	 Determine t h e  c e l l u l a r  and b iochemica l ,  o r  m e t a b o l i c  f a c t o r s  
a s s o c i a t e d  w i t h  t h e  " tu rn ing  o f f "  o f  t h e  inf lammatory r e sponse  
on con t inued  exposure .  

0 	 Determine t h e  long-term cutaneous  e f f e c t  o f  p o l y c h l o r i n a t e d  
b i p h e n y l s  and d i o x i n s  i n  humans. 

0 	 Determine t h e  b i o l o g i c  mechanisms involved  i n  t h e  p a t h o g e n e s i s  
of a d v e r s e  s k i n  e f f e c t s  of acnegenic  a g e n t s ,  such  as PCBs, 
d i o x i n s ,  and d ibenzofu rans .  A t t e n t i o n  should  b e  g iven  t o  t h e  
a c t i o n  of such a g e n t s  and m e t a b o l i t e s  on sebaceous  ce l l s ,  on 
k e r a t i n o c y t e s ,  on l i p i d  metabol ism,  on cu taneous  f l o r a  which 
produce l i p o l y t i c  enzymes, on endoc r ine  a c t i v i t y  ( i n c l u d i n g  
d i r e c t  o r  i n d i r e c t  androgenic  e f f e c t s )  , and on p igmen ta t ion  
and i t s  r e l a t i o n  t o  porphyr in  metabol ism and u l t r a v i o l e t  
r a d i a t i o n  r e a c t i v i t y .  



N I H  Guide for  Grants and Contracts 

V o l .  9 ,  No. 2 ,  January 25, 1980 Page Twenty Three 


EPIDEMIOLOGICAL RESEARCH 

Studies  which cons ider  t h e  epidemiology of occupat ional  cutaneous d i seases  -

e 	 Determine t h e  long-term cutaneous e f f e c t  of polychlor inated 
biphenyls and d ioxins  i n  humans. 

e 	 Determine t h e  chronic  e f f e c t s ,  p a r t i c u l a r l y  those  r e l a t i n g  t o  
sk in ,  of exposure of workers and t h e i r  f ami l i e s  t o  2 ,  3, 7 ,  8 ,  
tetrachlorodibenzodioxin i n  t h e  l as t  t h i r t y  years .  

e 	 Examine the  dermatological  mani fes ta t ions  of o t h e r  occupat ional  
i l l n e s s e s .  

e 	 Determine systemic mani fes ta t ions  (acute  and chronic)  of t ox ic  
substances absorbed through t h e  sk in .  

TEST METHODOLOGY RESEARCH 

P r o j e c t s  t o  improve t e s t  methodologies and f a c i l i t a t e  e a r l y  identif ication 
of cutaneous hazards  -

e 	 A p p r a i s e  c u r r e n t  methods f o r  p red ic t ing  cutaneous hazards  and 
develop new methods f o r  a s ses s ing  adverse e f f e c t s ,  o t h e r  than 
contac t  d e r m a t i t i s  o r  pho tosens i t i za t ion ,  such as de tec t ion  
of marginal i r r i t a n t s ,  acnegenic substances,  granulomatous 
agents ,  and pigment a l t e r i n g  substances.  

e 	 Develop research  methodologies, including non-biological 
screening techniques,  t o  determine t h e  p o t e n t i a l  cutaneous 
hazards of  a l l  e x i s t i n g  and new commerical substances,  processes  
and agents .  

CONTROL TECHNOLOGY RESEARCH 

S tud ie s  t o  develop new and improved methods t o  prevent  occupat ional  sk in  
d i sease  -

e 	 Develop new o r  improved methods t o  prevent sk in  pene t r a t ion  by 
s p e c i f i c  types of compounds. 

e 	 Adapt e x i s t i n g  methods, as w e l l  as develop new methods, of monitor
ing and c o n t r o l l i n g  cutaneous hazards  i n  the workplace. 

e 	 Seek t o  use innovat ive approaches, such as  a l t e r n a t i v e  materials, 
engineer ing c o n t r o l s ,  process  modif icat ion,  and p r o t e c t i v e  equipment 
t o  prevent occupat ional  sk in  d i sease  problems a l ready  i d e n t i f i e d ,  
and t o  so lve  emerging problems. 

HEALTH EDUCATION RESEARCH 

Pro jec t s  t o  increase  amreness of the  importance of occupat ional  s k i n  
d i seases  -

e 	 Develop educat ion and t r a i n i n g  programs f o r  h e a l t h  p ro fes s iona l s ,  
workers, and management t o  increase  t h e i r  awareness of occupat ional  
sk in  d i seases .  
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MECHANISM OF SUPPORT 

Up t o  $2,000,000 ove r  a t h r e e  y e a r  p e r i o d  w i l l  be  made a v a i l a b l e  f o r  new 
g r a n t  a p p l i c a t i o n s  i n  the area o f  o c c u p a t i o n a l  s k i n  d i s e a s e s .  

The t r a d i t i o n a l  g ran t - in -a id  mechanism w i l l  be  used t o  s u p p o r t  g r a n t s  
pu r suan t  t o  t h i s  Program Announcement. 

Nonpro f i t  o r g a n i z a t i o n s  and i n s t i t u t i o n s ,  S t a t e  and l o c a l  governments 
and t h e i r  a g e n c i e s ,  are  e l i g i b l e  t o  app ly .  

Gran t s  may be suppor ted  f o r  up t o  t h r e e  years, and may be  renewed f o r  
an  a d d i t i o n a l  p e r i o d ,  s u b j e c t  t o  t h e  compe t i t i ve  rev iew p rocedure  and 
a v a i l a b i l i t y  o f  funds .  A s t a r t i n g  d a t e  a s  e a r l y  as  August 1, 1980, 
may be r e q u e s t e d  f o r  a p p l i c a t i o n s  submi t ted  f o r  t h e  March 1, 1980 d e a d l i n e .  

Awards w i l l  be made based on p r i o r i t y  s c o r e  r ank ing ,  as w e l l  as a v a i l a b i l i t y  
of  funds  f o r  t h i s  Program. 

Grantees  w i l l  be  r e q u i r e d  to c o s t  s h a r e  a minimum o f  f i v e  p e r c e n t .  

Gran t s  w i l l  be made under  the l e g i s l a t i v e  a u t h o r i z a t i o n  i n  S e c t i o n  

2 0 ( a ) ( l )  of  t h e  Occupat iona l  S a f e t y  and Hea l th  A c t  of 1970 (29  USC 6 6 9 ( a ) ( 1 ) ) ,  

P u b l i c  Law 91-596. The Cata logue  of Fede ra l  Domestic A s s i s t a n c e  number i s  

13.262. 


REVIEW PROCEDURES AND CRITERIA 

R e v i e w  o f  a p p l i c a t i o n s  r e s p o n s i v e  t o  t h i s  Program Announcement w i l l  be  
a r r anged  by t h e  D i v i s i o n  o f  Research Gran t s ,  N I H .  F a c t o r s  cons ide red  i n  
e v a l u a t i n g  a p p l i c a t i o n s  i n c l u d e :  

e adequacy and a p p r o p r i a t e n e s s  of t h e  approach;  

e 	 t r a i n i n g  expe r i ence ,  and r e s e a r c h  competence, o r  promise,  of 
t h e  i n v e s t i g a t o r ( s 1 ;  

e adequacy o f  t h e  r e s e a r c h  des ign ;  

s u i t a b i l i t y  of  t h e  f a c i l i t i e s ;  

e 	 a p p r o p r i a t e n e s s  o f  t h e  r eques t ed  budget r e l a t i v e  t o  the 
work proposed. 

A p p l i c a t i o n s  r e s p o n s i v e  t o  t h i s  Program Announcement are not s u b j e c t  t o  
OMB C i r c u l a r  A-95 Clear inghouse  a n d / o r  H e a l t h  Systems Agency review. 

P roposa l s  cons ide red  t o  be  non-responsive t o  t h e  terms o u t l i n e d  i n  t h i s  
Program Announcement w i l l  be  a p p r o p r i a t e l y  r e a s s i g n e d  f o r  review o r  r e t u r n e d  
t o  t h e  i n v e s t i g a t o r ,  a s  i n d i c a t e d .  Returned p r o p o s a l s  may be  r e v i s e d  and 
r e submi t t ed .  
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METHOD OF APPLYING 

A p p l i c a t i o n s  should  b e  submi t ted  on a form PHS 398. A p p l i c a t i o n  k i t s  may 
b e  o b t a i n e d  from i n s t i t u t i o n a l  a p p l i c a t i o n  c o n t r o l  o f f i c e s  o r  from: 

O f f i c e  of Grants  I n q u i r i e s  
D i v i s i o n  of Research Grants  
N a t i o n a l  I n s t i t u t e s  of  H e a l t h  
Room 448, Westwood B u i l d i n g  
Bethesda,  Maryland 20205 

Telephone: (301) 496-7441 

Care should be taken  i n  f o l l o w i n g  t h e  i n s t r u c t i o n s  inc luded  w i t h  t h e  
a p p l i c a t i o n  form making c e r t a i n  t o  f u l f i l l  t h e  p o i n t s  i d e n t i f i e d  under 
t h e  heading "REVIEW CRITERIA." I n  t h e  upper l e f t  hand c o r n e r  of  t h e  f a c e  
page under t h e  words "GRANT APPLICATION" t h e  a p p l i c a t i o n  must be l a b e l l e d  
" I N  RESPONSE TO PROGRAM ANNOUNCEMENT: (CDC-NIOSH-OECSP-80-1)." 

An o r i g i n a l  and s i x  c o p i e s  must be r e c e i v e d  no la ter  than:  March 1, 
J u l y  1, and November 1, as a p p l i c a b l e .  A p p l i c a t i o n s  r e c e i v e d  a f t e r  t h e  
d e s i g n a t e d  d e a d l i n e  w i l l  be cons idered  w i t h  t h e  a p p l i c a t i o n s  r e c e i v e d  
f o r  t h e  fo l lowing  d e a d l i n e .  Completed a p p l i c a t i o n s  must be s e n t  o r  
del ivered t o  : 

A p p l i c a t i o n  Rece ip t  

D i v i s i o n  of Research G r a n t s  

Nat iona l  I n s t i t u t e s  of  H e a l t h  

Room 240, Westwood B u i l d i n g  

Bethesda,  Maryland 20205 


Label t h e  o u t s i d e  of t h e  m a i l i n g  package: 

"RESPONSE TO PROGRAM ANNOUNCEMENT, (CDC-NIOSH-OECSP-80-1)." 


A b r i e f  covering l e t t e r  must accompany t h e  a p p l i c a t i o n  i n d i c a t i n g  t h a t  

i t  is  submi t ted  i n  r e s p o n s e  t o  t h i s  program announcement. A carbon copy 

of  t h i s  c o v e r i n g  le t ter  a l o n g  w i t h  an  a d d i t i o n a l  copy of  t h e  a p p l i c a t i o n  

should be s e n t  t o  t h e  Research Grants  Program O f f i c e r  ( s e e  below). 


IDENTIFICATION O F  CONTACT POINT 

Q u e s t i o n s  r e l a t e d  t o  t h i s  announcement should  b e  a d d r e s s e d  t o :  

M r .  Roger A. Nelson 

Research Grants  Program O f f i c e r  

N a  t i o n a l  I n s  t it u t e  f o r  Occupat ional  


S a f e t y  and Heal th  
Room 8-63, Parklawn Bui ld ing  
5600 F i s h e r s  Lane 
R o c k v i l l e ,  Maryland 20857 

Telephone: (301) 443-4493 

or 
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M r .  Joseph West 

Grants  Management O f f i c e r  

N a t i o n a l  I n s t i t u t e  f o r  Occupat iona l  


S a f e t y  and H e a l t h  
Room 8-35, Parklawn B u i l d i n g  
5600 F i s h e r s  Lane 
R o c k v i l l e ,  Maryland 20857 

Telephone: (301) 443-3122 
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DEVELOPMENTAL ASPECTS OF BEHAVIOR AND NUTRITION 	 ‘ , N H N N / N # , , /

’AMWOUMCEMENT/
NATIONAL INSTITUTE OF CHILD HEALTH AND HUMAN DEVELOPMENT ’/,,/ / / / 0 8 / / 

The Ra t iona l  I n s t i t u t e  of  Chi ld  Hea l th  and Human Development i n v i t e s  a p p l i c a t i o n s  
f o r  r e sea rch  p r o j e c t s  on developmental  a s p e c t s  of  behavior  and n u t r i t i o n .  

IKTKODUCTION 

The Nat iona l  I n s t i t u t e  of  Ch i ld  Heal th  and Human Development (NICHD) has  
i n i t i a t e d  a program t o  s t i m u l a t e  more i n t e r d i s c i p l i n a r y  r e s e a r c h  a t  t h e  
i n t e r f a c e  of behavior  and n u t r i t i o n .  There are a number o f  research i s s u e s  
concern ing  b e h a v i o r a l  development and c h i l d - r e a r i n g  p r a c t i c e s  t h a t  should 
be  amenable t o  s t u d y  w i t h i n  t h e  c o n t e x t  o f  n u t r i t i o n a l  s c i ence .  Some phenonena 
t h a t  demonst ra te  t h e  i n t e r a c t i o n  o f  behavior  and n u t r i t i o n  have been w e l l  
d e s c r i b e d ,  such  a s  a t t e n t i o n a l  d e f i c i t s  i n  undernourished c h i l d r e n  o r  
c u l t u r a l  d i f f e r e n c e s  i n  food p re fe rences .  

because food c h o i c e s  can  be q u a n t i f i e d ,  t h e y  c a n  s e r v e  a s  c l e a r l y  de f ined  
outcome measures  i n  t h e  s t u d y  o f  developmental  p r o c e s s e s  du r ing  i n f a n c y ,  
ch i ldhood,  and adolescence .  For example,  s t u d i e s  of modeling and c h i l d - r e a r i n g  
practices might  i n c l u d e  measurements of  t h e  development of  food p r e f e r e n c e s  
i n  c h i l d r e n  i n  o r d e r  t o  l e a r n  more about  c u l t u r a l  t r ansmiss ion  of  v a l u e s  and 
behavior .  S i o i i l a r l y ,  s t u d i e s  o f  c o g n i t i v e  development among a d o l e s c e n t s  
could make use  of food s e l e c t i o n  a s  a n  outcome v a r i a b l e .  

L i t t l e  i s  c u r r e n t l y  known about  t h e  behav io ra l  and c u l t u r a l  f a c t o r s  t h a t  
determine food c h o i c e s  and a v e r s i o n s  d u r i n g  pregnancy and t h e  e a r l y  phases  
of l i f e .  I t  a p p e a r s  t h a t  foods  a r e  r a r e l y  consumed s t r i c t l y  f o r  t h e i r  
n u t r i t i v e  v a l u e  a l o n e ;  r a t h e r ,  social ,  c u l t u r a l ,  and r e l i g i o u s  v a l u e s  
of  food predominate i n  de t e rmin ing  i n g e s t i v e  behavior .  These behav io ra l  
aspects of  n u t r i t i o n  should  be  amenable t o  s t u d y  by u s i n g  t h e  methodologies 
o f  d i s c i p l i n e s  such  as  psychology , soc io logy  , h i s t o r y  and anthropology.  

I. PROGRAM SPECIFICATIONS 

A. Program Objec t ives  

The o b j e c t i v e  o f  t h i s  program announcement i s  t o  encourage and s t i m u l a t e  
r e s e a r c h  on t h e  i n t e r a c t i o n s  among behav io r ,  c u l t u r e  and n u t r i t i o n  
d u r i n g  human development.  I n t e r d i s c i p l i n a r y  s t u d i e s  developed by 
behav io ra l  and b iomedica l  s c i e n t i s t s  a re  p a r t i c u l a r l y  encouraged. 

8. Kesearch Scope 

T h i s  prograni announcement emphasizes research t h a t  l i es  a t  t h e  i n t e r -
face between t h e  b e h a v i o r a l  and t h e  n u t r i t i o n a l  s c i e n c e s ,  p a r t i c u l a r l y  
i n  regard  t o  human development. Of s p e c i a l  i n t e r e s t  a r e  s t u d i e s  on t h e  



Page Twenty E i g h t  

de t e rminan t s  of food s e l e c t i o n  and a v e r s i o n  and s t u d i e s  on t h e  de te rmi
n a n t s  and c o n t r o l s  of  food  i n t a k e  a t  c r i t i c a l  s t a g e s  of  t h e  l i f e  c y c l e ,  
d u r i n g  pregnancy,  i n f a n c y ,  ch i ldhood ,  and adolescence .  Such s t u d i e s  may 
range  from i n v e s t i g a t i o n s  of neurochemical  d e t e r m i n a n t s  of  t h e s e  behav io r s  
t o  a n a l y s e s  of  h i s t o r i c a l ,  g e o g r a p h i c a l ,  e v o l u t i o n a r y ,  c u l t u r a l  and 
psycho log ica l  f a c t o r s  t h a t  i n f l u e n c e  t h e s e  i n g e s t i v e  behaviors .  

Some a r e a s  of  r e s e a r c h  i n t e r e s t  a r e  l i s t e d  below. They a re  n o t  
p re sen ted  i n  o r d e r  of  p r i o r i t y  and s e r v e  a s  examples on ly .  Other  t o p i c s  
of behav io ra l  r e s e a r c h  i n  n u t r i t i o n  and development may o c c u r  t o  t h e  
a p p l i c a n t  which would be e q u a l l y  welcome. 

Pregnancy 

Because a n  e x p e c t a n t  mother m u s t  meet a l l  o f  t h e  n u t r i e n t  demands 
o f  h e r  r a p i d l y  growing f e t u s ,  t h e  importance o f  good n u t r i t i o n  
d u r i n g  pregnancy canno t  be ove res t ima ted .  However, i n  s i t u a t i o n s  
where p r e n a t a l  c o u n s e l i n g  and care are  s imi l a r ,  wide d i f f e r e n c e s  
i n  weight  g a i n  can  be  observed.  Research i s  needed t o  i d e n t i f y  
t h e  b e h a v i o r a l ,  c u l t u r a l  and n u t r i t i o n a l  f a c t o r s  t h a t  u n d e r l i e  
t h e s e  d i f f e r e n c e s ,  p a r t i c u l a r l y  i n  t h e  pregnant  a d o l e s c e n t .  

P i c a ,  n o s t  n o t a b l y  t h e  e a t i n g  of c l a y ,  i c e ,  and s t a r c h ,  a p p e a r s  t o  be 
comon  among pregnant  women be longing  t o  c e r t a i n  r ac i a l  and e t h n i c  
groups.  S t u d i e s  o f  t h e  p reva lence  o f  v a r i o u s  k i n d s  of  p i c a  du r ing  
pregnancy and t h e i r  n u t r i t i o n a l  i m p a c t ,  i f  a n y ,  on mother and f e t u s  
would be  of  i n t e r e s t .  

More widespread t h a n  p i c a  d u r i n g  pregnancy appea r s  t o  he  t h e  
sudden o n s e t  of  c r a v i n g s  f o r  s p e c i f i c  foods  o r  odd combinat ions 
of  f o o d s ,  a s  wel l  a s  s t r o n g  a v e r s i o n s  t o  c e r t a i n  foods .  The pre-
va lence  and c h a r a c t e r i z a t i o n  o f  t h e s e  c r a v i n g s  and a v e r s i o n s  have 
not been wide ly  s t u d i e d ,  n o r  h a s  t h e i r  n u t r i t i o n a l  i m p a c t .  The 
a c u t e  o n s e t  and t h e  t ime- l imi ted  n a t u r e  o f  t h e s e  a l t e r a t i o n s  of 
i n g e s t i v e  behav io r  p r e s e n t  o p p o r t u n i t i e s  f o r  r e s e a r c h  on t h e  deve l 
opmental  a s p e c t s  of  t h e  psychology and t h e  psychophysics  of t a s t e  
and on a l t e r a t i o n s  of  food p r e f e r e n c e  and d i e t a r y  h a b i t s .  I t  would 
be impor t an t  t o  know i f  t h e s e  c r a v i n g s  and a v e r i o n s  a re  n u t r i e n t -
s p e c i f i c  o r ,  i n s t e a d ,  ref lect  changes i n  hedonic  r e s p o n s e s  t o  c e r t a i n  
f l a v o r s  o r  combina t ions  of  f l a v o r s .  Also of  i n t e r e s t  i s  whether 
t h e s e  d i e t a r y  changes d u r i n g  pregnancy a f f e c t  d i e t a r y  behav io r  
a f t e r  p a r t u r i t i o n .  

ln f  ancy 

The b e h a v i o r a l  components of  s u c k l i n g ,  weaning,  and i n f a n t  f eed ing  i n  
g e n e r a l  have o n l y  begun t o  be s t u d i e d  i n  a r i g o r o u s  manner. Much r e m a i n s  
t o  be l e a r n e d  abou t  t h e  psycho log ica l  f a c t o r s  and t h e  c e r e b r a l  mechanisms 
t h a t  i n i t i a t e  and c o n t r o l  t h e s e  behav io r s .  I t  would be  of importance 
t o  e x p l o r e  t h e  ontogeny o f  f e e d i n g  and d r i n k i n g  c o n t r o l s  i n  t h e  human 
i n f a n t ,  a s  w e l l  a s  t h e  development of t a s t e  r e sponses  and of behav io ra l  
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and phys io log ic  mechanisms f o r  food p r e f e r e n c e  and r e j e c t i o n .  S t u d i e s  of  
v a r i a t i o n  i n  t h e  development of  t h e s e  behav io r s  among e t h n i c  and racial  
groups would a l s o  be of  i n t e r e s t .  

I n  a d d i t i o n  t o  s t u d i e s  on s u c k l i n g  behav io r  of  t h e  i n f a n t ,  n u t r i t i o n a l l y -
o r i e n t e d  b e h a v i o r a l  s t u d i e s  are encouraged o n  t h e  mother - infan t  dyad,  bo th  
nu r s ing  and non-nursing p a i r s .  Examples of  r e s e a r c h  q u e s t i o n s  or  needs  i n  
t h i s  area are:  

e How does  t h e  i n f a n t ' s  behav io r  a f f e c t  ma te rna l  l a c t a t i o n ,  n u r s i n g ,  
o r  f e e d i n g  behavior?  

e khat b e h a v i o r a l  and n u t r i t i o n a l  e f f e c t s  d o  mothers '  f e e d i n g  s t ra te 
g i e s  have  on t h e i r  i n f a n t s ?  

0 	 A d e t a i l e d  d e s c r i p t i o n  o r  ethnogram i s  needed of  normal s u c k l i n g  and 
f e e d i n g  throughout  t h e  deve lopmenta l  p e r i o d  t o  p rov ide  c l i n i c i a n s  
wi th  normat ive  d a t a  a g a i n s t  which t o  e v a l u a t e  d i s o r d e r s  of  f eed ing .  

a 	A l m o s t  n o t h i n g  i s  known abou t  e i t h e r  t h e  m o t i v a t i o n s  f o r  o r  t h e  
mechanisms of  weaning and how t h e y  v a r y  among and w i t h i n  e t h n i c ,  
rac ia l  and socioeconomic groups .  Kigorous e p i d e m i o l o g i c a l  and 
psycho log ica l  s t u d i e s  of  weaning and of  t h e  s i g n a l s  t h a t  p a s s  
between mother and i n f a n t  a r e  encouraged. 

Childhood 

The appearance  i n  some c h i l d r e n  of  pronounced food a v e r s i o n s  l e a d s  t o  t h e  
r e j e c t i o n  of a l l  b u t  a nar row r a n g e  of food.  I f  t h i s  r e s t r i c t e d  e a t i n g  
p a t t e r n  c o n t i n u e s  f o r  prolonged p e r i o d s  of  t i m e ,  such  c h i l d r e n  f a l l  behind 
t h e i r  g e n e t i c  p o t e n t i a l  f o r  l i n e a r  growth. The o r i g i n s  of  such  food avoid
ances  are unknown. Moreover, t h e  normal p r o c e s s  of  t h e  a c q u i s i t i o n  of  food 
p r e f e r e n c e s  and avo idances  r ema ins ,  f o r  t h e  most p a r t ,  unexplored .  Descrip
t i o n s  of modeling and o t h e r  c h i l d - r e a r i n g  p r a c t i c e s  t h a t  t r a n s m i t  c u l t u r a l  
p a t t e r n s  o f  e a t i n g  behav io r  from one  g e n e r a t i o n  t o  a n o t h e r  would t h e r e f o r e  
be of  p a r t i c u l a r  i n t e r e s t .  Because s o  much of what i s  e d i b l e  i n  t h e  
wor ld  goes  unea ten  f o r  p sycho log ica l  o r  f o r  c u l t u r a l  r e a s o n s ,  a b e t t e r  
unde r s t and ing  o f  t h e  a c q u i s i t i o n  of a c h i l d ' s  concep t ion  of  food and 
n u t r i t i o n  i s  c r u c i a l  t o  t h e  h e a l t h  o f  i n d i v i d u a l s  a s  w e l l  a s  t o  t h a t  
of  e n t i r e  popu la t ions .  The phenomenon of  p i c a  i n  c h i l d r e n ,  f o r  example, 
needs  f u r t h e r  s t u d y  from b e h a v i o r a l ,  ep idemio log ica l  and n u t r i t i o n a l  p o i n t s  
of view. 

Behind t h e  e x p r e s s i o n  of a l l  i n g e s t i v e  behav io r  l i e s  t h e  neurophys io logy  
and neurochemis t ry  o f  hunger  and s a t i e t y .  Impor tan t  o b s e r v a t i o n s  on 
t h e  e f f e c t  o f  n u t r i e n t  i n t a k e  o n  l e v e l s  of  c e r e b r a l  n e u r o t r a n s m i t t e r s  
such  a s  s e r o t o n i n  and a c e t y l c h o l i n e  have  been made t h a t  pave t h e  way 
f o r  s t u d i e s  on t h e  i n f l u e n c e  of  d i e t  o n  behav io r  d u r i n g  pregnancy ,  
i n f a n c y ,  ch i ldhood and ado le scence .  The roles p layed  by v a r i o u s  
p e p t i d e s  such a s  c h o l e c y s t o k i n i n ,  n e r v e  growth f a c t o r ,  and t h e  o p i o i d  
p o l y p e p t i d e s  i n  de t e rmin ing  food s e l e c t i o n  and r e g u l a t i n g  food i n t a k e  
a l s o  need t o  be e l a b o r a t e d .  S p e c i f i c  s t i m u l i  t h a t  de t e rmine  hunger 
and s a t i e t y  must be d e s c r i b e d  and q u a n t i f i e d ,  and t h e  c e n t r a l  and 
p e r i p h e r a l  c o n t r i b u t i o n s  t o  t h e  c o n t r o l  of  food and water i n t a k e  
must be a s c e r t a i n e d .  
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Ado 1escence 

L i t t l e  i s  known about  t h e  c o g n i t i v e  and emot iona l  p rocesses  involved  i n  
c h o i c e s  of  food and l i f e s t y l e  among a d o l e s c e n t s .  The c o n d i t i o n  of 
o b e s i t y  t h a t  may appea r  d u r i n g  ado le scence  i s  a s  much a behav io ra l  
a s  a n u t r i t i o n a l  problem. A t t e n t i o n  needs  t o  be d i r e c t e d  toward t h e  
psycho log ica l  and c u l t u r a l  de t e rminan t s  of  t h i s  cond i t ion .  I n  p a r t i c u l a r ,  
r e s e a r c h  on t h e  e f f e c t  of  e x t e r n a l  envi ronmenta l  c u e s  on e a t i n g  behavior  
and r e s e a r c h  on the  r o l e  of  cond i t ioned  a n t i c i p a t i o n s  i n  t h e  r e g u l a t i o n  
of  food  i n t a k e  need t o  be expanded. 

Behavior m o d i f i c a t i o n  has  met w i t h  some s u c c e s s  i n  a c h i e v i n g  weight  l o s s  
among obese  a d u l t s .  Kesearch i s  needed,  however, on how t o  ma in ta in  
weight l o s s  and how t o  improve adherence  t o  programs of behavior  modi
f i c a t i o n  o r  o t h e r  b e h a v i o r a l  o r  p sycho log ica l  t h e r a p i e s  among a d o l e s c e n t s  
and c h i l d r e n .  Kesearch on how t o  u s e  t echn iques  o f  behavior  m o d i f i c a t i o n  
t o  encourage t h e  e a t i n g  of  more n u t r i t i o u s  meals and how t o  s t i m u l a t e  
obese c h i l d r e n  t o  e x e r c i s e  r e g u l a r l y  i s  needed. Research i s  needed on 
e x e r c i s e  and t h e  concept  o f  energy  b a l a n c e  i n  t h e  p roduc t ion  of o b e s i t y .  
For f u r t h e r  r e s e a r c h  t o p i c s  i n  o b e s i t y  see t h e  Program Announcement 
e n t i t l e d  S t u d i e s  on O v e r n u t r i t i o n  and O b e s i t y ,  N I H  Guide f o r  Grants  and 
C o n t r a c t s ,  2,1/18, pp. 2 3 - 2 7 ,  1978. 

N u t r i t i o n  and Evolu t ion  

Much needs  t o  be l e a r n e d  about  d i f f e r i n g  n u t r i t i o n a l  needs of  i n d i v i d u a l s  
and o f  v a r i o u s  e t h n i c  and c u l t u r a l  g roups .  More s t u d y  i s  needed of t h e  
e v o l u t i o n a r y  m o d i f i c a t i o n  of d i g e s t i v e  p r o c e s s e s  under  t h e  s e l e c t i v e  
p r e s s u r e  o f  c e r t a i n  foods .  Of s p e c i a l  i n t e r e s t  a re  s t u d i e s  of  d i s e a s e s  
of i n f a n c y  and ch i ldhood t h a t  appea r  t o  r e s u l t  from g e n e t i c - n u t r i e n t  
envi ronmenta l  i n t e r a c t i o n ,  such a s  lactose i n t o l e r a n c e ,  soya  s e n s i t i v i t y ,  
favism and cel iac  d i s e a s e .  There i s  a l s o  a need t o  de t e rmine  i n t o l e r a n c e s  
t o  o t h e r  i n g e s t e d  s u b s t a n c e s ,  such  a s  food a d d i t i v e s  and d rugs .  Research 
i s  a l s o  needed on t h e  r e l a t i o n s h i p  of t h e  geophys ica l  environment t o  
n a t i o n a l  c u i s i n e s ,  methods of food p r e p a r a t i o n ,  h e a l t h  and d i s e a s e .  

Animal Models 

The i d e n t i f i c a t i o n  o r  development o f  new animal  models  i n  which t o  s t u d y  
d i s o r d e r s  of  a p p e t i t e ,  e s p e c i a l l y  a n o r e x i a ,  i s  encouraged.  Research i s  
a l s o  encouraged on t h e  u s e  o f  an imal  models t o  s t u d y  such  problems a s  
t h e  maintenance of  c a l o r i c  homeos ta s i s ,  s u c k l i n g  and weaning behav io r ,  
s t r o n g  food p r e f e r e n c e s  o r  r e j e c t i o n s ,  and food i n t o l e r a n c e s  which 
appea r  t o  have a g e n e t i c  b a s i s .  

11. METHOD AND C R I T E R I A  OF REVIEW 

A. Assignment of A p p l i c a t i o n s  

A p p l i c a t i o n s  w i l l  be r e c e i v e d  by t h e  N I H  D iv i s ion  of Research Gran t s ,  
r e f e r r e d  t o  a n  a p p r o p r i a t e  I n i t i a l  Review Group f o r  s c i e n t i f i c  r ev iew,  

“@I’ 

y4c’ 



N I H  Guide f o r  Grants and Contracts 

Vol. 9 ,  No. 2 ,  January 25, 1980 Page Thir ty  One 


and a s s i g n e d  t o  one of t h e  s e v e r a l  I n s t i t u t e s  f o r  p o s s i b l e  funding.  
I t  i s  a n t i c i p a t e d  t h a t  most o f  t h e  a p p l i c a t i o n s  i n  t h i s  area w i l l  be 
a s s igned  t o  t h e  Na t iona l  I n s t i t u t e  of Ch i ld  Heal th  and lluman Development. 
I n  t h e  e v e n t  t h a t  a p a r t i c u l a r  a p p l  c a t i o n  f a l l s  more a p p r o p r i a t e l y  
w i t h i n  t h e  purview and r e s p o n s i b i l i t y  o f  a n o t h e r  I n s t i t u t e ,  a r rangements  
w i l l  b e  made f o r  pr imary  assignment  t o  t h a t  I n s t i t u t e .  

B. Review Procedures  

A p p l i c a t i o n s  i n  response  t o  t h i s  program announcement w i l l  b e  reviewed 
on  a na t ionwide  b a s i s  i n  compe t i t i on  w i t h  e a c h  o t h e r  and i n  acco rd  w i t h  
t h e  u s u a l  P u b l i c  Heal th  S e r v i c e  p e e r  review procedures  f o r  r e s e a r c h  
g r a n t s .  They w i l l  f i r s t  be reviewed f o r  s c i e n t i f i c  and t e c h n i c a l  
merit by a review g roup  composed most ly  of non-federal  s c i e n t i f i c  
c o n s u l t a n t s  ( I n i t i a l  Review Group) and t h e n  by t h e  Na t iona l  Advisory 
Counci l  of t h e  a p p r o p r i a t e  I n s t i t u t e .  An I n s t i t u t e ,  by l a w ,  may n o t  make 
a n  award u n l e s s  Counci l  h a s  recommended approva l .  

C. Deadl ines  

App l i ca t ions  w i l l  be accep ted  by t h e  u s u a l  r e c e i p t  d a t e s  f o r  new app l i ca  

t i o n s :  March 1, J u l y  1, and November 1. 


The I n s t i t u t e  s t a f f  r ecogn izes  t h a t  few a p p l i c a n t s  w i l l  be  a b l e  t o  

respond t o  t h i s  announcement by t h e  next  r e g u l a r  r e c e i p t  da te  (March 1, 1980: 

b u t  i t  i s  p repa red  t o  accommodate the  a p p l i c a t i o n s  of t h o s e  who do. 


bf 

111.  METHOD OF APPLYING 

Appl i ca t ions  shou ld  b e  submi t t ed  on  form PHS-398, which i s  a v a i l a b l e  i n  
t h e  b u s i n e s s  o r  g r a n t s  and c o n t r a c t s  o f f i c e  a t  most academic and r e s e a r c h  
i n s t i t u t i o n s .  The p h r a s e  "PREPARED I N  RESPONSE TO THE DEVELOPMENTAL ASPECTS 
OF BEHAVIOK A N D  NUTRITION PROGKAM AXNOUNCEMENT" should  b e  typed  across 
t o p  of t h e  f i r s t  page of t h e  a p p l i c a t i o n .  The o r i g i n a l  and s i x  cop ie s  
of the a p p l i c a t i o n  should be s e n t  o r  d e l i v e r e d  to :  

App l i ca t ion  Keceipt  

D i v i s i o n  of Research G r a n t s  

Nat iona l  I n s t i t u t e s  of Hea l th  

Room 240, lestwood Bui ld ing  

Betlresda, Maryland 20205 


For f u r t h e r  i n f o r m a t i o n ,  i n v e s t i g a t o r s  a r e  encouraged t o  c o n t a c t :  

Director 

Cente r  f o r  Research f o r  Hothers  and Chi ldren  

Nat iona l  I n s t i t u t e  of Chi ld  Hea l th  and 


Human Development 
Landow B u i l d i n g ,  Room 7C-03 
Bethesda ,  Maryland 20205 

t h e  

(301)  496-5097 
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EXPERIMENTAL RESEARCH RELATED TO MAMMOGRAPHIC 

SCREENING FOR HUMAN BREAST CANCER 

NATIONAL CANCER I N S T I T U T E  

The Breast Cancer Program o f  t h e  Na t iona l  Cancer I n s t i t u t e  is i n v i t i n g  
g r a n t  a p p l i c a t i o n s  f o r  t h e  purpose  o f  encouraging animal  and t i s s u e  
c u l t u r e  s t u d i e s  t h a t  w i l l  p rov ide  new and r e l e v a n t  i n fo rma t ion  on t h e  
problems r e l a t e d  t o  mammographic s c r e e n i n g  f o r  human b r e a s t  c a n c e r .  

I. BACKGROUND INFORMATION 

Radiat ion-induced r i s k  f o r  cance r  of  t h e  b r e a s t  i n  humans h a s  r ece ived  
c o n s i d e r a b l e  p u b l i c i t y  s i n c e  1976. Th i s  c o n t r o v e r s i a l  i s s u e  remains 
u n s e t t l e d ,  and one  major  problem is t h e  need f o r  b e t t e r  d a t a  from 
f r a c t i o n a t e d  low dose ,  low LET s t u d i e s  t h a t  would be  comparable t o  t h e  
exposure  from x-ray mammography. A number of years ago i t  was found 
t h a t  women exposed t o  r epea ted  f l u o r o s c o p i e s  had a n  inc reased  f requency  
of b r e a s t  cance r .  Whereas t h e s e  s u b j e c t s  r ece ived  i r r a d i a t i o n  t o  t h e i r  
b r e a s t s  a t  1 t o  2-week i n t e r v a l s ,  s c r e e n i n g  f o r  b r e a s t  c a n c e r  would 
r e q u i r e  no more than  1 t o  2 mammograms p e r  y e a r .  However, t h e r e  are  no 
r a d i o b i o l o g i c a l  d a t a  i n d i c a t i n g  t h a t  t h e  c a r c i n o g e n i c  e f f e c t  would be  
d i f f e r e n t  i f  t h e  t i m e  between doses  w a s  i n c r e a s e d  from 1 week t o  1 y e a r .  
An ep idemio log ica l  s t u d y  a b l e  t o  prove t h a t  1 t o  2 r a d s  o f  low-LET 
i r r a d i a t i o n  are c a p a b l e  of inducing  b r e a s t  cance r  would r e q u i r e  t h e  
examinat ion of  m i l l i o n s  of  women, w i t h  t h e  p r a c t i c a l  i m p o s s i b i l i t y  of  
f i n d i n g  matched c o n t r o l s .  On t h e  o t h e r  hand, i t  h a s  long  been recognized 
t h a t  animal  d a t a  cannot  be  used t o  supply  q u a n t i t a t i v e  p r e d i c t i o n s  f o r  
t h e  number o f  human c a n c e r s  expec ted  t o  be  induced by r a d i a t i o n .  Animal 
d a t a  however, can  p rov ide  in fo rma t ion  on  g e n e r a l  p r i n c i p l e s  and mechanisms 
o f  r a d i a t i o n  e f f e c t s .  S i n c e  u n c e r t a i n t i e s  i n  t h e  r i s k  estimates f o r  
human b r e a s t  c a n c e r  are  due t o  our l a c k  of unde r s t and ing  of t h e  basic  
p r i n c i p l e s  of  r a d i a t i o n  c a r c i n o g e n e s i s  and c o c a r c i n o g e n e s i s ,  d a t a  from 
an ima l s  and i n  v i t r o  systems should  h e l p  t o  e l u c i d a t e  some of t h e s e  un
c e r t a i n t i e s .  T h i s  i s  one  area i d e n t i f i e d  by NCT a s  r e q u i r i n g  s p e c i a l  
emphasis f o r  a d d i t i o n a l  r e s e a r c h .  

A s  an  approach t o  f a c i l i t a t e  c l a r i f i c a t i o n  of t h i s  complex t o p i c ,  t h e  
Breas t  Cancer Program Coord ina t ing  Branch, N C I ,  asked a group o f  
i n v e s t i g a t o r s  t o  fo rmula t e  r e l e v a n t  q u e s t i o n s  t h a t ,  i n  t h e i r  o p i n i o n ,  
could be answered by animal  o r  i n  v i t r o  models.  The t e x t  o f  t h e-~ 

This  program i s  desc r ibed  i n  t h e  Cata log  of Federa l  Domestic Assistance 
number 13.396. Awards w i l l  be made under t h e  a u t h o r i t y  o f  t h e  Pub l i ch  Hea l th  
S e r v i c e  Act. T i t l e  111, S e c t i o n  301 (Pub l i c  Law 78-410. a s  amended; 42 USC 2 4 1 )  
and admin i s t e red  under  PHS g r a n t  p o l i c i e s  and Federa l  Regu la t ions  4 2  CFR 
P a r t  52 and 45 CFR P a r t  74. 
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o r i g i n a l  r e p o r t  w i th  t h e  r ev iewers '  comments h a s  been pub l i shed  i n  t h e  .-a 

Journa l  o f  t h e  Na t iona l  Cancer I n s t i t u t e ,  V o l .  6 1 ( 6 ) :  1537, 1978. The 
op in ions  expres sed  i n  t h i s  pape r  a re  in tended  t o  s t i m u l a t e  meaningfu l-
r e s e a r c h  p r o j e c t s  and i n  no way should  they  be i n t e r p r e t e d  as l i m i t i n g  
freedom of t h e  a p p l i c a n t  i n  pu r su ing  t h e  approach h e l s h e  c o n s i d e r s  op t ima l .  

11. MECHANISM OF SUPPORT 

The mechanism o f  s u p p o r t  w i l l  b e  t h e  t r a d i t i o n a l  r e s e a r c h  g r a n t .  P o l i c i e s  
t h a t  govern r e s e a r c h  g r a n t  programs of t h e  Na t iona l  I n s t i t u t e s  o f  H e a l t h  
w i l l  p r e v a i l .  The award o f  g r a n t s  pursuant  t o  t h i s  r e q u e s t  f o r  g r a n t  
a p p l i c a t i o n s  i s  c o n t i n g e n t  upon r e c e i p t  of  p r o p o s a l s  of h i g h  s c i e n t i f i c  
merit and t h e  a v a i l a b i l i t y  of a p p r o p r i a t e d  funds .  

111. METHODS AND C R I T E R I A  OF REVIEW 

A. 	 Assignment o f  A p p l i c a t i o n s .  A p p l i c a t i o n s  w i l l  b e  r ece ived  by the 
Div i s ion  o f  Research Gran t s  (DRG), Na t iona l  I n s t i t u t e s  of Hea l th .  
DRG w i l l  r e f e r  t h e  p r o p o s a l s  t o  t h e  a p p r o p r i a t e  Study S e c t i o n  f o r  
s c i e n t i f i c  rev iew,  and w i l l  a s s i g n  them t o  t h e  Na t iona l  Cancer  
I n s t i t u t e  f o r  p o s s i b l e  funding  and management. These d e c i s i o n s  
w i l l  be  governed by normal programmatic c o n s i d e r a t i o n s  as s p e c i f i e d  
i n  t h e  DRG Referral Gu ide l ines .  

B. 	 R e v i e w  Procedures .  A p p l i c a t i o n s  i n  response  t o  t h i s  announcement 
w i l l  be  reviewed i n  accordance  w i t h  t h e  u s u a l  N I H  p e e r  rev iew 
procedures  (Study S e c t i o n ) .  F a c t o r s  cons ide red  i n  t h e  s c i e n t i f i c  
m e r i t  e v a l u a t i o n  o f  each  a p p l i c a t i o n  w i l l  i n c l u d e  a n  assessment  of 
t h e  importance o f  t h e  proposed r e s e a r c h  problem, t h e  n o v e l t y  and 
o r i g i n a l i t y  o f  approach ,  t h e  t r a i n i n g  e x p e r i e n c e  and r e s e a r c h  
competence o f  the i n v e s t i g a t o r ( s ) ,  t h e  adequacy of expe r imen ta l  
d e s i g n ,  t h e  s u i t a b i l i t y  o f  t h e  f a c i l i t i e s ,  and t h e  a p p r o p r i a t e n e s s  
of  t h e  r eques t ed  budget  re la t ive  t o  t h e  work proposed.  Fol lowing 
Study S e c t i o n  review,  t h e  a p p l i c a t i o n  w i l l  b e  e v a l u a t e d  f o r  program 
re l evance  by s t a f f  members of  t h e  Breast Cancer Program, N C I .  
Funding d e c i s i o n s  w i l l  b e  based upon re la t ive s c i e n t i f i c  merit, 
program re l evance ,  and t h e  I n s t i t u t e ' s  a b i l i t y  t o  fund.  

C. 	 Deadl ines .  A p p l i c a t i o n s  w i l l  be accep ted  i n  accordance  w i t h  t h e  u s u a l  
d a t e s  f o r  new a p p l i c a t i o n s  on an  i n d e f i n i t e  b a s i s :  March 1, J u l y  1, 
and November 1. 

The I n s t i t u t e  s t a f f  r ecogn izes  t h a t  f e w  a p p l i c a n t s  w i l l  be  a b l e  t o  
respond t o  t h i s  announcement by t h e  n e x t  r e g u l a r  r e c e i p t  d a t e  
(March 1, 1980) bu t  is prepared  t o  accommodate t h e  a p p l i c a t i o n s  o f  
t hose  who do. 

I V .  METHOD OF APPLYING 

A p p l i c a t i o n s  should  be  submi t ted  on form PHS-398, which is  a v a i l a b l e  
i n  t h e  b u s i n e s s  o r  g r a n t s  o f f i c e  a t  most academic o r  r e s e a r c h  i n s t i t u t i o n s ,  

Wl.o r  from t h e  Div i s ion  o f  Research Grants ,  N I H .  



-0' 

NIH Guide f o r  Grants and Contracts Page T h i r t y  F i v eVol. 9 ,  No. 2 ,  January 25, 1980 

The ph rase  "PREPARED I N  RESPONSE TO N C I  ANNOUNCEMENT ON BASIC RESEARCH 
RELATED TO BREAST CANCER MAMMOGRAPHIC SCREENING" should  be  typed a c r o s s  
t h e  top  of t h e  a p p l i c a t i o n .  The o r i g i n a l  and s i x  c o p i e s  should  be s e n t  
o r  d e l  i v e r e d  t o  : 

Appl i ca t ion  Rece ip t  O f f i c e  
Div i s ion  of Research Grants 
Na t iona l  I n s t i t u t e s  of Hea l th  
Room 240, Westwood Bu i ld ing  
Bethesda ,  Maryland 20205 

In o r d e r  t o  a l e r t  t h e  Breas t  Cancer Program t o  t h e  submission of p r o p o s a l s  
as reques t ed  above, c o p i e s  of t h e  f a c e  page and summary page of such 
a p p l i c a t i o n s  should  be  forwarded under  s e p a r a t e  cover  t o :  

D r .  D. Jane  Taylor  

Chie f ,  Breast Cancer Program Coord ina t ing  Branch 

Nat iona l  Cancer I n s t i t u t e  

Room 4A22, Landow B u i l d i n g  

Nat iona l  I n s t i t u t e s  of Heal th  

Bethesda,  Maryland 20205 
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RESEARCH RELATED TO GENETIC S U S C E P T I B I L I T Y  


TO HUMAN BREAST CANCER ’,,/ / 0 0 / / 0 t’AWWOUWCEMEWT;/ 
NATIONAL CANCER I N S T I T U T E  

The Breast Cancer Program of t h e  Nat iona l  Cancer I n s t i t u t e  encompasses t h e  
t o t a l i t y  of problems r e l a t e d  t o  t h e  e t i o l o g y ,  epidemiology, d i a g n o s i s ,  
t r ea tmen t ,  and p reven t ion  of  b r e a s t  cance r .  Th i s  Program h a s  a s p e c i a l  
i n t e r e s t  i n  s t i m u l a t i n g  i n v e s t  i g a  t o r - i n i  t i a t e d  r e s e a r c h  g r a n t  a p p l i c a t i o n s  
(ROl’s) f o r  i n v e s t i g a t i o n s  o f  g e n e t i c  s u s c e p t i b i l i t y  t o  human b r e a s t  c a n c e r .  

I. BACKGROUND INFORMATION 

The c l u s t e r i n g  o f  b r e a s t  cance r  i n  f a m i l i e s  i s  a well-known phenomenon, 
and r e c e n t  s t u d i e s  have i n d i c a t e d  t h a t  i n  some f a m i l i e s  t h e  d i s e a s e  
appea r s  t o  be s e g r e g a t i n g  as a Mendelian t r a i t ,  sugges t ing  t h a t  one o r  
more human genes are  r e s p o n s i b l e  f o r  t h e  s u s c e p t i b i l i t y .  P a r t i c u l a r  
program i n t e r e s t  i n  t h i s  area a d d r e s s e s  such  q u e s t i o n s  as:  (1)  what 
p ropor t ion  of  human b r e a s t  c a n c e r s ,  female  and male, may be accounted 
f o r  o r  s t r o n g l y  in f luenced  by s u s c e p t i b i l i t y  g e n e ( s ) ;  ( 2 )  how many 
forms of g e n e t i c  s u s c e p t i b i l i t y  e x i s t  and how common i s  each of t h e s e  
forms; ( 3 )  which, i f  any,  environmental  o r  c u l t u r a l  r i s k  f a c t o r s  i n t e r -
a c t  wi th  g e n e t i c  s u s c e p t i b i l i t y ;  ( 4 )  how i s  g e n e t i c  s u s c e p t i b i l i t y  
expres sed  a t  p h y s i o l o g i c a l  and biochemical  l e v e l s ;  (5)  whether  o r  n o t  
t he  n a t u r a l  h i s t o r y  of  g e n e t i c a l l y  in f luenced  b r e a s t  cance r  resembles  
t h a t  of non- fami l i a l  b r e a s t  cance r ;  ( 6 )  whether i n c r e a s e d  f ami l i a l  
r i s k  i s  r e f l e c t e d  i n  b r e a s t  cance r  m o r t a l i t y  r i s k ;  and ( 7 )  r e l a t e d  
s t u d i e s  on g e n e t i c  a s p e c t s  of human b r e a s t  cance r .  

11. MECHANISM OF SUPPORT 

The mechanism of suppor t  w i l l  be t h e  t r a d i t i o n a l  r e s e a r c h  g r a n t .  P o l i c i e s  
t h a t  govern r e s e a r c h  g r a n t  programs of t h e  Na t iona l  I n s t i t u t e s  of H e a l t h  
will p r e v a i l .  The award of g r a n t s  pu r suan t  t o  t h i s  r e q u e s t  f o r  g r a n t  
a p p l i c a t i o n s  is  con t ingen t  upon r e c e i p t  of p roposa l s  of h igh  s c i e n t i f i c  
m e r i t  and t h e  a v a i l a b i l i t y  of a p p r o p r i a t e d  funds .  

111. METHODS AND C R I T E R I A  OF R E V I E W  

A. 	 Assignment of App l i ca t ions .  A p p l i c a t i o n s  w i l l  be r e c e i v e d  by t h e  
Div i s ion  o f  Research Grants  (DRG), Na t iona l  I n s t i t u t e s  of  Hea l th .  
DRG w i l l  refer t h e  p r o p o s a l s  t o  t h e  a p p r o p r i a t e  Study S e c t i o n  f o r  
s c i e n t i f i c  rev iew,  and w i l l  a s s ign  them t o  t h e  Nat iona l  Cancer 

This  program is  desc r ibed  i n  t h e  Cata log  of  Federa l  Domestic A s s i s t a n c e  
number 13.396. Awards w i l l  be made under t h e  a u t h o r i t y  o f  t h e  P u h l i c  Hea l th  
S e r v i c e  Act,  T i t l e  111, S e c t i o n  301 (Pub l i c  Law 78-410,  as  amended; 4 2  USC 2 4 1 )  
and admin i s t e red  under  PHS g r a n t  p o l i c i e s  and Federa l  Regu la t ions  4 2  CFR 
P a r t  52 and 45 CFK P a r t  7 4 .  
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I n s t i t u t e  f o r  p o s s i b l e  fund ing  and management. These d e c i s i o n s  
w i l l  be governed by normal programmatic c o n s i d e r a t i o n s  as s p e c i f i e d  ?Ill* 

i n  t h e  DRG R e f e r r a l  G u i d e l i n e s .  

B, 	 Review Procedures .  A p p l i c a t i o n s  i n  r e sponse  t o  t h i s  announcement 
w i l l  be reviewed i n  accordance  w i t h  t he  u s u a l  N I H  p e e r  review pro
cedures  (Study S e c t i o n ) .  The rev iew c r i t e r i a  cus tomar i ly  employed 
by t h e  Na t iona l  I n s t i t u t e s  of Hea l th  f o r  r e s e a r c h  g r a n t  a p p l i c a t i o n s  
w i l l  p r e v a i l .  F a c t o r s  c o n s i d e r e d  i n  t h e  s c i e n t i f i c  m e r i t  e v a l u a t i o n  
o f  each  a p p l i c a t i o n  w i l l  i n c l u d e  as assessment of t h e  importance of 
t h e  proposed r e s e a r c h  problem, t h e  n o v e l t y  and o r i g i n a l i t y  of approach ,  
t h e  t r a i n i n g  e x p e r i e n c e  and r e s e a r c h  competence of t h e  i n v e s t i g a t o r ( s 1 ,  
t h e  adequacy o f  expe r imen ta l  d e s i g n ,  t h e  s u i t a b i l i t y  o f  t h e  f a c i l i t i e s ,  
and t h e  a p p r o p r i a t e n e s s  of  t h e  r eques t ed  budget  r e l a t i v e  t o  t h e  work 
proposed. Fol lowing Study S e c t i o n  review, t h e  a p p l i c a t i o n  w i l l  be  
e v a l u a t e d  f o r  program r e l e v a n c e  by s t a f f  members of t h e  Breast Cancer 
Program, N a t i o n a l  Cancer  I n s t i t u t e .  Funding d e c i s i o n s  w i l l  be based 
upon r e l a t i v e  s c t e n t i f i c  m e r i t ,  program r e l e v a n c e ,  and t h e  I n s t i t u t e ' s  
a b i l i t y  t o  fund. 

C. 	 Deadl ines .  A p p l i c a t i o n s  w i l l  be  accep ted  i n  acco rdance  w i t h  t h e  
u s u a l  d a t e s  f o r  new a p p l i c a t i o n s  on a n  i n d e f i n i t e  basis: 

March 1 J u l y  1 November 1 

The I n s t i t u t e  s t a f f  r e c o g n i z e s  t h a t  few a p p l i c a n t s  w i l l  b e  a b l e  t o  
respond t o  t h i s  announcement by t h e  n e x t  r e g u l a r  receipt d a t e  
(March 1, 1980) b u t  is p repa red  t o  accommodate t h e  a p p l i c a t i o n s  of  
t h o s e  who do. 

I V .  METHOD OF APPLYING 

A p p l i c a t i o n s  should  be  submi t t ed  on  form PHS-398, which is a v a i l a b l e  i n  
t h e  b u s i n e s s  o r  g r a n t s  o f f i c e  a t  most academic o r  r e s e a r c h  i n s t i t u t i o n s  
o r  from t h e  D i v i s i o n  of Research  Gran t s ,  N I H .  The p h r a s e  "PREPARED I N  
RESPONSE TO NCI ANNOUNCEMENT OF GENETIC SUSCEPTIBILITY TO HUMAN BREAST 
CANCER" should  be typed a c r o s s  t h e  t o p  of t h e  first page of t h e  a p p l i c a 
tion. The o r i g i n a l  and s i x  c o p i e s  o f  t h e  a p p l i c a t i o n  should  be  s e n t  o r  
d e l i v e r e d  t o :  

A p p l i c a t i o n  R e c e i p t  O f f i c e  
D i v i s i o n  of Research Grants  
N a t i o n a l  I n s t i t u t e s  of H e a l t h  
Room 240, Westwood B u i l d i n g  
Bethesda ,  Maryland 20205 

In  o r d e r  t o  a le r t  t h e  Breast Cancer Program t o  t h e  submiss ion  of p r o p o s a l s  
w i t h  pr imary t h r u s t  d i r e c t e d  toward g e n e t i c  a s p e c t s  of human b r e a s t  
c a n c e r ,  c o p i e s  of t h e  f a c e  page and summary page o f  such  a p p l i c a t i o n s  
should  be forwarded under  separate cove r  t o :  

rre 
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D r .  E l i z a b e t h  P. Anderson 

Chief , Epidemiology P r o j e c t s  S e c t i o n  

Breast Cancer Program Coord ina t ing  Branch 

Nat iona l  Cancer I n s t i t u t e  

Room 4-A-06 ,  Landow Bui ld ing  

Bethesda ,  Maryland 20205 
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N I H  G u i d e  f o r  G r a n t s  a n d  C o n t r a c t s  

V o l .  9, N o .  2, J a n u a r y  2 5 ,  1980 P a g e  F o r t y  One 


GRANT APPLICATIONS: RFA 

N I  H-NCI - DCRRC-RMB-80-2 

NATIONAL CANCER I N S T I T U T E  

TITLE: TRAINING PROGRAM IN VETERINARY PATHOLOGY 
AND COMPARATIVE PATHOLOGY 

I. BACKGROUND INFORMATION 

The Na t iona l  Cancer I n s t i t u t e ,  i n  t h e  i n t e r e s t s  o f  i t s e l f ,  t h e  
Environmental P r o t e c t i o n  Agency, t h e  Na t iona l  I n s t i t u t e  o f  Environmental  
H e a l t h  S c i e n c e s ,  and o t h e r  Fede ra l  Agencies ,  announces a new th ree -yea r  
r e s idency  t r a i n i n g  program f o r  v e t e r i n a r y  p a t h o l o g i s t s .  Responses are 
i n v i t e d  from i n s t i t u t i o n s  which have, o r  which are a b l e  t o  deve lop ,  
v e t e r i n a r y  pathology r e s idency  program c a p a b i l i t i e s  o r  compara t ive  
pa thology programs. A l i m i t e d  number of awards ( n o t  t o  exceed t en )  
w i l l  be made. The purpose  of t h e s e  awards w i l l  be  t o  double  t h e  
annual  p roduc t ion  of b o a r d - c e r t i f i a b l e  v e t e r i n a r y  p a t h o l o g i s t s  w i t h i n  
f i v e  y e a r s ,  and o t h e r w i s e  t o  i n c r e a s e  t h e  n a t i o n a l  pool  of compara t ive  
p a t h o l o g i s t s .  

Th i s  program is expec ted  t o :  

0 	 encourage q u a l i f i e d  c a n d i d a t e s  t o  choose careers i n  v e t e r i n a r y  
pa thology o r  compara t ive  pa thology,  biomedical  s p e c i a l t i e s  
of i n c r e a s i n g  importance t o  bo th  government and i n d u s t r y  which 
p r e s e n t l y  are c h a r a c t e r i z e d  by s e v e r e  manpower s h o r t a g e s ;  

encourage q u a l i f i e d  i n s t i t u t i o n s  t o  expand t r a i n i n g  o p p o r t u n i t i e s  
f o r  v e t e r i n a r y  p a t h o l o g i s t s  and compara t ive  p a t h o l o g i s t s  d e s i r o u s  
of deve loping  g r e a t e r  competence i n  r e c o g n i z i n g  and i n t e r p r e t i n g  
s t r u c t u r a l  and f u n c t i o n a l  b i o l o g i c a l  a b n o r m a l i t i e s ;  

0 	 c r e a t e  a pool  of h i g h l y  q u a l i f i e d  g e n e r a l  v e t e r i n a r y  p a t h o l o g i s t s  
and compara t ive  p a t h o l o g i s t s  whose s e r v i c e s  a r e  bad ly  needed i n  
f e d e r a l  programs in t ended  t o  i d e n t i f y ,  moni tor  and c h a r a c t e r i z e  
envi ronmenta l  c a r c i n o g e n s  and o t h e r  t o x i c  s u b s t a n c e s .  

Recent y e a r s  have seen  an i n c r e a s i n g  awareness  o f  t h e  dange r s  of envi ron
mental p o l l u t a n t s .  I n  r e sponse  t o  t h e s e  dange r s ,  l a r g e  t e s t i n g  and 
moni tor ing  programs have been organized  by many a g e n c i e s  o f  government, 
bo th  l o c a l  and f e d e r a l .  The v e t e r i n a r y  p a t h o l o g i s t  is  a key member of 
t h e  teams engaged i n  t h o s e  e f f o r t s .  There is  a s e v e r e  s h o r t a g e  of  t h e s e  
s p e c i a l i s t s .  It h a s  been e s t ima ted  t h a t  s e v e r a l  hundred v a c a n c i e s  e x i s t  
i n  t h i s  d i s c i p l i n a r y  area. A t  t h e  same t i m e ,  t h e  annual  p roduc t ion  of  
v e t e r i n a r y  p a t h o l o g i s t s  i s  abou t  35 each year.  There i s  an u r g e n t  need 
f o r  a d d i t i o n a l  w e l l - t r a i n e d  v e t e r i n a r y  p a t h o l o g i s t s  and compara t ive  
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p a t h o l o g i s t s  t o  f i l l  t h i s  vo id .  Those who complete  t h e  v e t e r i n a r y  
pathology t r a i n i n g  program and who contempla te  r e s e a r c h  careers would *mlt  

11. 

be wel l -prepared  t o  unde r t ake  p o s t d o c t o r a l  r e s e a r c h  t r a i n i n g  v i a  t h e  
Na t iona l  Research S e r v i c e  Act r e s e a r c h  f e l l o w s h i p s  and t r a i n e e s h i p s .  

T R A I N I N G  GOALS AND SCOPE 

The v e t e r i n a r y  pa thology t r a i n i n g  program w i l l  encompass a t h r e e  y e a r  
pe r iod  of r e s idency  t r a i n i n g  which c o u l d ,  b u t  which need n o t ,  cu lmina te  
i n  a degree .  T r a i n i n g  l e a d i n g  t o  s p e c i a l i z a t i o n  i n  e i t h e r  anatomic o r  
c l i n i c a l  pa thology o r  a combinat ion t h e r e o f  would be a c c e p t a b l e .  The 
program could  be weighted toward one o r  t h e  o t h e r  s p e c i a l i t y ,  bu t  t h e r e  
should  be  a common c o r e  of c o u r s e  work and expe r i ence .  This  c o r e  should  
be sound t r a i n i n g  i n  s t r u c t u r a l .  ( i n c l u d i n g  u l t r a s t r u c t u r a l )  and f u n c t i o n a l  
pa tho logy  . Course work would c o n s i s t  o f  advanced b iomedica l  c o u r s e s ,  
i n c l u d i n g  epidemiology and b i o s t a t i s t i c s ,  t h e  pa thob io logy  o f  c a n c e r ,  
t ox ico logy  and envi ronmenta l  s c i e n c e s .  Labora tory  e x p e r i e n c e  shou ld  
provide  t r a i n i n g  i n  t h e  t echn iques  and i n t e r p r e t a t i o n  o f  tests. Pract ical  
expe r i ence  i n  d i a g n o s t i c  pa thology shou ld  b e  provided  through a u t o p s i e s ,  
h i s t o p a t h o l o g i c  examina t ions ,  and c l in ica l  pa thology s t u d i e s .  T r a i n e e s  
should  ga in  broad e x p e r i e n c e  i n  compara t ive  pa thology by doing  thorough 
postmortem examinat ions  of a v a r i e t y  o f  an imal  species. Because most 
of  t h e  people  who comple te  t h e  program w i l l  p a r t i c i p a t e  i n  t e s t i n g  and 
moni tor ing  a c t i v i t i e s  i n  f e d e r a l  and l o c a l  governmental  a g e n c i e s  o r  
e l sewhere ,  t r a i n e e s  should  b e  exposed t o  r e s e a r c h  methods and w r i t i n g  
p r e f e r a b l y  by doing  a minor r e s e a r c h  p r o j e c t .  They should  a l s o  b e  
a f fo rded  a chance t o  deve lop  a d m i n i s t r a t i v e  s k i l l s ,  such as t h o s e  r e q u i r e d  

*m 
t o  manage a c l i n i c a l  pa tho logy  l a b o r a t o r y .  

T ra in ing  programs shou ld  b e  l o c a t e d  w i t h i n  o r  n e a r  l a r g e  b iomedica l  i n s t i 
t u t i o n s .  A g e n e r a l  medica l  l i b r a r y  c o n t a i n i n g  t h e  major j o u r n a l s  and 
books c o v e r i n g  t h e  f i e l d  of medicine should  be a c c e s s i b l e .  Necropsy 
f a c i l i t i e s  should be adequa te  t o  hand le  a v a r i e t y  of animal  s p e c i e s .  
Adequate l a b o r a t o r i e s  s u p p o r t  should  b e  a v a i l a b l e ,  i n c l u d i n g  f a c i l i t i e s  
� o r  photomicrography,  e l e c t r o n  microscopy,  and tox ico logy  s u p p o r t  a s  
w e l l  as t h e  more u s u a l  f a c i l i t i e s .  An organ ized  and u s a b l e  c o l l e c t i o n  
o f  c a s e  r e c o r d s ,  t i s s u e  s e c t i o n s  and o t h e r  materials from a v a r i e t y  o f  
d i s e a s e s  and animal  species should  be  a v a i l a b l e .  Each t r a i n e e  should  b e  
provided an adequa te  s t u d y  area and n e c e s s a r y  equipment t o  conduct  h i s  
s t u d i e s  . 
A t  least  one  member o f  t h e  t r a i n i n g  staff  must b e  an  ACVP d ip lomate .  
While i t  is recognized  t h a t  i n d i v i d u a l s  can be  a d e q u a t e l y  t r a i n e d  by 
one p a t h o l o g i s t ,  t h e  b r e a d t h  o f  v e t e r i n a r y  pa thology s u g g e s t s  t h a t  t h e  
t r a i n i n g  s t a f f  should  c o n s i s t  o f  a number of q u a l i f i e d  p a t h o l o g i s t s  o f  
d i v e r s e  i n t e r e s t s  and e x p e r i e n c e .  Such a s t a f f  a l l o w s  t h e  t r a i n e e  t o  
be exposed t o  a v a r i e t y  o f  o p i n i o n s  and p h i l o s o p h i e s .  A s  impor t an t  
a s  t h e  number of s t a f f  members i s  t h e  r e l a t i o n s h i p  between t r a i n e e  and 
s u p e r v i s o r .  T r a i n e e s  should  b e  p e r s o n a l l y  and c l o s e l y  supe rv i sed  by 
t h e  a d v i s o r .  Thus, i t  is d o u b t f u l  t h a t  one i n s t r u c t o r  should  s u p e r v i s e  
more than  two o r  t h r e e  t r a i n e e s .  
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Tra inees  must: 

1. 

2. 

3. 

4 .  

5. 

B e  c i t i z e n s  o r  n o n c i t i z e n  n a t i o n a l s  o f  t h e  United S t a t e s  o r  
i t s  p o s s e s s i o n s  o r  t e r r i t o r i e s  o r  must have been l a w f u l l y  
admi t t ed  t o  t h e  United S t a t e s  f o r  permanent r e s i d e n c e  a t  t h e  
t i m e  o f  a p p l i c a t i o n ;  

Hold a D.V.M. deg ree ,  an  M.D. deg ree  o r  Ph.D. degree .  Only 
h o l d e r s  o f  t h e  D.V.M. w i l l  be  e l i g i b l e  f o r  board c e r t i f i c a t i o n  
as v e t e r i n a r y  p a t h o l o g i s t s ;  

B e  s e l e c t e d  on  a compet2 t ive  b a s i s ;  

B e  f r e q u e n t l y  e v a l u a t e d  du r ing  t h e  c o u r s e  o f  t r a i n i n g  t o  
moni tor  p r o g r e s s ;  

Before  beg inn ing  t r a i n i n g ,  i n d i c a t e d  t h e i r  i n t e n t i o n  of working 
as  compara t ive  o r  v e t e r i n a r y  p a t h o l o g i s t s  i n  f e d e r a l  a g e n c i e s  
o r  i n  o t h e r  n o n - p r o f i t  p u b l i c  o r  p r i v a t e  i n s t i t u t i o n s .  

Program d i r e c t o r s  should  b e  prepared  t o  inform t h e  I n s t i t u t e ,  upon 
r e q u e s t ,  of subsequent  career p a t t e r n s  o f  t r a i n e e s .  

111. MECHANISM OF SUPPORT 

Awards w i l l  b e  made t o  up t o  t e n  i n s t i t u t i o n s  c o m p e t i t i v e l y  determined 
t o  have t h e  b e s t  c a p a b i l i t y  f o r  t r a i n i n g  v e t e r i n a r y  p a t h o l o g i s t s  and 
compara t ive  p a t h o l o g i s t s .  App l i can t s  need n o t  b e  s c h o o l s  of v e t e r i n a r y  
medicine.  

Each g r a n t  w i l l  be  f o r  a maximum p r o j e c t  p e r i o d  of f i v e  y e a r s  and w i l l  
unde rwr i t e  t h e  c o s t  o f  a th ree -yea r  r e s idency  t r a i n i n g  program f o r  up t o  
f o u r  t r a i n e e s  i n  each y e a r ' s  class.  A second f ive -yea r  p r o j e c t  p e r i o d  
may be  awarded c o m p e t i t i v e l y .  Research expe r i ence ,  i n c l u d i n g  i n d u s t F i a 1  
r e s e a r c h ,  t e a c h i n g ,  i n t e r n s h i p ,  and r e s i d e n c y ,  may be  c o n s i d e r e d  r e l e v a n t  
expe r i ence  i n  de t e rmin ing  s t i p e n d  l e v e l s ,  a s  fo l lows :  

Years o f  Relevant 
Exper ience  

0 
1 
2 
3 
4 
5 

S t i p e n d  
$13 ,380 

14,040 
14,736 
15,468 
16,236 
17 ,040  

Upon r e q u e s t ,  non-Federal sponsor ing  i n s t i t u t i o n s  r e c e i v e  a n  i n s t i t u t i o n a l  
a l lowance  o f  up t o  $5,000 p e r  annum f o r  each  t r a i n e e ' s  t u i t i o n ,  f e e s ,  and 
r e l a t e d  c o s t s ,  such  a s  r e s e a r c h  s u p p l i e s  and equipment, t ravel t o  scient i 
f i c  meet ings ,  and medica l  i n s u r a n c e .  As a one-t ime expense ,  each  grantee 
i n s t i t u t i o n  may upon r e q u e s t  be  f u r n i s h e d  money f o r  a r easonab le  amount 
of  nonexpendable equipment f o r  t r a i n e e  use .  I n d i r e c t  c o s t s  w i l l  be e i g h t  
pe rcen t  of t o t a l  d i r e c t  c o s t s  o r  a c t u a l  i n d i r e c t  c o s t s ,  whichever  is t h e  
lesser. 
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The s ta r t  d a t e  f o r  a l l  programs w i l l  be  September 1, 1980. A s  many as t e n  
p roposa l s  may be funded, bu t  on ly  i f  they  a re  judged by t h e  r ev iewers  t o  'Ilt 

be o f  h igh  q u a l i t y .  S u f f i c i e n t  money has  been set  a s i d e  t o  accommodate 
t h a t  many awards.  These awards w i l l  be  made under  t h e  a u t h o r i t y  of S e c t i o n  
404(a ) (4 )  of  t h e  P u b l i c  Hea l th  S e r v i c e  A c t ,  ( P . L .  78-410 as amended; 
42 USC 285) .  The Ca ta log  o f  Fede ra l  Domestic A s s i s t a n c e  number i s  13.398. 

I V .  REVIEW PROCEDURES AND C R I T E R I A  

A l l  a p p l i c a t i o n s  r ece ived  as a r e s u l t  o f  t h i s  announcement w i l l  be  
reviewed i n  A p r i l  1980,  f o r  t e c h n i c a l  m e r i t  by t h e  N C I  Cancer Research 
Manpower Review Committee whose membership w i l l  be  supplemented w i t h  
ad hoc e x p e r t s  i n  v e t e r i n a r y  and compara t ive  pa thology.  They w i l l  be  
reviewed by t h e  Na t iona l  Cancer Advisory Board a t  i t s  meet ing i n  May 1980. 
Awards w i l l  be made b e f o r e  September 1, 1980.  

Cr i te r ia  f o r  review inc lude :  

1. 	 The proposed f a c u l t y ' s  p o t e n t i a l  f o r  t r a i n i n g  p o s t d o c t o r a l  
s t u d e n t s  i n  v e t e r i n a r y  o r  compara t ive  pa thology.  

2 .  The q u a l i t y  of  t h e  t r a i n i n g  r e s o u r c e s  and t r a i n i n g  environment .  

3 .  The merits o f  t h e  proposed t r a i n i n g  p l an .  

4 .  	 The i n c l u s i o n  i n  t h e  t r a i n i n g  p l a n  of c o u r s e s  i n  oncology/cancer
b io10 gy , e n v i  ronmental  s c i e n c e s  , t ox ico logy  , t e s t i n g  p rocedures  , -m 

and r e s e a r c h  methodology. 

5 .  The p lan  t o  f o l l o w  up on subsequent  c a r e e r  p a t t e r n s  of t r a i n e e s .  

V. METHOD OF APPLYING 

App l i can t s  should  u s e  form PHS 6025 i n  a p p l y i n g  f o r  t h e s e  g r a n t s .  If  
t h i s  form is  no t  a v a i l a b l e  i n  your b u s i n e s s  o f f i c e ,  i t  may be  o b t a i n e d  
from t h e  Grants  I n q u i r i e s  O f f i c e ,  D iv i s ion  of  Research Gran t s ,  Na t iona l  
I n s t i t u t e s  o f  Hea l th ,  Bethesda ,  Maryland 20205. A s e l f - addres sed  gummed 
ma i l ing  l a b e l  enc losed  i n  t h e  request  f o r  k i t s  would e x p e d i t e  hand l ing .  
A l l  a p p l i c a t i o n s  must be r ece ived  by t h e  D i v i s i o n  of Research Gran t s ,  
Nat iona l  T n s t i t u t e s  o f  H e a l t h ,  Bethesda,  Maryland 20205 by c . 0 . b .  
A p r i l  1, 1980. Because t h i s  announcement i s  in tended  t o  be a one-time 
e v e n t ,  l a t e  r e c e i p t  o f  your a p p l i c a t i o n  w i l l  r e s u l t  i n  i t s  r e t u r n  t o  you. 
P l e a s e  t y p e  t h e  words "NCI  VETERINARY/COMPARATIVE PATHOLOGY PROGRAM" on 
t h e  t op  p a r t  o f  t h e  f a c e  page of  PHS 6025. Send t h e  o r i g i n a l  and t e n  
c o p i e s  t o  t h e  Div i s ion  o f  Research Gran t s ,  Na t iona l  I n s t i t u t e s  o f  H e a l t h ,  
Room 240, Westwood Bu i ld ing ,  Bethesda,  Maryland 20205 and 1 5  c o p i e s  t o :  

Barney C .  Lepovetsky, Ph.D., J . D .  

N a t i o n a l  Cancer I n s t i t u t e  

Room 10A18, Westwood Bu i ld ing  

Bethesda ,  Maryland 20205 
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CELLULAR AGING RESEARCH: DIFFERENTIATED CELLS I N  CULTURE 


NATIONAL I N S T I T U T E  ON AGING 

I .  INTRODUCTION 

The Nat iona l  I n s t i t u t e  on  Agkng (NIA) w a s  e s t a b l i s h e d  i n  1974 t o  conduct  
and suppor t  biomedical ,  b e h a v i o r a l  and s o c i a l  r e s e a r c h  and t r a i n i n g  r e l a t e d  
t o  t h e  a g i n g  p r o c e s s  and t h e  d i s e a s e s  and o t h e r  s p e c i a l  problems and needs  
of  t h e  aged. C o n s i s t e n t  w i t h  t h i s  mandate, Genet ics  and C e l l u l a r  Aging, 
a subprogram of t h e  B a s i c  Aging Program, s u p p o r t s  r e s e a r c h  on mechanisms 
of  c e l l u l a r  a g i n g  w i t h  t h e  u s e  of c e l l  c u l t u r e  t e c h n o l o g i e s .  The purpose 
of t h i s  announcement is t o  encourage f u r t h e r  r e s e a r c h  and t r a i n i n g  a c t i v i t i e s  
i n  c e l l u l a r  a g i n g  u t i l i z i n g  t i s s u e  and organ s p e c i f i c  cel ls  i n  c u l t u r e .  

11. BACKGROUND 

C e l l u l a r  e v e n t s  are probably major de te rminants  o f  l o n g e v i t y  and senescence.  
The s tudy  of  c e l l s  as they  “age” i n  c u l t u r e  and o f  cel ls  d e r i v e d  from humans 
and experimental  a n i m a l s  of  v a r i o u s  a g e s  p e r m i t s  i n v e s t i g a t i o n  o f  c e l l u l a r  
e v e n t s  consequent t o  a g i n g  independent  of  t h e  complexi ty  of t h e  whole 
organism. To d a t e  most such  s t u d i e s  have used f i b r o b l a s t - l i k e  cel ls  of 
dermal and l u n g  o r i g i n ,  t h e s e  be ing  easily o b t a i n e d  and c u l t u r e d .  Although 
such ce l l s  have y i e l d e d  v a l u a b l e  informat ion  on v a r i o u s  a s p e c t s  o f  i n  v i t r o  
c e l l u l a r  ag ing ,  and on c e l l u l a r  and molecular  b io logy  i n  g e n e r a l ,  t h e s e  
s y s t e m s  have n o t  y e t  been s u f f i c i e n t l y  c h a r a c t e r i z e d  w i t h  r e s p e c t  t o  c e l l  
h e t e r o g e n e i t y  i n  m a s s  c u l t u r e s ,  i n  v ivo  p r e c u r s o r s  of  i n  v i t r o  c u l t u r e s ,  
and s p e c i f i c  f u n c t i o n a l  markers  t h a t  can be compared w i t h  t h o s e  o f  cel ls  
i n  vivo.  The N I A  earl ier i s s u e d  an announcement i n v i t i n g  a p p l i c a t i o n s  
a d d r e s s i n g  t h e s e  q u e s t i o n s  (NIH hide for Grants and Contmots, Vol. 7 ,  
No. 1 2 ,  September 1, 1978).  

Because of r e c e n t  advances i n  c e l l - c u l t u r e  t e c h n o l o g i e s ,  an i n c r e a s i n g  
number of  d i f f e r e n t i a t e d  c e l l s  i n  c u l t u r e  are l i k e l y  t o  b e  a v a i l a b l e  f o r  
comparat ive s t u d i e s  of  c e l l u l a r  ag ing .  Recognizing t h a t  phenotypic ,  and 
perhaps genotypic ,  d i f f e r e n c e s  e x i s t  between ce l l s  i n  v i t r o  and i n  v ivo--’ 
n o n e t h e l e s s  many d i f f e r e n t i a t e d  cells  do e x p r e s s  known f u n c t i o n a l  t r a i t s  
when maintained i n  c u l t u r e .  S e v e r a l  d i f f e r e n t i a t e d  ce l l  l i n e s  a l s o  e x h i b i t  
l i m i t e d  i n  v i t r o  p r o l i f e r a t i v e  c a p a c i t y ,  as do f i b r o b l a s t - l i k e  cel ls .  
Addi t iona l  in format ion  r e g a r d i n g  d i f f e r e n t i a t e d  cells  i n  c u l t u r e  may b e  
o b t a i n e d  from t h e  f o l l o w i n g  r e f e r e n c e s :  

This  program is  d e s c r i b e d  i n  t h e  Cata log  of F e d e r a l  Domestic A s s i s t a n c e  number 
13.866. Awards w i l l  be  made under t h e  a u t h o r i t y  of  t h e  P u b l i c  H e a l t h  S e r v i c e  
Act,  T i t l e  111, S e c t i o n  301 ( P u b l i c  Law 78-410, a s  amended; 42 USC 241) and 
adminis te red  under PHS g r a n t  p o l i c i e s  and Federal  R e g u l a t i o n s  42 CFR P a r t  52 
and 45 CFR P a r t  74, and S e c t i o n  472, 42 USC 2891-1, and a d m i n i s t e r e d  under-
Federa l  Regula t ions  42 CFR P a r t  66. 
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111. CBALS AND SCOPE 

The goa l  of t h i s  announcement i s  t o  encourage r e s e a r c h  on t h e  mechanisms 
of  c e l l u l a r  ag ing .  The u s e  o f  d i f f e r e n t i a t e d  ce l l s  i n  c u l t u r e  p r o v i d e s  
a n  e x c e l l e n t  o p p o r t u n i t y  t o  s t u d y  age -as soc ia t ed  a l t e r a t i o n s  i n  d i f f e r e n t i a t e d  
f u n c t i o n s  t h a t  a re  expres sed  by c e l l s  i n  v i t ro .  Such s t u d i e s  cou ld  l e a d  t o  
a n  unde r s t and ing  o f  mechanisms of a g e - r e l a t e d  f u n c t i o n a l  d e c l i n e  i n  v a r i o u s  
t i s s u e s  and o rgans .  '.* 

I V .  SPECIFIC OBJECTIVES 

The N I A  s e e k s  r e s e a r c h  and r e s e a r c h  t r a i n i n g  g r a n t  a p p l i c a t i o n s  i n  c e l l u l a r  
ag ing ,  encompassing growth and n u t r i t i o n ,  somat i c  cel l  g e n e t i c s  and v a r i o u s  
a s p e c t s  o f  c e l l u l a r ,  molecular  and developmental  b io logy  p e r t a i n i n g  t o  
d i f f e r e n t i a t e d  c e l l s .  Research i s  encouraged i n ,  b u t  n o t  l i m i t e d  -t o ,  
t h e  fo l lowing  areas: 

a Age-related changes i n  s t r u c t u r e  and f u n c t i o n  o f  d i f f e r e n t i a t e d  
p roduc t s  ( s p e c i f i c  s t r u c t u r a l  p r o t e i n s  and  enzymes) and o t h e r  
b iochemica l  p r o p e r t i e s  of  pr imary and secondary  c u l t u r e s .  

e 	 Age-related changes i n  membrane s t r u c t u r e  and f u n c t i o n  a f f e c t i n g :  
i n t e r - and i n t r a - c e l l u l a r  communication; energy  p roduc t ion ;  and 
a n t i g e n i c ,  a b s o r p t i v e ,  e l e c t r i c a l ,  r e c e p t o r  and o t h e r  p r o p e r t i e s  
o f  t h e  c e l l  s u r f a c e .  

a Age-related a l t e r a t i o n s  i n  s u b c e l l u l a r  s t r u c t u r e s  involved  i n  
m o t i l i t y ,  d i g e s t i o n ,  d e t o x i f i c a t i o n ,  s e c r e t i o n ,  and v a r i o u s  
s y n t h e t i c  f u n c t i o n s  of t h e  c e l l .  

a 	 Age-re la ted  changes i n  n u c l e a r  s t r u c t u r e  and f u n c t i o n  ( e . g . ,  
chromatin s t r u c t u r e ;  DNA r e p l i c a t i o n  and r e p a i r ;  r e g u l a t i o n  o f  
gene e x p r e s s i o n ;  r ibosome p roduc t ion ;  nuc lear -cy toplasmic  *m

i n t e r a c t i o n s ;  chromosomal a b e r r a t i o n s  and n e o p l a s t i c  t r a n s f o r m a t i o n ) .  
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0 The r e l a t i o n s h i p  between 	i n  v i t r o  and i n  v ivo  c e l l u l a r  ag ing  as-~ 
e l u c i d a t e d  by c e l l  and t i s s u e  t r a n s p l a n t a t i o n  and t h e  u s e  o f  
ch imer i c  and g e n e t i c  mosaic an ima l s .  

0 The u s e  of somat i c  c e l l  g e n e t i c s  t o  unders tand  t h e  g e n e t i c  
b a s i s  o f  c e l l u l a r  a g i n g  and r e g u l a t o r y  mechanisms o f  c e l l u l a r  
growth r e l e v a n t  t o  t h e  a g i n g  p rocess .  

0 The requi rements  f o r  e s t ab l i shmen t  o f  normal d i f f e r e n t i a t e d  c e l l  
l i n e s  c a p a b l e  o f  e x p r e s s i n g  d i f f e r e n t i a t e d  traits  ( e . g . ,  n u t r i t i o n ,  
growth f a c t o r s ,  f e e d e r  l a y e r ,  c o - c u l t i v a t i o n  and o t h e r  envi ronmenta l  
c o n d i t i o n s ,  such  as  oxygen t e n s i o n ,  which a f f e c t  c u l t u r e  growth) 
and p e r t u r b a t i o n s  o r  p rocedures  t h a t  a l te r ,  i n h i b i t  o r  d e l a y  age-
r e l a t e d  changes i n  d i f f e r e n t i a t e d  f u n c t i o n s .  

Although s t u d i e s  w i t h  c u l t u r e d  human ce l l s  ( e .g . ,  c e l l s  o b t a i n e d  from 
v a s c u l a r  and nervous  t i s s u e s ,  g a s t r o i n t e s t i n a l  and u r i n a r y  t racts ,  endoc r ine  
and e x o c r i n e  o rgans ,  r e t i n a ,  lung ,  bone, muscle and s k i n )  e x p r e s s i n g  t i s s u e  
and organ s p e c i f i c  f u n c t i o n s  are p r e f e r r e d ,  u se  of  i n v e r t e b r a t e  and o t h e r  
v e r t e b r a t e  c e l l  sys tems,  i n c l u d i n g  embryonic c e l l s ,  may be  d e s i r a b l e  i n  
some cases. 

To suppor t  r e s e a r c h  on c e l l u l a r  a g i n g ,  t h e  N I A  has  e s t a b l i s h e d ,  under  
c o n t r a c t s ,  a Cel l -Line  Repos i tory  and a Mycoplasma Contaminat ion T e s t i n g  
Se rv ice .  A d d i t i o n a l  i n fo rma t ion  on t h e s e  r e s o u r c e s  may be  o b t a i n e d  from: 
N . K .  Das and D.G. Murphy. 1978. N a t i o n a l  I n s t i t u t e  on Aging C e l l - L i n e  
Reposi tory.  Exp. Aging Res. 4:321-331. N.K.  Das and D.G.  Murphy. 1978. 
Nat iona l  I n s t i t u t e  on Aging Mycoplasma T e s t i n g  S e r v i c e .  Exp. Aging Res. 
4:333-341. 

The N I A  a l s o  m a i n t a i n s  c o l o n i e s  o f  l a b o r a t o r y  mice and rats of d i f f e r e n t  
ages .  App l i can t s  i n t e r e s t e d  i n  u s i n g  t h e s e  an imals  must c o n t a c t ,  p r i o r  t o  
submi t t i ng  a p p l i c a t i o n s :  Ch ie f ,  Biophysiology and Pa thobio logy  Aging 
Program, N I A  (phone: (301) 496-1033). 

V. MECHANISMS OF RESEARCH AND RESEARCH T R A I N I N G  SUPPORT 

The pr imary mechanisms f o r  s u p p o r t  of t h i s  program are: 

1) P r o j e c t  Grant  ( t h e  t r a d i t i o n a l  N I H  r e s e a r c h  suppor t  mechanism). 

2) 	 P o s t d o c t o r a l  Fe l lowship  ( t h e  I n d i v i d u a l  Na t iona l  Research  
S e r v i c e  Award). 

Add i t iona l  mechanisms f o r  s u p p o r t  are:  

3) 	 Program P r o j e c t  Grant* ( f o r  m u l t i d i s c i p l i n a r y  r e s e a r c h  invo lv ing  
s e v e r a l  p r o j e c t s  w i t h  a common f o c u s ) .  

4 )  	 Special Research Award** (an  o p t i o n a l ,  i n t r o d u c t o r y  g r a n t  mechanism; 
a p p l i c a n t s  may no t  have p r e v i o u s l y  been suppor ted  a s  P r i n c i p a l  
I n v e s t i g a t o r  by a U.S. P u b l i c  Heal th  S e r v i c e  r e s e a r c h  g r a n t ;  c e i l i n g  
$30,000 p e r  y e a r  f o r  t h r e e  y e a r s )  
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5 )  	 C l i n i c a l  I n v e s t i g a t o r  Award** ( f o r  c l i n i c a l l y  t r a i n e d  i n v e s t i g a 
t o r s ;  t h r e e  y e a r s  o f  s u p p o r t :  s a l a r y  up t o  $30,000; s u p p l i e s  
e t c .  up t o  $10,000 a n n u a l l y ) .  

6 )  Research Caree r  Development Award 

7) 	 I n s t i t u t i o n a l  T r a i n i n g  Grant* ( I n s t i t u t i o n a l  N a t i o n a l  Research  
S e r v i c e  Award). 

* P o t e n t i a l  a p p l i c a n t s  should  c o n t a c t  N I A  s t a f f .
** Write N I A  ( s e e  below) f o r  i n fo rma t ion  and i n s t r u c t i o n s .  

V I .  REVIEW PROCEDURES AND FUNDING POLICY 

According t o  s t anda rd  referral  g u i d e l i n e s ,  t h e  N I H  D i v i s i o n  o f  Research 
Gran t s  w i l l  a s s i g n  a l l  a p p l i c a t i o n s  t o  a p p r o p r i a t e  N I H  s t u d y  s e c t i o n s  
f o r  i n i t i a l  s c i e n t i f i c  m e r i t  review and t o  a n  a p p r o p r i a t e  I n s t i t u t e  o r  
Div is ion  f o r  f i n a l  review by i ts  N a t i o n a l  Advisory Counci l /Board.  Applica
t i o n s  submi t ted  i n  response  t o  t h i s  announcement w i l l  compete w i t h  a l l  N I A  
g r a n t  a p p l i c - a t i o n s  f o r  funding  c o n s i d e r a t i o n .  No s e t - a s i d e  money is  avail-
a b l e  f o r  t h e s e  a p p l i c a t i o n s .  

V I I .  METHOD OF APPLYING 

Use t h e  a p p r o p r i a t e  N I H  r e s e a r c h  o r  r e s e a r c h  t r a i n i n g  g r a n t  a p p l i c a t i o n  
k i t s .  I f  your  i n s t i t u t i o n  does  n o t  have them, c o p i e s  may be  o b t a i n e d  by 
w r i t i n g :  O f f i c e  of  Grant  I n q u i r i e s ,  D i v i s i o n  of  Research Gran t s ,  N a t i o n a l  
I n s t i t u t e s  of  Hea l th ,  Bethesda ,  Maryland 20205, o r  by c a l l i n g  (301) 496-7441. 

P l e a s e  type  t h e  ph rase  N I A  BASIC A G I N G  PROGRAM: CELLULAR A G I N G  on t h e  f a c e  
page o f  t h e  a p p l i c a t i o n .  Enclose  a cove r  l e t t e r  i n d i c a t i n g  t h a t  t h e  a p p l i c a 
t i o n  is  i n  response  t o  t h i s  announcement. 

Forward a p p l i c a t i o n  t o :  

D i v i s i o n  of  Research Grants  

Room 240, Westwood Bu i ld ing  

5333 Westbard Avenue 

N a t i o n a l  I n s t i t u t e s  o f  Hea l th  

Bethesda ,  Maryland 20205 


Appl i ca t ion  r e c e i p t  d a t e s  f o r  Research P r o j e c t  Grants  and S p e c i a l  Research 
Awards are: March 1, 1980; J u l y  1, 1980; and November 1, 1980. The I n s t i t u t e  
s t a f f  unde r s t ands  t h a t  most i n v e s t i g a t o r s  w i l l  have d i f f i c u l t y  responding  
under  s h o r t  n o t i c e  t o  t h e  March 1, 1980 d e a d l i n e ;  a p p l i c a t i o n s  r ece ived  a f t e r  
t h a t  d a t e  w i l l  be  h e l d  f o r  t h e  n e x t  review c y c l e .  

Rece ip t  da t e s  f o r  a p p l i c a t i o n s  f o r  i n d i v i d u a l  o r  i n s t i t u t i o n a l  Na t iona l  
Research S e r v i c e  Awards, Program P r o j e c t  Gran t s ,  C l i n i c a l  I n v e s t i g a t o r  
Awards, and Research Career Development Awards a r e :  .June 1, 1980; 
October  1, 1980: and February 1, 1981. 

-




. 

N I H  Guide f o r  Grants and Contracts  

Vol . 9, No. 2, January 25, 1980 Page F o r t y  N ine  


P r i o r  t o  formal  submission of an  a p p l i c a t i o n ,  p l e a s e  send a l e t t e r  o f  i n t e n t  
t o  t h e  Basic Aging Program (see a d d r e s s  below). I n c l u d e  name o f  p r i n c i p a l  
i n v e s t i g a t o r ,  i n s t i t u t i o n a l  a d d r e s s ,  t i t l e  o f  a p p l i c a t i o n ,  and a b s t r a c t  
of proposed r e s e a r c h .  

V I I I .  INQUIRIES AND CORRESPONDENCE 

I n q u i r i e s  and cor respondence  should  be  d i r e c t e d  t o :  

D r .  N l r m a l  K. Das 

Pro j ec  t O f f i c e r  

Basic Aging Program 

Biomedical Research and C l i n i c a l  Medicine 

Nat iona l  I n s t i t u t e  on Aging 

N a t i o n a l  I n s t i t u t e s  of H e a l t h  

Bethesda ,  Maryland 20205 


Telephone: (301) 496-5534 
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THE GENETIC B A S I S  O F  AGING: 

C. ELEGANS AS A MODEL SYSTEM 

NATIONAL I N S T I T U T E  ON AGING 

I. INTRODUCTION 

The Na t iona l  I n s t i t u t e  on Aging (NIA) conducts  and s u p p o r t s  b iomed ica l ,  
b e h a v i o r a l ,  s o c i a l ,  and c l i n i c a l  r e s e a r c h ,  and r e s e a r c h  t r a i n i n g  r e l a t e d  
t o  t h e  p r o c e s s e s  of ag ing  and t o  t h e  d i s e a s e s  and o t h e r  s p e c i a l  problems 
and needs of t h e  aged. 

A s  p a r t  o f  i t s  e f f o r t s  t o  unders tand  ag ing  and improve t h e  q u a l i t y  of 
o l d  a g e ,  t h e  N I A  encourages  r e s e a r c h  on t h e  molecular  b a s i s  of senescence  
and l o n g e v i t y .  S t u d i e s  of r e l a t i v e l y  s imple  organisms w i t h  f a v o r a b l e  
g e n e t i c  c h a r a c t e r i s t i c s ,  such as t h e  l a b o r a t o r y  nematode, Caenorhabd i t i s  
e l e g a n s ,  may p rov ide  i n s i g h t  i n t o  t h e s e  b a s i c  mechanisms. 

11. BACKGROUND 

Phenotypic  e x p r e s s i o n  of  l i f e  span is a r e a d i l y  p r e d i c t a b l e  f e a t u r e  of 
most metazoan organisms,  bu t  i t s  g e n e t i c  b a s i s  i s  n o t  known. I n  p a r t i c u 
l a r ,  t h e  r e l a t i o n s h i p  between s p e c i f i c  deve.lopmenta1 s t a g e s  of an organism 
and subsequent  senescence  is n o t  unders tood .  The r e l a t i o n s h i p  may be of 
s i g n i f i c a n c e ,  as  bo th  development and senescence  may be  c o n t r o l l e d  by t h e  
same g e n e t i c  program. The N I A  encourages t h e  u s e  of a p p r o p r i a t e  i n v e r t e 
b r a t e s ,  t o  s t u d y  t h e  g e n e t i c s  b a s i s  of senescence  and l o n g e v i t y .  The 
r e l a t i o n s h i p  may be of p a r t i c u l a r  s i g n i f i c a n c e ,  a s  both  development and 
senescence  may be  c o n t r o l l e d  by t h e  same g e n e t i c  program. 

The small s i z e ,  r a p i d  g e n e r a t i o n  t i m e ,  s h o r t  l i f e s p a n  ( abou t  2 weeks) ,  
C.and he rmaphrod i t i c ,  s e l f - f e r t i l i z i n g  mode of r ep roduc t ion  of - e l e g a n s  

make it a f a v o r a b l e  organism f o r  g e n e t i c  s t u d i e s  on l o n g e v i t y .  

Among t h e  s o u r c e s  of background in fo rma t ion  t h a t  may be  u s e f u l  t o  i n v e s t i 
g a t o r s  u n f a m i l i a r  w i t h  C. e l e g a n s  are:-
Riddle ,  D.L. 1978. The g e n e t i c s  of development a n d  behavior  i n  
Caenorhabd i t i s  e l e g a n s .  J o u r n a l  of Nematology 1 0  ( 1 ) :  1-16 

Zuckerman, B.M. ( E d i t o r ) ,  1980. Nematodes a s  B i o l o g i c a l  Model S y s t e m s .  
-Vol. I Behav io ra l  and Developmental Models. Vol I1 Aging. N u t r i t i o n a l  
and T o x i c i t y  T e s t i n g  Models, Physiology and Morphology. Academic P r e s s .  
( I n  press:  f o r  r e l e a s e  March, 1980) .  

T h i s  program i s  described i n  the catalog of Federal Domestic A s s i s t a n c e  
number 13.866. Awards w i l l  be made under t h e  a u t h o r i t y  of t h e  P u b l i c  Hea l th  
S e r v i c e  Act,  T i t l e  111, S e c t i o n  301 (Pub l i c  Law 78-410, a s  amended; 4 2  USC 
2 4 1 )  and admin i s t e red  under  PHS g r a n t  p o l i c i e s  and F e d e r a l  Regu la t ions  4 2  CRF 
P a r t  52 and 45 CFR P a r t  74. NRSA awards w i l l  he made under t h e  a u t h o r i t y  o f  
t h e  Publ ic  Hea l th  S e r v i c e  Act ,  Sec t ion  4 7 2 ,  42  IlSC 291-1, and a d m i n i s t e r e d  
under PHS g r a n t s  p o l i c y  and Fede ra l  Regu la t ions  4 2  CFR P a r t  6 4 .  
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111. GOALS AND SCOPE .-
The goa l  of t h i s  announcement i s  t o  s t i m u l a t e  r e s e a r c h  on t h e  g e n e t i c  
b a s i s  f o r  l o n g e v i t y  and senescence  i n  C.  e l e g a n s :  t h a t  is, t h e  s p e c i f i c  
genes ,  t h e i r  p r o d u c t s ,  and t h o s e  p roduc t s ’  f u n c t i o n s  t h a t  most d i r e c t l y  
r e l a t e  t o  c o n t r o l  of l o n g e v i t y  and ,  i f  a p p r o p r i a t e ,  t o  t h e  phenomenon of 
senescence .  A n t i c i p a t e d  f i n d i n g s  need n o t  re la te  d i r e c t l y  t o ,  bu t  
should  l e a d  t o  more p r e c i s e  s c i e n t i f i c  i n q u i r y  o f ,  a g i n g  i n  m a m m a l s .  

I V .  SPECIFIC OBJECTIVES 

The proposed program emphasizes ,  b u t  i s  n o t  l i m i t e d  t o  r e s e a r c h  i n  t h e  
fo l lowing  areas i n  L e l e g a n s  g e n e t i c s :C. 

A.  	 S t u d i e s  of Population genetics t o  e l u c i d a t e  e v o l u t i o n a r y  s t r a t e g i e s  
and s e l e c t i o n  p r e s s u r e s  t h a t  e s t a b l i s h  l o n g e v i t y  p a t t e r n s  i n  w i l d  

C.and expe r imen ta l  p o p u l a t i o n s  of - e l e g a n s .  

B. 	 I s o l a t i o n  of developmental  mutants  i n  which s p e c i f i c  gene p r o d u c t s  
w i t h  key r e l a t i o n s h i p s  t o  e v e n t s  de t e rmin ing  l o n g e v i t y  and senescence  
might be i d e n t i f i e d  . 

C. 	 I d e n t i f i c a t i o n  a n d / o r  development of mutants t h a t  can be used i n  
somat ic  mosaic s t u d i e s  t h a t  may p rov ide  knowledge of t h e  g e n e t i c  
c o n t r o l  of s enescence  and l o n g e v i t y .  

D. 	 C e l l  and o rgan  c u l t u r e  s t u d i e s  of C. e l e g a n s ,  ( i n c l u d i n g  development 
of cel l  c u l t u r e  t echno log ie s )  t o  complement the program on t h e  
g e n e t i c  b a s i s  of senescence  and l o n g e v i t y .  

E. 	 N u t r i t i o n a l  man ipu la t ion  of l i f e s p a n  on b o t h  d e f i n e d  and b a c t e r i a l  
media t o  complement g e n e t i c  s t u d i e s  of l o n g e v i t y  and senescence .  

F. 	 Research on t h e  biology of C. e l e g a n s  a t  t h e  molecu la r ,  b iochemica l  
and p h y s i o l o g i c a l  l eve ls  t o  complement g e n e t i c  s t u d i e s  o f  l o n g e v i t y  
and senescence .  

V. 	 THE CAENORHABDITIS GENETICS CENTER (CGC) 

The CGC, suppor t ed  by N I A  c o n t r a c t ,  a c q u i r e s ,  s t o r e s  and d i s t r i b u t e s  
C.- e l e g a n s  w i l d  t y p e  and mutant s t r a i n s  and m a i n t a i n s  t h e  g e n e t i c  map. 
I n q u i r i e s  should  be  addres sed  t o  t h e  P r i n c i p a l  I n v e s t i g a t o r :  D r .  Donald 
L. 	 Riddle ,  D i v i s i o n  o f  B i o l o g i c a l  Sc iences ,  Co l l ege  of A r t s  and S c i e n c e s  
Un ive r s i ty  of Missouri-Columbia, Columbia, Missour i  65211. 

V I .  	 MECHANISMS OF RESEARCH AND RESEARCH TRAINING SUPPORT 

The p r i m a r y  mechanisms f o r  s u p p o r t  of t h i s  program are: 

1. Research P r o j e c t  Grant  ( t h e  t r a d i t i o n a l  N I H  r e s e a r c h  s u p p o r t  mechanism). 

2 .  	 P o s t d o c t o r a l  Fe l lowship  ( t h e  I n d i v i d u a l  N a t i o n a l  Research  S e r v i c e  ‘-e 

Award). 
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A d d i t i o n a l  mechanisms f o r  suppor t  are: 

1. 	 Program P r o j e c t  Grant* ( f o r  m u l t i d i s c i p l i n a r y  r e s e a r c h  invo lv ing  
s e v e r a l  p r o j e c t s  w i t h  a common f o c u s ) .  

2.  	 S p e c i a l  Research Award** ( f o r  a p p l i c a n t s  n o t  p r e v i o u s l y  suppor ted  
as P r i n c i p a l  I n v e s t i g a t o r  by a U.S. P u b l i c  Heal th  S e r v i c e  r e s e a r c h  
g r a n t ;  c e i l i n g  $30,000 p e r  y e a r  f o r  3 y e a r s ) .  

3. Research Career Development Award. 

4. 	 I n s t i t u t i o n a l  T r a i n i n g  Grant* ( I n s t i t u t i o n a l  Na t iona l  Research 
S e r v i c e  Award). 

* P o t e n t i a l  a p p l i c a n t s  should c o n t a c t  N I A  s t a f f  
**Write N I A  ( s e e  below) f o r  i n fo rma t ion  and i n s t r u c t i o n s .  

V I I .  

V I I I .  

APPLICATION REVIEW AND FUNDING POLICY 

A l l  a p p l i c a t i o n s  w i l l  be r e c e i v e d  by t h e  Referral O f f i c e ,  D iv i s ion  of 
Research Gran t s ,  f o r  ass ignment  t o  an i n i t i a l  review group and I n s t i t u t e  
acco rd ing  t o  t h e  N I H  p r o c e s s  f o r  r e s e a r c h  and r e s e a r c h  t r a i n i n g  g r a n t s .  
Approved a p p l i c a t i o n s  w i l l  compete f o r  a v a i l a b l e  funds  w i t h  a l l  o t h e r  
approved a p p l i c a t i o n s  a s s igned  t o  t h e  Na t iona l  I n s t i t u t e  on Aging. 

METHOD OF APPLYING 

U s e  t h e  a p p r o p r i a t e  N I H  r e s e a r c h  g r a n t  (PHS398) o r  r e s e a r c h  t r a i n i n g  
grant.(PHS6025) a p p l i c a t i o n  k i t s .  I f  your  i n s t i t u t i o n  does  n o t  have 
them, c o p i e s  may be ob ta ined  by w r i t i n g  t o :  

O f f i c e  o f  Grants  I n q u i r i e s  
D iv i s ion  o f  Research Grants 
Room 448, Westwood B u i l d i n g  
Bethesda,  Maryland 20205 

Telephone: (301) ,496-7441 

P l e a s e  w r i t e  i n  bo ld  p r i n t ,  and u n d e r l i n e ,  " N I A  BASIC A G I N G  PROGRAM: 
C. e legans"  on t h e  upper  margin of  t h e  f a c e  page of  t h e  a p p l i c a t i o n ,  
and /o r  i n  i t e m  2 of  t h e  f a c e  page of  t h e  r e v i s e d  N I H  a p p l i c a t i o n  form 398. 
Enclose a cove r  l e t te r  s t a t i n g  t h a t  t h e  a p p l i c a t i o n  is i n  response  t o  
t h i s  announcement. 

Forward t o  : 

Divis ion  of Research Grants  
Na t iona l  I n s t i t u t e s  of  H e a l t h  
Room 240,  Westwood B u i l d i n g  
Bethesda ,  Maryland 20205 
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R e c e i p t  d a t e s  f o r  Research P r o j e c t  Grant and S p e c i a l  Research Award 
a p p l i c a t i o n s  a r e :  March 1, J u l y  1, and November 1; f o r  a l l  o t h e r s  
mentioned under  MECHANISMS OF RESEARCH AND RESEARCH T R A I N I N G  SUPPORT 
(above):  June 1, October  1, and February 1. 

P r i o r  t o  formal  submiss ion  of an a p p l i c a t i o n ,  send a le t ter  of i n t e n t  
t o  t h e  Basic Aging Program (see a d d r e s s  below).  I n c l u d e  name of 
p r i n c i p a l  i n v e s t i g a t o r ,  i n s t i t u t i o n a l  a d d r e s s ,  t i t l e  of a p p l i c a t i o n ,  
and a b s t r a c t  o f - proposed r e s e a r c h .  

I X .  INQUIRIES AND CORRESPONDENCE 

Correspondence should  be  d i r e c t e d  t o :  

D r .  Donald G. Murphy, Chief 

D r .  Nirmal K .  Das 

Bas ic  Aging Program: C.  e l e g a n s  

Biomed ica1 R e s  earch a n d C1i n ical Medic i n  e 

N a t i o n a l  I n s t i t u t e  on Aging 

Bethesda ,  Maryland 20205 


Telephone: (301) 496-5534 

.w 
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CAENORHABDITIS GENETICS CENTER 

NATIONAL I N S T I T U T E  ON AGING 

The Na t iona l  I n s t i t u t e  on Aging (NIA)  has  e s t a b l i s h e d  a Caenorhabd i t i s  
Gene t i c s  Cen te r  (CGC), a c o n t r a c t e d  r e s o u r c e  f o r  t h e  biomedical  r e s e a r c h  
community. C. e l e g a n s  s t ra ins  are a v a i l a b l e  wi thou t  c o s t  t o  a l l  q u a l i f i e d  
i n v e s t i g a t o r s p u r s u i n g  g e n e t i c  a n d / o r  r e l a t e d  s t u d i e s  w i t h  - e l e g a n s .C. 

The CGC w i l l  a c q u i r e ,  m a i n t a i n ,  and d i s t r i b u t e  wi ld- type  and mutant s t r a i n s  
of C. e l e g a n s  for biomedica l  r e s e a r c h .  L a b o r a t o r i e s  p r o v i d i n g  mutants  of 
C.-z e g a n s  w i l l  be r eques t ed  t o  i n c l u d e  such  in fo rma t ion  as name of s t r a i n ;  
names of con ta ined  m u t a t i o n ( s ) ;  mutagen used;  whether  t h e  s t r a i n  w a s  back-
c r o s s e d  and, i f  so ,  how many t i m e s ;  phenotype(s1 and genes  a f f e c t e d  by t h e  
rnuta t ion(s )  , map l o c a t i o n ( s )  of mu ta t ion ( s1 ;  and d a t a  used to  de t e rmine  
map l o c a t i o n s .  The CGC s t r a i n  c o l l e c t i o n  w i l l  i n c l u d e  a t  least one a l l e l e  
of each i d e n t i f i e d  gene, a l l  a v a i l a b l e  chromosomal rear rangements ,  and 
a v a i l a b l e  c l o s e l y  l i n k e d  double  mutan t s ,  as w e l l  as o t h e r  m u l t i p l e  mutants  
u s e f u l  f o r  mapping. The CGC w i l l  a s s u r e  that nematodes f o r  d i s t r i b u t i o n  
are f r e e  from Contaminat ion and t h a t  they  conform t o  v i s i b l e  phenotype 
d e s c r i p t i o n .  

Nematodes w i l l  b e  shipped by s t a n d a r d  procedures  t o  pe r sons  q u a l i f i e d  t o  
u t i l i z e  them i n  research a n d / o r  t r a i n i n g .  Each r e q u e s t  should  i n c l u d e  a 
b r i e f  d e s c r i p t i o n  of t h e  r e s e a r c h  and /o r  r e s e a r c h  t r a i n i n g  f o r  which t h e  
c u l t u r e  i s  in t ended .  R e c i p i e n t s  of c u l t u r e s  a g r e e  t o  acknowledge t h e  CGC 

Ship-and s u p p l y  t h e  c e n t e r  w i t h  two r e p r i n t s  of r e s u l t a n t  p u b l i c a t i o n s .  
ments are made a t  no c o s t  t o  t h e  r e q u e s t i n g  l a b o r t o r y .  

The CGC w i l l  be r e s p o n s i b l e  f o r  ma in ta in ing  a c u r r e n t  g e n e t i c  map, nomen
c l a t u r e  and r e l a t e d  d a t a  f o r  C. e l e g a n s ,  as w e l l  as a l i s t  o f  c a p i t a l  
le t ter  codes and lower case &es ass igned  t o  5 elegans laboratories 
f o r  purposes  of naming s t ra ins  and muta t ions ,  r e s p e c t i v e l y .  New codes  
w i l l  be  a s s i g n e d  t o  l a b o r a t o r i e s  on r e q u e s t .  P a r t i c i p a t i n g  l a b o r a t o r i e s  
w i l l  r e c e i v e  a n n u a l l y  a comple te  code l i s t  and t h e  c u r r e n t  g e n e t i c  map. 
These m a t e r i a l s  w i l l  a l s o  be  a v a f l a b l e  t o  o t h e r s  upon r e q u e s t .  

The CGC w i l l  develop a computer-based d a t a  s t o r a g e  and r e t r i e v a l  system 
which w i l l  hand le  d e s c r i p t i v e  d a t a  on s t r a i n s  c o l l e c t e d ,  d a t a  used t o  
g e n e r a t e  t h e  g e n e t i c  map, as  w e l l  a s  b i b l i o g r a p h i c  i n f o r m a t i o n  on r e s e a r c h  
p u b l i c a t i o n s .  

The CGC w i l l  n o t  be f u l l y  o p e r a t i o n a l  u n t i l  t h e  F a l l  o f  1980, bu t  some 
s e r v i c e s  are a v a i l a b l e  now. 
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I n q u i r i e s  t o  t h e  CGC should  be addressed  t o  t h e  P r i n c i p a l  I n v e s t i g a t o r :  

D r .  Donald L. Riddle  

D i v i s i o n  of  B i o l o g i c a l  S c i e n c e s  

U n i v e r s i t y  of Missour i  

Columbia, Missour i  65211 


Telephone: (314) 882-8319 

I n q u i r i e s  regard ing  N I A  r e s e a r c h  s u p p o r t  may be a d d r e s s e d  t o :  

D r .  Donald G. Murphy, Chief 

D r .  N i r m a l  K .  Das 

Basic Aging Program 

Biomedical Reearch and C l i n i c a l  Medicine 

N a t i o n a l  I n s t i t u t e  on Aging 

Bethesda,  Maryland 20205 


Telephone: (301) 496-5534 
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CHANGES I N  THE PROJECT P E R I O D  SYSTEM :PROCEDURE NOTICE: 
FOR N I H  GRANTS 

A. PURPOSE 

S i n c e  i t s  i n i t i a t i o n  by N I H  on J u l y  1, 1964, g r a n t e e  i n s t i t u t i o n s  have 
become f a m i l a r  w i t h  t h e  " p r o j e c t  p e r i o d  g r a n t  concept ."  The purpose 
of  t h i s  s t a t e m e n t  is t o  e x p l a i n  c e r t a i n  changes i n  t h i s  system f o r  
funding g r a n t s  which became n e c e s s a r y  and p o s s i b l e  due t o  t h e  r e v i s i o n  
of T i t l e  42,  Code of F e d e r a l  R e g u l a t i o n s ,  P a r t  52, "Grants  f o r  Research 
P r o j e c t s , "  e f f e c t i v e  A p r i l  9,  1979. These adjus tments  b r i n g  N I H  i n t o  
compliance w i t h  PHS Grants  Adminis t ra t ion  Manual Chapter  1-85, "The 
P r o j e c t  Per iod  System of  O b l i g a t i n g  Funds f o r  D i s c r e t i o n a r y  P r o j e c t  
Gran ts . 

B. BACKGROUND 

I n  t h e  p a s t ,  each competing segment of  a g r a n t  - whether t h e  s u p p o r t  
covered one,  o r  up t o  f i v e  budget p e r i o d s  - w a s  cons idered  a s  a s e p a r a t e  
and i n d i v i d u a l  p r o j e c t  p e r i o d .  T h i s  gave r e c o g n i t i o n  t o  a continuum of 
suppor t  f o r  t h e  p r o j e c t  o v e r  t h e  t o t a l  fnrmber .of years which w e r e  
recommended f o r  s u p p o r t .  By Regula t ion ,  a p r o j e c t  p e r i o d  c o u l d  n o t  
exceed seven y e a r s  and by N I H  a d m i n i s t r a t i v e  p o l i c y  t h e  p e r i o d  h a s  been 
l i m i t e d ,  e x c e p t  i n  unusual  cases, t o  f i v e  y e a r s .  The amended Regulat ion 
r e d e f i n e s  " P r o j e c t  P e r i o d , "  as t h a t  p e r i o d  o f  t i m e  which is  reasonably  
requi red  t o  i n i t i a t e  and conduct a r e s e a r c h  p r o j e c t ,  i n c l u d i n g  t h e  
i n i t i a l  p e r i o d  of  s u p p o r t  and any e x t e n s i o n  o f  t h a t  p e r i o d  ( w i t h  o r  
wi thout  t h e  award of a d d i t i o n a l  f u n d s ) .  Under t h e  r e v i s e d  d e f i n i t i o n ,  
w i t h  competing c o n t i n u a t i o n s  b e i n g  cons idered  as e x t e n s i o n s  o f  t h e  
i n i t i a l l y  recommended p r o j e c t  p e r i o d ,  i t  is  now p o s s i b l e  t o  have p r o j e c t  
p e r i o d s  l a s t i n g  f i v e ,  t e n ,  f i f t e e n ,  or more y e a r s .  Such a n  approach 
obviously impacts on admin i s t r a t ive  procedures  r e l a t e d  t o  t h e  award p r o c e s s .  

C. ADMINISTRATIVE PROCEDURES 

1. Phased-In Implementat ion.  The N I H  approach t o  implementat ion i s  
being handled through phasing-in competing c o n t i n u a t i o n  g r a n t  awards 
(Type 2) s t a r t i n g  w i t h  t h o s e  having beginning d a t e s  of J u l y  1, 1979 
and later.  The f o l l o w i n g  example is provided:  

( a )  	 A Type 1 new a p p l i c a t i o n  w a s  reviewed i n  1976 and recommended 
f o r  t h r e e  y e a r s  beginning 7/1/76. The g r a n t  award s t a t e m e n t  
i n d i c a t e d  a p r o j e c t  p e r i o d  o f  7/1/76 - 6130179. 

(b) 	 A Type 2 a p p l i c a t i o n  f o r  t h i s  p r o j e c t  r e c e i v e s  a recommendation 
f o r  f o u r  a d d i t i o n a l  years of  s u p p o r t  - running from 7/1/79 t o  
6130183. To phase  t h i s  award i n t o  t h e  new approach ,  t h e  
f o u r  a d d i t i o n a l  y e a r s  are cons idered  as an e x t e n s i o n  of  t h e  
i n i t i a l  c o m p e t i t i v e  segment of  suppor t  and t h e  award s t a t e m e n t  
would show a t o t a l  p r o j e c t  per iod  of  7/1/76 - 6130183 and a 
budget p e r i o d  of 7/1/79 - 6 / 3 0 / 8 0 .  
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The same approach  is t o  b e  fo l lowed i f  t h e  p r i o r  c o m p e t i t i v e  segment o f  

suppor t  (shown as "a" i n  t h e  above example) was i n i t i a t e d  as a Type 2 

award. I n  o t h e r  words, a l l  competing c o n t i n u a t i o n  awards w i t h  J u l y  1, 1979, 

and l a t e r  start  d a t e s  would p i c k  up t h e  beginning  d a t e  of t h e  immediately 

p r i o r  c o m p e t i t i v e  segment o f  s u p p o r t  as t h e  s t a r t  d a t e  f o r  t h e  p r o j e c t  

per iod  t o  be  shown on t h e  award s t a t e m e n t .  Th i s  approach  w i l l  be  

fo l lowed even i n  s i t u a t i o n s  where a h i a t u s  i n  s u p p o r t  may have occur red  

between t h e  end d a t e  of t h e  las t  noncompeting award (Type 5) and t h e  

s t a r t  d a t e  of t h e  f i r s t  budget  pe r iod  of t h e  Type 2 award. 


L 


EXCEPTIONS TO THIS PROCESS AND HOW THEY ARE HANDLED 

A number of Type 2 awards ( p a r t i c u l a r l y  t r a i n i n g  g r a n t s )  
w i t h  J u l y  1, 1979 s tar t  d a t e s  were made e a r l y  i n  1979 
p r i o r  t o  t h e  adop t ion  o f  t h e  above d e s c r i b e d  procedure .  

No r e v i s i o n  of such  award s t a t e m e n t s  w i l l  b e  made. The 
p r o j e c t  pe r iod  s tar t  d a t e s  shown on t h e s e  Type 2 awards 
w i l l  remain f o r  t h e  p r o j e c t  p e r i o d  i n c l u d i n g  any 
e x t e n s i o n s  t h e r e o f .  

.r m 

2 .  F i n a n c i a l  Management 

a.  	 Document Numbering System: Under t h e  new p r o j e c t  p e r i o d  approach ,  
N I H  w i l l  c o n t i n u e  t h e  p r e v i o u s l y  used document numbering system. 
The a l p h a  s u f f i x  o f  t h e  document number w i l l  c o n t i n u e  t o  change 
w i t h  each  competing c o n t i n u a t i o n  award. As a n  example, a Type 1 
a p p l i c a t i o n  (1-RO1 GMl2345-01) is o r i g i n a l l y  approved f o r  a f o u r  
y e a r  p r o j e c t  p e r i o d ,  7/1/79 - 6/30/83,  and t h e  awards f o r  a l l  f o u r  
years w i l l  c a r r y  a document number 08-RlGM12345A. The Type 2 com
p e t i n g  c o n t i n u a t i o n  a p p l i c a t i o n  when submi t t ed  is approved f o r  a n  
a d d i t i o n a l  f o u r  y e a r s ,  7 /1 /83  - 6/30/87 .  The document number f o r  
t h e  Type 2 award and t h e  t h r e e  succeeding  y e a r s  w i l l  be  08-RlGM12345B. 
A second Type 2 a p p l i c a t i o n  i s  subsequen t ly  submi t t ed  and is  approved  
f o r  an  a d d i t i o n a l  t h r e e  years, 7 /1 /87  - 6/30/90.  The document number 
f o r  t h e  second Type 2 award and two succeed ing  y e a r s  w i l l  b e  
08-RlGM12345C. The t o t a l  p r o j e c t  p e r i o d  f o r  t h i s  g r a n t  w i l l  b e  
7 /1 /79  - 6/35/90 .  

b. 	 Unexpended Funds (Un l iqu ida ted  O b l i g a t i o n s  and Unobl iga ted  Balances)  -
A s i g n i f i c a n t  a s p e c t  o f  t h e  change i n  p o l i c y  p e r m i t s  t h e  ca r ry -ove r  
of unexpended funds  between competing segments of t h e  p r o j e c t  p e r i o d .  
The funds  awarded i n  suppor t  o f  each budget p e r i o d  w i l l  remain a v a i l -
a b l e  f o r  t h e  t o t a l  time f o r  which s u p p o r t  of a p r o j e c t  has  been 
approved.  As i n  t h e  example c i t e d  i n  t h e  above pa rag raph ,  t h e  funds  
remain a v a i l a b l e  f o r  t h e  t o t a l  p r o j e c t  p e r i o d  o f  7 /1 /79  - 6/30/90 .  

*UT 

.-



t 

N I H  Guide f o r  Grants and Contracts  

Vol.  9, No. 2 ,  January 25, 1980 Page F i f t y  Nine 


The ba lance  from one  budget  p e r i o d  w i l l  a u t o m a t i c a l l y  be  c a r r i e d  
forward i n t o  t h e  fo l lowing  budget pe r iod  provided  t h e  same document 
number i s  a p p l i c a b l e .  Again, u s i n g  t h e  p reced ing  example, t h e  f i r s t  
f o u r  y e a r s  of t h e  approved p r o j e c t  have t h e  same document number 
(08-R1GMl2345A), t h e r e f o r e ,  t h e  ba l ance  is  a u t o m a t i c a l l y  c a r r i e d  
forward t o  t h e  02 through 04 y e a r s .  The document number changes w i t h  
t h e  f i r s t  Type 2 award (08-RlGMl2345B). To c a r r y  forward a ba lance  
from t h e  f i r s t  document number f o r  t h e  i n i t i a l  p r o j e c t  pe r iod  t o  t h e  
competing c o n t i n u a t i o n  award, t h e  N I H  Div i s ion  o f  F i n a n c i a l  Management 
(DFM) w i l l  d e o b l i g a t e  t h e  unexpended ba lance  from t h e  f i r s t  document 
number (08-RlGM12345A) and r e o b l i g a t e  a g a i n s t  t h e  document number f o r  
t h e  Type 2 (08-RlGMl2345B). The DFM has  r e i n s t a t e d  t h e  use  of t h e  
"Notice of D i s p o s i t i o n  of Grant Unexpended Balance" (Attachment I) t o  
a d v i s e  g r a n t e e  i n s t i t u t i o n s  and N I H  awarding components of t h e  a c t i o n  
and t h e  amount of funds  being c a r r i e d  forward. 

S i n c e  42 CFR, P a r t  52, w a s  r e v i s e d  i n  A p r i l ,  1979, t h e  DFM w i l l  t r a n s f e r  
ba l ances  from any Type 5 Repor ts  of Expendi ture  w i t h  end d a t e s  of 4/30/79 
o r  l a t e r  forward t o  Type 2 competing c o n t i n u a t i o n  awards. T h i s  w i l l  be  
done r e g a r d l e s s  of whether  o r  n o t  t h e  Type 2 award s t a t e m e n t  carries a 
p r o j e c t  p e r i o d  s tar t  d a t e  which w a s  p icked  up from t h e  p r i o r  c o m p e t i t i v e  
segment (See "Except ions"  above) .  However, if t h e  g r a n t  w a s  i n  a pe r iod  
of h i a t u s  a s  of A p r i l  9,  1979, t h e  unexpended funds  cannot  b e  c a r r i e d  
forward. The o p t i o n s  a v a i l a b l e  t o  t h e  awarding components on "when" and 
I 1  how'' t o  u t i l i z e  t h e  b a l a n c e s  w i l l  be t h e  same as t h o s e  i n  t h e  p rev ious  
Type 5 approach.  I f  a c t i o n  is taken  promptly fo l lowing  t h e  ROE p r o c e s s i n g  
(du r ing  t h e  competing c o n t i n u a t i o n  y e a r ) ,  a r e v i s e d  award statement w i l l  
be  necessa ry  t o  a f f e c t  e i t h e r  a funding  o f f s e t  o r  t o  p rov ide  inc reased  
a u t h o r i z a t i o n .  Otherwise ,  a de te rmina t ion  may be  made on t h e  use  of t h e  
b a l a n c e s  a t  t h e  t ime of p r o c e s s i n g  t h e  next  Type 5 award. 

c. Closing-Out of Awards - The g r a n t e e  must r e p o r t  e x p e n d i t u r e s  on a 
cumula t ive  b a s i s  f o r  t h e  l i f e  of a document number. The DFM w i l l  c l o s e  
o u t  ( f o r  e x p e n d i t u r e  r e p o r t i n g )  each  competing c y c l e  i n  o r d e r  t o  e l i m i n a t e  
t h e  n e c e s s i t y  f o r  g r a n t e e s  t o  r e p o r t  t h e  cumula t ive  e x p e n d i t u r e s  f o r  t h e  
t o t a l  p r o j e c t  p e r i o d .  

3. 	 I n d i v i d u a l  P e r i o d s  o f  Recommended Suppor t .  I t  is impor t an t  t o  n o t e  t h a t ,  
r e g a r d l e s s  of ad jus tmen t  i n  t h e  p r o j e c t  p e r i o d  d e f i n i t i o n ,  N I H  p o l i c y  l i m i t a 
t i o n s  on t h e  l e n g t h  of t i m e  f o r  which an awarding component may make an  
advance commitment f o r  r e s e a r c h  p r o j e c t ,  program p r o j e c t  o r  t r a i n i n g  g r a n t  
awards remains a t  f i v e  y e a r s  ( i n i t i a l  y e a r  p l u s  f o u r  a d d i t i o n a l  y e a r s ) .  

4. Pre-Award Cos ts .  The change i n  a d m i n i s t r a t i v e  p rocedures  f o r  funding  g r a n t s  
under  t h e  p r o j e c t  p e r i o d  s y s t e m  i n  no way a l t e r s  t h e  b a s i c  p o l i c y  on pre-award 
c o s t s .  Such c o s t s  i n c u r r e d  p r i o r  t o  t h e  beginning  d a t e  of t h e  f i r s t  budget 
of a competing c o n t i n u a t i o n  o f  an  e x i s t i n g  g r a n t  are n o t  a l l o w a b l e  u n l e s s  
a u t h o r i z e d  i n  w r i t i n g  by a n  o f f i c i a l  who h a s  been f o r m a l l y  de l ega ted  t h e  
a u t h o r i t y  t o  o b l i g a t e  t h e  Government f o r  g r a n t  awards. The i n c u r r a n c e  of 
preaward c o s t s  w i thou t  p r i o r  N I H  approval  w i l l  c o n t i n u e  t o  be p o s s i b l e  only  
i n  s i t u a t i o n s  where t h e  n e x t  award w i l l  be a Type 5 noncompeting c o n t i n u a t i o n  
g r a n t .  
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5. 	 Projec t -By-Pro jec t  Cost Shar inq .  I n  t h e  absence  o f  an  i n s t i t u t i o n a l  
c o s t  s h a r i n g  agreement ,  t h e  N I H  awarding components have r e q u e s t e d  uur 

t h a t  an  a p p l i c a n t  g r a n t e e  i n s t i t u t i o n  submit  an i n d i v i d u a l  c o s t  s h a r i n g  
p roposa l  f o r  t h e  e n t i r e  p r o j e c t  p e r i o d  a t  t h e  time n o t i f i c a t i o n  is 
given  t h a t  a p r o j e c t  w i l l  be funded.  With t h e  new d e f i n i t i o n  o f  
I 1p r o j e c t  p e r i o d , "  q u e s t i o n s  cou ld  obv ious ly  be  r a i s e d  r e g a r d i n g  i ts  
r e l a t i o n s h i p  t o  i n d i v i d u a l  g r a n t  c o s t  s h a r i n g  p r o p o s a l s .  It  should  be 
noted  t h a t  p r o j e c t - b y - p r o j e c t s  c o s t  s h a r i n g  agreements  w i l l  c o n t i n u e  
t o  be  t i e d  t o  t h e  i n d i v i d u a l  c o m p e t i t i v e  segments of s u p p o r t  which 
were p r e v i o u s l y  recognized  as  s e p a r a t e  p r o j e c t  p e r i o d s .  
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NOTICE OF D I S P O S I T I O N  OF GRANT UNEXPENDED BALANCE 
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F o l d  I 

The Report of Expenditures.  or F i n a n c i a l  S t a t u s  Report ,  as a p p l i c a b l e ,  f o r  t h e  
above g ran t  has  been rece ived .  The unexpended ba lance  of 
has  been processed as i n d i c a t e d  below. 

Withdrawn from the  r epor t ed  g r a n t  p r o j e c t  per iod .  

0	Transfer red  t o  t h e  competing con t inua t ion  award f o r  t h e  
year  of suppor t  . 

Grantees are reminded t h a t  expendi tures  f o r  t he  competing 
con t inua t ion  per iod  are l i m i t e d  t o  the  sum t o t a l  o f :  

(1) the approved budget ( d i r e c t  c o s t s )  
(2) l i q u i d a t i o n  of repor ted  p r i o r  year o b l i g a t i o n s  and 
(3) a p p l i c a b l e  i n d i r e c t  c o s t s .  

When the  amount t r a n s f e r r e d ,  t o g e t h e r  w i th  t h e  amount awarded f o r  a c o n t i n u a t i o n  
y e a r ,  r e s u l t s  i n  overfunding,  THE EXCESS I S  NOT AVAILABLE FOR EXPENDITURES. The 
excess, exc luding  any un l iqu ida ted  o b l i g a t i o n s ,  may be used t o  p a r t i a l l y  fund 
succeeding budget pe r iods  w i t h i n  t h e  p r o j e c t .  

On t he  o the r  hand, if t h e  g r a n t  i s  underfunded by $250 o r  more, t h e  awarding u n i t  
w i l l  w i t h i n  30 days,  i s s u e  a r ev i sed  award n o t i c e  o r  a supplemental  award f o r  t k  
balance needed t o  meet t h e  level of t h e  c u r r e n t  approved budget.  For any under-
funding of 7-less than $250,  when t h e  c u r r e n t  budget w i l l  be adve r se ly  a f f e c t e d ,  
r eques t  for adjustment  must be  made i n  w r i t i n g  t o  the  awarding component. 
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