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STUDIES ON ENDOTHELIUM I N  RELATION i '  
i 
. 

, IL 
tJ 


TO-
ATHEROGENESIS, N H L B I  J ',,/ / / / / /  / / 

\ 
The Atherogenes is  B r  
a s  i t  may relate t o  

This  is t h e  f i r s t  o f  t 
t o  be made du r ing  t h e  
d a t e s  of  November 1, 1 

manner f o r  r e g u l a r  g 
awards may b e  made a 

There is  a growing b 
t i o n s  of a r te r ia l  en  
s c l e r o s i s .  Concepts 

e r e s e a r c h  on endothel ium 
i n v e s t i g a t o r s  c o n s i d e r  

s e a r c h  i n t e r e s t  
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  

J u l y  1, 1979. A p p l i c a t i o n s  
c t e d  i n  t h e  u s u a l  

s hoped t h a t  a t  least  10 new 

changes i n  t h e  s t r u c t u r e  and func
r t a n t  i n  t h e  i n i t i a t i o n  of  a the ro 
y ,  l o s s  of b a r r i e r  f u n c t i o n ,  

metabol ic  d y s f u n c t i o n s ,  and ecome p a r t  o f  c u r r e n t  hypotheses  
about  how t h e  in t ima  reacts omolecular  and p l a t e l e t  components 
of t h e  blood t o  i n i t  

'U' 	 t o  be  a t t r i b u t e d  t o  
e l u c i d a t e d  and i t  is 
endothel ium are g e r  
t h a t  s t u d i e s  conduc 
and measure endothe  
of  i n j u r y  and r epa  
and i n c r e a s e  know1 

I n v e s t i g a t o r s  who 
t h e  normal a p p l i c a  

1. 	 Use t h e  STAND 
Atherogenes is  
D iv i s ion  of 

2 .  Submit a b r i  

t h e  meaning o r  meanings 
r " r epa i r "  have n o t  been 
p e r t i e s  o r  f u n c t i o n s  o f  
a su red .  I t  i s  hoped 
e l ium may h e l p  t o  i d e n t i f y  
l o p  c r i t e r i a  and measures 
o d i f y i n g  t h e s e  p r o c e s s e s ,  
t h e r o g e n e s i s  . 
do two t h i n g s  beyond 

i n  Re la t ion  t o  
PHS 398 and mail d i r e c t l y  t o  t h e  

a p p l i c a t i o n  k i t .  

ave  submi t ted  o r  w i l l  
addressed  t o :  

Room 516, Federa l  Bui ld ing  
Bethesda,  Maryland 20014 

Ques t ions  about  t h i s  announcement should be d i r e c t e d  t o  t h e  Atherogenes is  
%& Branch: te lephone  (301) 496-1978 o r  (301) 496-3272. 



P a g e  Two 

.*n
SUMMARY STATEMENTS 

AND 

P R I O R I T Y  SCORES 

Recommendation /I58 of t h e  N I H  Grants  Peer  Review Study Team ( s e e  Decis ions  
by D i r e c t o r ,  N I H ,  on Recommendations of Grants  Peer  R e v i e w  Study Team,  
February 8 ,  1978) states: " T h a t , u n t i l  such  t i m e  as a s i n g l e  NIH-wide p r i o r i t y  
s c o r e  n o t a t i o n  system is  adopted ,  a l l  c o p i e s  of Summary S ta t emen t s  which a 
g iven  B I D  (Bureau, I n s t i t u t e ,  D iv i s ion )  sends  t o  p r i n c i p a l  i n v e s t i g a t o r s  
should d i s p l a y  e i t h e r  t h e  r a w  p r i o r i t y  s c o r e  o r  t h e  normalized p r i o r i t y  
s c o r e  ( i f  a v a i l a b l e )  b u t  n o t  bo th ,  depending upon which of t h e  two conven
t i o n s  t h e  p a r t i c u l a r  B I D  fo l lows ."  The D i r e c t o r ,  N I H ,  concurred  w i t h  t h i s  
recommendation and f u r t h e r  states: "whichever p r i o r i t y  s c o r e  (raw o r  
normalized)  i s  used by t h e  Advisory Council/Board i n  making i t s  d e c i s i o n  on 
a n  a p p l i c a t i o n  should  b e  made a v a i l a b l e  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  ." 
ACCORDINGLY, FOLLOWING THE SEPTEMBER-OCTOBER 1978 COUNCIL/BOARD MEETINGS 
AND ROUTINELY THEREAFTER FOLLOWING EACH ROUND O F  COUNCIL/BOARD MEETINGS,  
THE SUMMARY STATEMENT WITH PRIORITY SCORE DISPLAYED WILL BE SENT TO THE 
PRINCIPAL INVESTIGATOR. THIS PROCEDURE WILL NOT BE RETROACTIVE PRIOR TO 
THE SEPTEMBER-OCTOBER 1978 ROUND. 

Accompanying each  summary s t a t emen t  w i l l  be  a n  a t tachment  d e s c r i b i n g  t h e  1F 

procedure f o r  a r r i v i n g  a t  t h e  r a w  and normalized p r i o r i t y  s c o r e  and a 
b r i e f  comment concern ing  t h e  f a c t o r s  e n t e r i n g  i n t o  t h e  funding  d e c i s i o n .  

The fo rego ing  is a n  i n t e r i m  measure pending t h e  f i n d i n g s  of a committee 
which h a s  been organized  i n  accordance w i t h  recommendation #57 of  t h e  
Grants  Pee r  Review Study Team w i t h  which t h e  D i r e c t o r ,  N I H ,  a l s o  concurred ;  
namely: "Tha t ,be fo re  adop t ing  a s i n g l e  p r i o r i t y  s c o r e  n o t a t i o n  system f o r  
u s e  by a l l  B I D S ,  t h e  N I H  should conduct a s tudy  of B I D  p r a c t i c e s  r e g a r d i n g  
t h e  u s e  of  t h e  ' r a w '  and 'normalized '  p r i o r i t y  s c o r e s  t o  de t e rmine  whether  
t h e  uniform NIH-wide convent ion  should be  t h e  u s e  of  t h e  r a w  s c o r e  e x c l u s i v e l y  
o r  t h e  p r e s e n t  normalized s c o r e s ,  whenever they  are  a v a i l a b l e  ( o r  o t h e r w i s e  
t h e  raw s c o r e s ) ,  o r  t h e  development of  a new procedure f o r  computing, 
r e p r e s e n t i n g ,  and/or  a d j u s t i n g  p r i o r i t y  s c o r e s  t o  compensate f o r  d i f f e r e n c e s  
i n  group r a t i n g  behavior ."  

Upon review of  t h e  f i n d i n g s  of t h e  Committee t h e  D i r e c t o r  w i l l  de te rmine  
t h e  f e a s i b i l i t y  of  implementing recommendation 1/56 which he has  p r e s e n t l y  
d e f e r r e d ,  namely "That a ' s i n g l e  p r i o r i t y  s c o r e '  convent ion should  b e  adopted 
f o r  u se  throughout  N I H . "  

Th i s  announcement i s  be ing  made i n  o r d e r  t o  n o t i f y  p r i n c i p a l  i n v e s t i g a t o r s  
of t h e  implementat ion of  recommendation 1/58 i n  advance of t h e  September-
October 1978 Advisory Council/Board meet ings .  A summary p rogres s  r e p o r t  
w i l l  be  pub l i shed  i n  a l a t e r  i s s u e  o f  t h e  Guide i n d i c a t i n g  s t e p s  be ing  taken  
toward implementing o t h e r  recommendations of  t h e  GPRST. 

fETt 
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A COURT D E C I S I O N  ON RELEASABILITY OF 

GRANTEE DATA 

A Federa l  a p p e l l a t e  c o u r t  has  r u l e d  t h a t  a group of phys i c i ans  cannot  u s e  
t h e  Freedom of Information Act (FOIA) t o  f o r c e  release of  raw d a t a  t h a t  
i s  i n  t h e  hands of c e r t a i n  N I H  g r a n t e e s .  The U.S. Court of Appeals f o r  
t h e  Distr ic t  of Columbia, i n  a 2-1 s p l i t  d e c i s i o n  i n  t h e  Forsham v .  
Cal i fano  case, thus  a f f i rmed a lower c o u r t  d e c i s i o n .  1 

The phys ic i ans  had sought  r a w  d a t a  ga thered  under t h e  Un ive r s i ty  Group 
Diabe tes  Program (UGDP). Included i n  t h e  reques ted  material w e r e  forms 

a tt h a t  s c i e n t i s t s  had s e n t  t o  a coord ina t ing  c e n t e r  &-. < 
t h e  Un ive r s i ty  of 

Maryland, and computer t a p e s  and programs used i n  a l a y i z i n g  t h e  d a t a .  
UGDP i s  a s tudy  funded by 1 3  N I H  g r a n t s  adminis te red  by the  Nat iona l  I n s t i t u t e  
of A r t h r i t i s ,  Metabolism, and Diges t ive  Diseases. 

The c o u r t  he ld  t h a t  t h e  r a w  d a t a  were not  "agency records"  and t h e r e f o r e  
were no t  s u b j e c t  t o  t h e  FOIA.  The judges  i n  t h e  m a j o r i t y  emphasized t h e  
autonomy of t h e  g r a n t e e s  and t h e  absence of c o n t r o l  by t h e  government. 
They i n d i c a t e d  they might have found d i f f e r e n t l y  had such c o n t r o l  e x i s t e d  
or i f  N I H  had used t h e  g r a n t s  as a sub te r fuge  t o  avoid t h e  FOIA.  

IForsham v. Ca l i f ano ,  No. 76-1308 (D.C .  C i r . ,  J u l y  11, 1978) .  The lower 
c o u r t  d e c i s i o n  was known as Forsham v .  Mathews, C i v i l  Act ion No. 75-1308 
(D.D.C., Feb. 5 ,  1976) 

W' 
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NATIONAL INSTITUTE O F  ALLERGY AND INFECTIOUS DISEASES 

REQUEST FOR RESEARCH GRANT APPLICATIONS: RFA 
I / /  8 8 / /  8 8 / / /  

,,,,,,,,CONTROL OF ARTHROPOD-BORNE VIRAL INFECTIONS /,’AWWOUWCEMLNT~ 

I. I n t r o d u c t i o n  

The Na t iona l  I n s t i t u t e  of A l l e rgy  and I n f e c t i o u s  Diseases (NIAID) i n v i t e s  
a p p l i c a t i o n s  f o r  program p r o j e c t  g r a n t s  t o  be i n i t i a t e d  dur ing  FY 1980 
f o r  p a r t i c i p a t i o n  i n  an ongoing program on arthropod-borne v i r a l  
( a r b o v i r a l )  d i s e a s e s  of man. 

A program on c o n t r o l  of  a r b o v i r a l  d i s e a s e s  has  been cont inuous ly  
suppor ted  f o r  several yea r s .  I n  accordance w i t h  newly-establ ished 
p o l i c y ,  p roposa l s  f o r  m u l t i d i s c i p l i n a r y  program p r o j e c t s  can now be 
r ece ived  on ly  p e r i o d i c a l l y  and a t  des igna ted  times. App l i ca t ions  f o r  
renewal of e x i s t i n g  program p r o j e c t s  and c r e a t i o n  of new ones w i l l  be  
t r e a t e d  as compe t i t i ve  f o r  the p e r i o d i c a l l y  announced a v a i l a b l e  awards.  

Many ar thropod-borne v i r u s e s  ( a rbov i ruses )  are i n t e r n a t i o n a l l y  important  
pathogens of man. E x i s t i n g  i n  v i r t u a l l y  a l l  p a r t s  of t h e  world where 
hemophagus a r th ropods  abound, over  400 s t r a ins  o r  s e r o t y p e s  are known; 

‘W’ 	 about  200 i n f e c t  man. They are a con t inu ing  t h r e a t  t o  a l l  s u s c e p t i b l e s  
in  endemic areas, and s p o r a d i c a l l y  cause epidemics  when t h e r e  is 
a p p r o p r i a t e  concordance of v i r a l  v i r u l e n c e  and v e c t o r  ecology.  

Dengue is probably t h e  most p r e v a l e n t  a r b o v i r a l  d i s e a s e  i n  t h e  world 
today.  Mostly l i m i t e d  t o  t r o p i c a l  and s u b t r o p i c a l  climates, i t  causes  
epidemics  involv ing  from a few thousand t o  hundreds of  thousands of  
pe r sons  i n  a s i n g l e  season.  Although seldom f a t a l  i n  a d u l t s ,  c h i l d r e n  
sometimes p resen t  hemorrhagic m a n i f e s t a t i o n s  w i t h  shock t h a t  are o f t e n  
f a t a l ,  e s p e c i a l l y  where t r a i n e d  medical  a t t e n t i o n  is unava i l ab le .  Recur-
r e n t  dengue epidemics  are con t inu ing  t o  occur  i n  Puer to  Rico and o t h e r  
i s l a n d s  of t h e  Caribbean. I n  t h e  c o n t i n e n t a l  United S t a t e s ,  S t .  Louis  
e n c e p h a l i t i s  is  a s e r i o u s  t h r e a t  p e r i o d i c a l l y  t o  t h e  e l d e r l y  i n  endemic 
areas under c o n d i t i o n s  where t h e  mosquito v e c t o r  i s  abundant .  I n  1975, 
t h e  last  epidemic y e a r ,  approximately 1,800 cases of S t .  Louis e n c e p h a l i t i s  
were r e p o r t e d  i n  t h e  U.S. A similar d i s e a s e  caused by a r e l a t e d  v i r u s  
(Rocio) occur red  t h e  same year i n  Sao Paulo ,  B r a z i l ,  r e s u l t i n g  i n  over  
300 cases of e n c e p h a l i t i s  w i th  a 30% case f a t a l i t y  ra te .  R i f t  Val ley  
Fever, a n  a r b o v i r a l  i n f e c t i o n  caus ing  a b o r t i o n  i n  sheep and ca t t le  and 
a s e l f - l i m i t i n g  f e b r i l e  d i s e a s e  i n  man, has  r e c e n t l y  caused an  exp los ive  
epidemic and e p i z o o t i c  i n  Egypt where i t  w a s  p rev ious ly  unknown. A t  
least 20,000 persons s u f f e r e d  i l l n e s s ,  and t h e  a b o r t i o n  ra te  i n  sheep 
and c a t t l e  reached 70% dur ing  t h i s  ou tb reak .  Thus, t h e  economic loss was 
s u b s t a n t i a l  i n  t h e s e  developing areas. S i m i l a r l y ,  Venezuelan equine  
encepha lomye l i t i s  v i r u s  c o n s t a n t l y  t h r e a t e n s  popu la t ions  i n  t h e  n o r t h e r n  
p a r t  o f  South America and Cen t ra l  America, sometimes ex tending  t o  t h e  
sou the rn  p a r t  of t he  United S t a t e s .  Jung le  yellow f e v e r  s t i l l  smolders  
i n  South America and A f r i c a ,  and could  spread  i n t o  urban epidemics  wi th  
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l i t t l e  warning. Numerous o t h e r  a r b o v i r u s e s  are  r e s p o n s i b l e  f o r  s e r i o u s  
i l l n e s s e s  i n  man and r e q u i r e  f u r t h e r  s tudy  f o r  t h e i r  p reven t ion  o r  Uf 

c o n t r o l .  

Con t ro l  of  a r b o v i r a l  d i s e a s e s  i n  endemic areas has  been p r i m a r i l y  
l i m i t e d  t o  v a c c i n a t i o n  and/or  v e c t o r  c o n t r o l  programs. On a g l o b a l  
b a s i s ,  v a c c i n a t i o n  has  been e f f e c t i v e  on ly  f o r  yel low f e v e r ,  bu t  i s  
f e a s i b l e  f o r  s e v e r a l  o t h e r  a r b o v i r u s e s .  There is no known e f f e c t i v e  
a n t i v i r a l  therapy  f o r  a r b o v i r a l  i n f e c t i o n s .  Treatment has  been l a r g e l y  
symptomatic and ,  consequent ly ,  l i t t l e  emphasis has  been p l aced  on r a p i d  
and s p e c i f i c  d i a g n o s i s  of a r b o v i r a l  d i s e a s e s .  The problem of d i a g n o s i s  
is magnif ied by t h e  more than  200 s e r o t y p e s  of  a r b o v i r u s e s  t h a t  can 
i n f e c t  man. 

T r a n s o v a r i a l  t r a n s m i s s i o n ,  v e c t o r  competence, a m p l i f i c a t i o n  of v i r u s  i n  
t h e  v e c t o r  and over -win ter ing  r e q u i r e  f u r t h e r  s tudy  as mechanisms 
r e s p o n s i b l e  f o r  p e r p e t u a t i n g  a r b o v i r u s e s  i n  t h e i r  e c o l o g i c a l  n i c h e s .  
E f f e c t i v e  r e g i o n a l  c o n t r o l  may be r e a l i z e d  through g r e a t e r  unders tanding  
of  t h e s e  vec to r -v i rus  r e l a t i o n s h i p s .  

Although very  p roduc t ive  s t u d i e s  a t  t h e  molecular  l e v e l  are be ing  
c a r r i e d  o u t  on c e r t a i n  a r b o v i r u s e s ,  there is still a pauc i ty  of 
knowledge about  t h e  s t r u c t u r e ,  composi t ion,  r e p l i c a t i o n ,  v i r u s - c e l l  
i n t e r a c t i o n ,  g e n e t i c s  and immunopathogeriicity of  many of t h e  important  
a r b o v i r a l  pathogens of man. Add i t iona l  e f f o r t s  i n  t h e s e  areas could 
spawn new approaches f o r  e f f e c t i v e  p reven t ion ,  d i a g n o s i s ,  o r  t r ea tmen t  
of t h e s e  d i s e a s e s .  

11. N I A I D  P lans  

The Na t iona l  I n s t i t u t e  of Al le rgy  and I n f e c t i o u s  Diseases has  maintained 
a n  a c t i v e  program of both  in t r amura l  and ex t ramura l  r e s e a r c h  on arbo
v i r a l  d i s e a s e s .  N I A I D  p l a n s  t o  c o n t i n u e  and (poss ib ly )  expand its 
ex t r amura l  program on a r b o v i r u s e s .  The g o a l  is a d d i t i o n a l  knowledge of 
t h e  n a t u r a l  h i s t o r y ,  immunopathogenesis, and b io logy  of a r b o v i r u s e s  t h a t  
could  l e a d  t o  b e t t e r  means of p reven t ion ,  d i a g n o s i s ,  and t r ea tmen t  of 
the d i s e a s e s  they  cause  i n  man. P a r t i c u l a r  emphasis is g iven  t o  t h o s e  
v i r u s e s  t h a t  pose s e r i o u s  p u b l i c  h e a l t h  problems, i nc lud ing  b u t  n o t  
l i m i t e d  t o :  dengue, S t .  Louis  e n c e p h a l i t i s ,  Rocio e n c e p h a l i t i s ,  
C a l i f o r n i a  e n c e p h a l i t i s ,  Japanese  e n c e p h a l i t i s ,  s a n d f l y  f e v e r ,  VEE, 
t i ck-borne  e n c e p h a l i t i s ,  and Colorado t i c k  f e v e r .  

111. Program C h a r a c t e r i s t i c s  

The purpose of r e q u e s t i n g  program p r o j e c t  g r a n t s  is t o  ma in ta in  mul t i -
d i s c i p l i n a r y  c a p a h i l i t i e s  and e x p e r t i s e  t h a t  w i l l  s e r v e  as a n a t i o n a l  and 
i n t e r n a t i o n a l  r e s o u r c e  i n  r e s e a r c h  and t r a i n i n g  i n  a r b o v i r a l  d i s e a s e s .  
It is  a n t i c i p a t e d  t h a t  N I A I D  w i l l  suppor t  two program p r o j e c t  g r a n t s ,  bu t  
awards are n e c e s s a r i l y  con t ingen t  upon t h e  a v a i l a b i l i t y  of funds .  The 
program p r o j e c t s  should have t h e  fo l lowing  c h a r a c t e r i s t i c s :  
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a. 	 The program should be based a t  a n  academic o r  o t h e r  n o n p r o f i t  
i n st itu t ion.  

b. 	 The program must be m u l t i d i s c i p l i n a r y ,  i n t e g r a t i n g  o r  c o o r d i n a t i n g  
p r o j e c t s  from d i f f e r e n t  o r g a n i z a t i o n a l  s e c t i o n s ,  depar tments ,or  
c o l l a b o r a t i n g  i n s t i t u t i o n s  under t h e  s t r o n g  l e a d e r s h i p  of a 
Program D i r e c t o r .  The program p r o j e c t  must c o n s i s t  o f  a number 
of s u b p r o j e c t s ,  each  wi th  i t s  own p r i n c i p a l  i n v e s t i g a t o r ,  s t a f f ,  
and budget .  Each s u b p r o j e c t  must b e  a b l e  t o  s t a n d  on i ts  own 
s c i e n t i f i c  merits b u t ,  c o l l e c t i v e l y ,  t h e  b e n e f i t s  of t h e  t o t a l  
program should exceed t h e  
p a r t s .  

C.  	 P o s t d o c t o r a l  t r a i n i n g  may 
a t t r a c t i n g  new ta len t  and 
problems. 

I V .  Research I n t e r e s t s  

S t u d i e s  which b r idge  c l i n i c a l  
b a s i c  l a b o r a t o r y  research are 

sum of t h e  b e n e f i t s  o f  t h e  i n d i v i d u a l  

be a s s o c i a t e d  w i t h  t h e  program f o r  
f o r  s t i m u l a t i n g  f r e s h  approaches t o  

o r  epidemiologic  i n v e s t i g a t i o n s  w i t h  
encouraged. Research interests of N I A I D  

inc lude  bu t  are n o t  l i m i t e d  t o :  

a. 

b.  

C .  

d .  


e. 

Biology of a r b o v i r u s e s ,  comparat ive v i ro logy ,  v i r a l  g e n e t i c s ;  
a n t i g e n i c  s t r u c t u r e ,  c e l l - v i r u s  r e l a t i o n s h i p s .  

Vector-virus  r e l a t i o n s h i p s ,  v e c t o r  competence; a m p l i f i c a t i o n  in 
v e c t o r s ,  v e c t o r  c o n t r o l ,  over-winter ing mechanisms, t r a n s o v a r i a l  
t r ansmiss ion .  

Immunopathogenesis, v i r u l e n c e ,  immunity and immune mechanisms, 
i n t e r f e r e n c e .  

Diagnos is ,  Therapy,and P reven t ion ,  e a r l y  d e t e c t i o n  of i n f e c t i o n ,  
a n t i v i r a l  therapy ,  vaccines. 

Epidemiology, p e r p e t u a t i o n  of i n f e c t i o u s  v i r u s  i n  endemic areas, 
r e l a t i o n s h i p s  of endemic t o  epidemic v i r a l  s t r a i n s .  

V. Review 

A l l  p roposa l s  w i l l  r e c e i v e  an i n i t i a l  pee r  review by t h e  Microbiology 
and I n f e c t i o u s  Diseases Advisory Committee, a c h a r t e r e d  N I A I D  adv i so ry  
committee. The review cr i ter ia  w i l l  i n c l u d e  t h e  c h a r a c t e r i s t i c s  f o r  
program p r o j e c t s  desc r ibed  above, t h e  f a c i l i t i e s  and r e s o u r c e s ,  t h e  
p r o f e s s i o n a l  q u a l i f i c a t i o n s  of t h e  i n v e s t i g a t o r s  and,  e s p e c i a l l y ,  t h e  
s c i e n t i f i c  merits of t h e  s u b p r o j e c t s .  A l l  p roposa l s  must receive a 
f i n a l  review by t h e  Na t iona l  Advisory Al l e rgy  and I n f e c t i o u s  Diseases 
Counci l .  
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V I .  	 The N I A I D  in format ion  brochure  on program p r o j e c t  g r a n t s  should be 
r eques t ed  by p r o s p e c t i v e  a p p l i c a n t s  p r i o r  t o  p r e p a r a t i o n  of a n  app l i ca 
t i o n .  

App l i ca t ions  should be submi t ted  on form PHS 398 and inc lude :  

a. A t a b l e  of c o n t e n t s ;  

b. 	 A d e s c r i p t i o n  of t h e  i n t e g r a t e d  program, w i t h  r a t i o n a l e ,  j u s t i f i c a 
t i o n  of t h e  budget ,  d e s c r i p t i o n  of f a c i l i t i e s ,  and b i o g r a p h i c a l  
s k e t c h e s  of i n v e s t i g a t o r s ;  

c. 	 Complete d e s c r i p t i o n s  of  each  s u b p r o j e c t ,  i nc lud ing  s e p a r a t e  
budgets  f o r  t h e  f i r s t  yea r  and t o t a l  d i r e c t  c o s t s  f o r  fo l lowing  
y e a r s ;  

d.  	 C o l l a b o r a t i v e  arrangements  between departments  o r  i n s t i t u t i o n s ,  
i f  app1icab1e ; 

e. 	 A conso l ida t ed  f i r s t  yea r  budget f o r  t h e  t o t a l  program p r o j e c t  
and r eques t ed  suppor t  f o r  f u t u r e  y e a r s .  

The d e a d l i n e  f o r  r e c e i p t  of  a p p l i c a t i o n s  w i l l  be  March 1, 1979. 

P r i o r  t o  formal  submission i t  is sugges ted  t h a t  N I A I D  s t a f f  be  c o n t a c t e d ,  

e i t h e r  by phone o r  by le t ter  of i n t e n t ,  when development of a program 

p r o j e c t  g r a n t  proposa l  is  be ing  cons ide red .  I n q u i r i e s  should be  

d i r e c t e d  t o :  


W i l l i a m  P .  A l l en ,  Ph.D. 

Virology Program O f f i c e r  

Bac te r io logy  and Virology Branch 

MIDP, N I A I D  

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

Room 736, Westwood Bu i ld ing  

Bethesda,  Maryland 20014 


Telephone: (301) 496-7453 

Proposa l s  should be  forwarded t o :  

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  
Room 240 , Westwood Bu i ld ing  
Bethesda,  Maryland 20014 

The o u t s i d e  of t h e  ma i l ing  package should be  l a b e l e d :  "RESPONSE TO 
RFA - CONTROL OF ARTHROPOD-BORNE VIRAL INFECTIONS." A cove r ing  l e t te r  
must accompany t h e  completed proposa l  i n d i c a t i n g  t h a t  t h e  proposa l  is  
submi t ted  i n  response  t o  t h i s  RFA. A copy of t h e  le t ter  should be 
forwarded t o  t h e  N I A T D  s t a f f  member shown above. 

.f.l 


h f  



-- 

N I H  G u i d e  f o r  G r a n t s  and Contracts  
Vol .  7, N o .  11, A u g u s t  18, 1978 

REOUEST FOR RESEARCH GRANT APPLICATIONS : RFA 

_ _PROGRAM PROJECT SUPPORT FOR THE I N  V I V O  STUDY OF 

CEREBRAL METABOLISM AND BIOCHEMISTRY U T I L I Z I N G  

POSITRON EMISSION TOMOGRAPHY (PET)  

NATIONAL INSTITUTE OF NEUROLOGICAL AND COMMUNICATIVE 

DISORDERS AND STROKE 

P a g e  N i n e t e e n  

This  is  t o  announce t h e  a v a i l a b i l i t y  of program p r o j e c t  g r a n t  suppor t  
from t h e  Nat iona l  I n s t i t u t e  of Neurological  and Communicative Disorders  
and S t roke  (NINCDS) f o r  t h e  development and suppor t  of a program of 
c l i n i c a l  and b a s i c  neurosc ience  r e s e a r c h  u t i l i z i n g  p o s i t r o n  emission 
tomography (PET) f o r  t h e  i n  v ivo  s tudy  of c e n t r a l  nervous s y s t e m  metabolism 
and biochemistry i n  normal and p a t h o l o g i c a l  s ta tes .  NINCDS program 
p r o j e c t  g r a n t  a p p l i c a t i o n s  f o r  PET should be submit ted t o  t h e  Div i s ion  of  
Research Grants ,  N I H ,  Bethesda, Maryland, by c l o s e  of bus iness  December 1, 
1978, f o r  review by a n  i n i t i a l  review group and t h e  NINCDS Nat iona l  Advisory 
Council  a t  i t s  meeting i n  May 1979. 

Because t h e  p o t e n t i a l  a p p l i c a b i l i t y  of PET ex tends  beyond neurosc ience  t o  
o t h e r  areas of biomedicine,  t h e  NINCDS is prepared t o  encourage co l l abora 
t i o n  i n  t h e  development o r  u se  of PET f a c i l i t i e s  and s e r v i c e s  between i t s  
program p r o j e c t  i n v e s t i g a t o r s  and i n v e s t i g a t o r s  sponsored by o t h e r  N I H  
components. Those seeking  funds f o r  non-neuroscience r e s e a r c h  involv ing  
PET should submit 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  t o  t h e  N I H  u s ing  
t h e  s t anda rd  a p p l i c a t i o n  k i t  (form PHS 398) and i n  accordance w i t h  one  
of t h e  s t anda rd  dead l ines  (November 1, March 1, J u l y  1). These a p p l i c a 
t i o n s  w i l l  be  ass igned  i n d i v i d u a l l y  on t h e  b a s i s  of o t h e r  s u b j e c t  m a t t e r  
f o r  c o n s i d e r a t i o n  by t h e  a p p r o p r i a t e  i n i t i a l  review group, Na t iona l  Advisory 
Counci l ,  and N I H  awarding u n i t .  The r e l a t i o n s h i p  between each  of t h e s e  
proposed non-neuroscience s t u d i e s  involv ing  PET and t h e  ongoing o r  proposed 
a c t i v i t i e s  of a n  NINCDS program p r o j e c t  should be ind ica t ed  c l e a r l y .  

U n t i l  r e c e n t l y ,  t h e  i n t a c t  c e n t r a l  nervous s y s t e m ,  p a r t i c u l a r l y  the human 
nervous s y s t e m  has  no t  been a c c e s s i b l e  f o r  p r e c i s e  q u a n t i t a t i v e  s tudy .  
The t e c h n i c a l  i n a b i l i t y  t o  measure i n  v ivo  c e r e b r a l  pe r fus ion  and metabolism 
has l i m i t e d  t h e  a b i l i t y  of b a s i c  and c l i n i c a l  n e u r o s c i e n t i s t s  t o  s tudy  
p r e c i s e l y  e i t h e r  normal c e r e b r a l  metabol ic  f u n c t i o n  o r  c e r e b r a l  metabol ic  
response t o  stress and i n j u r y .  Animal models have been developed t o  s i m u l a t e  
human "normal" and "abnormal" s i t u t a t i o n s ,  bu t  s e v e r e  l i m i t a t i o n s  of t h e  
a p p l i c a b i l i t y  of t h e s e  models t o  t h e  human metabol ic  o r  pa tho log ic  circum
s t a n c e  i s  a nagging ques t ion  that  has bothered  a l l  i n v e s t i g a t o r s .  I n  
a d d i t i o n ,  t h e  p r e s e n t l y  a v a i l a b l e  biochemical  and phys io log ica l  t echn iques  
used i n  both  animal  and human experiments  a r e  a t  b e s t  s t a t i c  d e s c r i p t i o n s  
of what i s  i n  f a c t  a dynamic s i t u a t i o n .  P o s i t r o n  emission tomography (PET) 
o f f e r s  a n  e x c i t i n g  p o s s i b i l i t y  f o r  an  approach t o  t h e  s o l u t i o n  of t h e s e  



-- 

Page Twenty 

problems. I n  many r e s p e c t s  i t  o f f e r s  f o r  r e s e a r c h  on i n  vivo c e r e b r a l-__ 4 - 3

metabolism what t h e  CT scanner  has  provided f o r  s tudy  of i n  vivo c e r e b r a l  
anatomy. Through t h e  u s e  o f  s h o r t - l i v e d  i s o t o p e s  ( e .g .  O E , m ,  F18 ,  N13) 
i nco rpora t ed  i n t o  m e t a b o l i c a l l y  a c t i v e  compounds ( e . g .  g lucose ,  ca rbon  
monoxide, ammonia), a b i o l o g i c a l l y  s a f e  method is  a v a i l a b l e  f o r  t h e  i n  v ivo  
monitor ing o f  f low,  p e r f u s i o n ,  and metabolism i n  t h e  b r a i n s  of humans and 
experimental  an ima l s .  The r e s u l t s  of such dynamic measurements f o r  the 
unde r s t and ing  of bo th  normal c e r e b r a l  biochemistry and metabolism and t h e  
e f f e c t s  on n e u r a l  t i s s u e  of hypoxia,  anox ia ,  pha rmaceu t i ca l s ,  trauma, 
e t c . ,  opens i n v e s t i g a t i v e  parameters  t h a t  t o  d a t e  have been on ly  s p e c u l a t e d  
upon and, when p o s s i b l e ,  have been g e n e r a l l y  r e s t r i c t e d  t o  experimental  
animal models. 

The e s s e n t i a l  e lements  o f  a program p r o j e c t  i n v e s t i g a t i v e  e f f o r t  u t i l i z i n g  
PET are: 

1. 

2. 

3 .  


4 .  

5.  

6 .  

a n  e s t a b l i s h e d  biomedical  r e s e a r c h  group i n v e s t i g a t i n g  a number of 
r e l a t e d  bu t  s p e c i f i c  r e s e a r c h  q u e s t i o n s  abou t  c e n t r a l  nervous 
s y s t e m  f u n c t i o n  and pathology and w i t h  t h e  t e c h n i c a l  s k i l l s  necessa ry  
t o  u t i l i z e  PET technology.  T h i s  i n c l u d e s  bo th  t h e  e x i s t e n c e  of a n  
a c t i v e  r e s e a r c h  environment a l r e a d y  engaged i n  b a s i c  and c l i n i c a l  
r e s e a r c h  on t h e  nervous system and c l o s e  l i a i s o n  w i t h  o t h e r  research 
groups w i t h  s t r e n g t h s  i n  r a d i o i s o t o p e  o r g a n i c  chemis t ry ,  mathematics,  
and o t h e r  aspects of t h e  neu rosc i ences ;  

a group l e a d e r  who i s  w i l l i n g  and c a p a b l e  of c o o r d i n a t i n g  t h e  
a c t i v i t i e s  of t h e  u n i t  and who has  t h e  necessa ry  a d m i n i s t r a t i v e  
suppor t  of h i s  i n s t i t u t i o n ;  

an  i s o t o p e  r e s o u r c e  i n  c l o s e  p h y s i c a l  proximity t o  t h e  biomedical 
r e s e a r c h  f a c i l i t y  and a v a i l a b l e  f o r  t h e  l a b e l l i n g  of compounds as 
needed by t h e  r e s e a r c h  team; 

a r ad iochemis t ry  l a b o r a t o r y ;  

an  o r g a n i c  chemistry l a b o r a t o r y  f o r  t h e  s y n t h e s i s  o f  i s o t o p e - l a b e l l e d  
b i o l o g i c a l l y  a c t i v e  compounds ; 

a PET imaging f a c i l i t y .  

Funds are  a v a i l a b l e  f o r  t h e  suppor t  of t h e  biomedical  r e s e a r c h  e f f o r t  o f  
t h e  r e s e a r c h  t e a m ;  t o  assist  i n  t h e  e s t a b l i s h m e n t  o r  t h e  modernizat ion 
of a c y c l o t r o n  f a c i l i t y  and f o r  i t s  o p e r a t i o n  as a p p r o p r i a t e  t o  t h e  needs 
of t h e  neu rosc i ence  r e s e a r c h  e f f o r t ;  t h e  modernizat ion and o p e r a t i o n  o f  
i s o t o p e  and o r g a n i c  s y n t h e s i s  l a b o r a t o r i e s  as a p p r o p r i a t e  t o  t h e  needs 
of t h e  neu rosc i ence  r e s e a r c h  e f f o r t ;  and t h e  purchase o r  improvement o f  
t h e  necessa ry  imaging equipment and i ts  o p e r a t i o n .  

I t  i s  a n t i c i p a t e d  t h a t  u p  t o  5 awards w i l l  be  made i n  accordance w i t h  t h e  
s c i e n t i f i c  e x c e l l e n c e  of t h e  neu rosc i ence  r e s e a r c h  program and i n s t i t u t i o n a l  
p a r t i c i p a t i o n  i n  t h e  e s t ab l i shmen t  and suppor t  of t h e  r e s e a r c h  f a c i l i t y .  



NIH Guide f o r  Grants and Cont rac ts  
Vol ,  7, No. 11, August 18, 1978 Page Twenty-one 

Program p r o j e c t  a p p l i c a t i o n  forms and i n s t r u c t i o n s  are a v a i l a b l e  from t h e  

P o s i t r o n  Emission Tomography Program, NINCDS.  When r e q u e s t i n g  a n  a p p l i c a t i o n  

form, p o t e n t i a l  a p p l i c a n t s  should submit a let ter d e s c r i b i n g  i n  broad 

o u t l i n e  t h e  r e s e a r c h  r e s o u r c e s  r equ i r ed  (e .g .  pe r sonne l ,  f a c i l i t i e s ,  

e t c . ) ,  t h e  r e s e a r c h  q u e s t i o n s  t o  be  addres sed ,  t h e  i n s t i t u t i o n a l  a d m i n i s t r a t i v e  

and f i s c a l  arrangements  be ing  cons idered  f o r  suppor t  and o p e r a t i o n  of  

t h e  r e s e a r c h  f a c i l i t y ,  and p l a n s ,  i f  any,  f o r  making t h e  r e s o u r c e s  of t h e  

f a c i l i t y  a v a i l a b l e  t o  o t h e r  i n v e s t i g a t o r s  bo th  w i t h i n  neurosc ience  and i n  

o t h e r  areas of biomedicine i n  t h e  same o r  o t h e r  i n s t i t u t i o n s .  


Informat ion  about  t h i s  program and r e q u e s t s  f o r  a p p l i c a t i o n s  should be 

addressed  t o  : 


P o s i t r o n  Emission Tomography Program 

NINCDS 

Room 8A-13 , Federa l  Bu i ld ing  

7550 W i scons i n  Avenue 

Bethesda,  Maryland 20014 


Telephone: (301) 496-4226 

*W’ 
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NATIONAL INSTITUTE OF CHILD HEALTH AND 

HUMAN DEVELOPMENT 

REQUEST FOR RESEARCH GRANT APPLICATIONS : RFA , , , , / / / / / / / /  

/ ANNOUNCEMENT;
MAJOR RESEARCH PROGRAM GRANTS 

I , ,  ,/ / / ,J ” 

INTRODUCTION The Nat iona l  I n s t i t u t e  of  Chi ld  Heal th  and Human Development 
(NICHD), through t h e  Center  f o r  Research f o r  Mothers and Ch i ld ren  (CRMC), 
i n v i t e s  program g r a n t  a p p l i c a t i o n s  t o  develop new knowledge about  d i s e a s e s  
and d i s o r d e r s  of pregnancy and infancy  w i t h  t h e  a i m  of reducing  i n f a n t  
morbid i ty  and m o r t a l i t y .  Major Research Program g r a n t s  (MRP) w i l l  be  used 
t o  promote and suppor t  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  e f f o r t s  i n  areas where 
(a) knowledge gaps are no t  be ing  s u f f i c i e n t l y  addressed  by ongoing r e s e a r c h ,  
o r  (b) t h e r e  are needs t o  s t i m u l a t e  o r  i n t e n s i f y  e f f o r t s  in promising 
r e sea rch  areas. Research areas f o r  Major Research Program g r a n t s  have been 
and w i l l  c o n t i n u e  t o  be i d e n t i f i e d  by CRMC w i t h  t h e  h e l p  of  o u t s i d e  a d v i s o r s .  

Major Research Program g r a n t s  w i l l  be  suppor ted  through t h e  customary N I H  
gran t - in-a id ,  and management of a p p l i c a t i o n s  w i l l  be  governed by t h e  p o l i c i e s  
f o r  program g r a n t s .  App l i ca t ions  w i l l  be reviewed by t h e  Maternal  and Chi ld  
Heal th  Research Committee, CRMC, NICHD,  and t h e  National Advisory Child Heal th  
and Human Development Council .  A n  o n - s i t e  v i s i t  w i l l  be  a p a r t  of t h e  
i n i t i a l  review. 
accordance w i t h  e s t a b l i s h e d  review schedu les  f o r  i n i t i a l  review groups and 

App l i ca t ions  w i l l  be  eva lua ted  on a con t inu ing  b a s i s  i n  

t h e  Na t iona l  Advisory Child Heal th  and Human Development Counci l .  
h e a l t h  s c i e n t i s t  a d m i n i s t r a t o r  i n  t h e  CRMC w i l l  a d v i s e  a p r o s p e c t i v e  MRP 

A 


a p p l i c a n t  on t h e  r e l evance  of proposed concepts  t o  t h e  needs of t h e  CRMC 
and t h e  f e a s l b i l i t y  of  an  o u t l i n e d  program b e f o r e  a formal  a p p l i c a t i o n  i s  
submi t ted  . 
NOTE Major Research Program g r a n t s  are f o r  t h e  suppor t  o f  hypo thes i s  

t e s t i n g  r e s e a r c h  e f f o r t s ;  they  are n o t  in tended  t o  suppor t  s e r v i c e ,  su rvey ,  

o r  demonst ra t ion  p r o j e c t s .  


BACKGROUND A major g o a l  of t h e  Center  f o r  Research f o r  Mothers and 

Chi ldren  is t h e  p reven t ion  of d i s e a s e s  and d i s o r d e r s  du r ing  pregnancy and 

in fancy .  The complex i t i e s  of t h e  h e a l t h  problems t h a t  need t o  be 

addressed  r e q u i r e  a v a r i e t y  of i n t e g r a t e d ,  m u l t i d i s c l i p l i n a r y  approaches 

involv ing  t h e  behav io ra l  and biomedical  s c i e n c e s  i n  c l i n i c a l  and l a b o r a t o r y  

s e t t i n g s .  Among t h e  problems of concern are p rema tu r i ty ,  f a i l u r e  t o  t h r i v e ,  

mental r e t a r d a t i o n ,  and t h e  sudden i n f a n t  d e a t h  syndrome. Another example 

of  a major problem is  t h a t  of low b i r t h  weight i n f a n t s .  Such i n f a n t s  a r e  

major c o n t r i b u t o r s  t o  i n f a n t  m o r t a l i t y  and t o  subsequent  b i o l o g i c a l  and 

psychologica l  problems i n  in fancy  and chi ldhood i n  the  United S t a t e s .  Each 

year n e a r l y  a q u a r t e r  m i l l i o n  i n f a n t s  are born too  soon, o r  too  small f o r  

t h e i r  g e s t a t i o n a l  a g e ,  or wi th  an abnormal i ty  i n  development i n i t i a t e d  p r i o r  

t o  b i r t h  o r  s h o r t l y  t h e r e a f t e r  t h a t  causes  immediate o r  delayed abnormal i ty  

i n  s t r u c t u r e  o r  func t ion .  I f  a l l  newborns were f r e e  of d e f e c t s  and were m a t u r e  

enough t o  cope du r ing  t h e  f i r s t  month of l i f e ,  much of t h i s  Nat ion’s  i n f a n t  

m o r t a l i t y  and morbid i ty  could b e  e l imina ted .  
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Through t h e s e  Major Research Programs ( M R P )  f o r  Mothers and I n f a n t s ,  t h e  
I n s t i t u t e  p l a n s  t o  unde r t ake  conce r t ed  b iomedica l  and b e h a v i o r a l  r e s e a r c h  
e f f o r t s  d i r e c t e d  toward i n f a n t  s u r v i v a l  and wel l -be ing .  The MRPs w i l l  be  
organized  around problem/need themes, f o r  example: compl i ca t ions  of preg
nancy, p sychosoc ia l  aspects of pregnancy, embryonic and f e t a l  growth and 
development, m a t e r n a l - i n f a n t  n u t r i t i o n ,  i n t r a u t e r i n e  growth r e g a r d a t i o n ,  
i n i t i a t i o n  of  l a b o r ,  p r e v e n t i o n  of p rema tu re  b i r t h ,  d i s o r d e r s  of newborn 
i n f a n t s ,  and t h e  sudden i n f a n t  d e a t h  syndrome. The MRPs will be  e s t a b l i s h e d  
where r e s e a r c h  would be  coord ina ted  w i t h  e x i s t i n g  programs of h e a l t h  care 
t o  e n s u r e  t h e  r a p i d  a s s i m i l a t i o n  of new s c i e n t i f i c  knowledge i n t o  h e a l t h  
care d e l i v e r y .  Loca t ing  t h e s e  MRPs throughout t h e  United S t a t e s  w i l l  a l l o w  
a l l  areas t o  p a r t i c i p a t e  i n  t h e  r e s e a r c h  and s h a r e  i n  t h e  i n c r e a s e d  awareness 
of t h e  importance of t h e  r o l e  of p reven t ion  i n  t h e  achievement of  good h e a l t h  
for pregnant  women and i n f a n t s .  

RESEARCH SCOPE Areas of i n t e r e s t  i n c l u d e  s t u d i e s  a t  s e v e r a l  l e v e l s  such as: 
b i o l o g i c a l  o r g a n i z a t i o n  (ce l l  d i f f e r e n t i a t i o n ,  c e l l  i n t e r a c t i o n s ) ;  popula
t i o n  g e n e t i c s ;  developmental  d e f e c t s  i n  human organ  systems;  and b e h a v i o r a l  
d y s f u n c t i o n s  and d e f e c t s .  Research concerns  i n c l u d e  b u t  are n o t  n e c e s s a r i l y  
l i m i t e d  t o  t h e  fo l lowing :  

ut' 

1. 

2 .  


3 .  


4 .  

5 .  


6 .  

N u t r i t i o n a l ,  developmental ,  and s o c i a l  b e h a v i o r a l  f a c t o r s  t h a t  
c o n t r i b u t e  t o  h igh  r i s k  c o n d i t i o n s  of  i n f a n t s  i n c l u d i n g  low 
b i r t h  weight and p r e m a t u r i t y .  

Diagnos is  and p r e v e n t i o n  of  b iomedica l  and psycho log ica l  
s e q u e l a e  of low b i r t h  weight  i n  in fancy  and ch i ldhood.  

Developmental and envi ronmenta l  c o n d i t i o n s  t h a t  c o n t r i b u t e  
t o  t h e  sudden i n f a n t  d e a t h  syndrome. 

Research t h a t  w i l l  l e a d  t o  new and i n n o v a t i v e  methods of 
t r e a t m e n t  f o r  i n f a n t s  born a t  r i s k  of  morb id i ty  and m o r t a l i t y .  

Normal and abnormal mechanisms t h a t  de t e rmine  t h e  o n s e t  of 
l a b o r .  

S t u d i e s  e l u c i d a t i n g  t h e  g e n e t i c ,  p h y s i o l o g i c a l ,  p sycho log ica l ,  
and envi ronmenta l  c o n t r i b u t i o n s  t o  t h e  normal p r o c e s s e s  i n  b i o l o g y ,  
a n d i n t e r f e r i n g  f a c t o r s  and mechanisms l e a d i n g  t o  b i r t h  d e f e c t s .  

APPLICATION REQUIREMENTS 

A .  	 E l i g i b i l i t y  Nonprof i t  o r g a n i z a t i o n  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 ,  and a u t h o r i z e d  Fede ra l  i n s t i t u t i o n s .  

B.  	 Letter of I n t e n t  P r o s p e c t i v e  a p p l i c a n t s  f o r  MRP g r a n t s  must f i r s t  
submit a b r i e f  le t ter  i n d i c a t i n g  interest and i n c l u d i n g  an o u t l i n e  of 
t h e  proposed r e s e a r c h  program. 
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Appl i can t s  d e s i r i n g  t h e  earliest p o s s i b l e  a c t i o n  on a d e f i n i t i v e  
a p p l i c a t i o n  ( s e e  s e c t i o n  D.  below) should submit a l e t te r  o f  i n t e n t  by 
October 1, 1978, t o :  

D i r e c t o r  
Center  f o r  Research f o r  Mothers 

and Ch i ld ren  
Na t iona l  I n s t i t u t e  o f  Chi ld  Heal th  

and Human Development 
Room 7C-03, Landow Bui ld ing  
Bethesda, Maryland 20014 

Enclosed w i t h  t h e  l e t t e r  should be a s u c c i n c t  and in fo rma t ive  o u t l i n e  
o f  t h e  proposed program. 

A l e t te r  o f  i n t e n t  i s  n o t  binding.  Its purpose is: 

1. 	 To a s s u r e  t h a t  t h e  p r o s p e c t i v e  p roposa l  f a l l s  w i t h i n  t h e  scope 
of p r i o r i t i e s  d e f i n e d  by t h e  CRMC as e l i g i b l e  f o r  suppor t  under 
t h e  MRP. 

2 .  	 To avoid wasted e f f o r t  by an a p p l i c a n t  i n  p repa r ing  a d e f i n i t i v e  
p roposa l  i n a p p r o p r i a t e  f o r  suppor t  under t h e  MRP. 

3. 	 To a le r t  t h e  CRMC o f  a p o t e n t i a l  a p p l i c a t i o n  a t  an e a r l y  s t a g e  o f  
i t s  development so t h a t  t h e  CRMC can d e s i g n a t e  a Program O f f i c e r .  
The Program O f f i c e r  w i l l  be  a s t a f f  s c i e n t i s t  a s s igned  t o  work w i t h  
t h e  a p p l i c a n t  w i t h  a view t o  developing t h e  b e s t  and most a p p r o p r i a t e  
r e q u e s t  p o s s i b l e  i n  o r d e r  t o  meet t h e  r a t h e r  s p e c i a l  r equ i r emen t s  
of t h e  MRP. 

c .  	 The A p p l i c a t i o n  A f t e r  t h e  CRMC has  determined t h a t  a p r o s p e c t i v e  a p p l i c a 
t i o n  lies i n  an a p p r o p r i a t e  area f o r  MRP s u p p o r t ,  t h e  a p p l i c a n t  should 
p repa re  a d e f i n i t i v e  a p p l i c a t i o n  on r e s e a r c h  g r a n t  a p p l i c a t i o n  form 
PHS 398. The CRMC u r g e s  s t r o n g l y  t h a t  t h e  a p p l i c a t i o n  be developed 
i n  c l o s e  c o o p e r a t i o n  w i t h  t h e  Program O f f i c e r  a s s igned  by t h e  CRMC. 

A p p l i c a t i o n s  should be  i d e n t i f i e d  by t y p i n g  i n  t h e  words MAJOR RESEARCH 
PROGRAM GRANTS and t h e  d a t e  o f  p u b l i c a t i o n  o f  t h e  N I H  Guide for Grants 
and Contracts c o n t a i n i n g  t h e  o f f i c i a l  announcement o f  t h e  MRP Program. 
Th i s  i n fo rma t ion  should be  pu t  on page 2 o f  t h e  a p p l i c a t i o n  a t  t h e  t o p  
of t h e  space  provided f o r  a n  a b s t r a c t .  

In  a d d i t i o n ,  a b r i e f  covering l e t te r  should 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  i n  t h e  same way t h a t  i t  is i n  response t o  t h i s  RFA. A 
copy o f  t h e  cove r ing  l e t te r  should be  s e n t  t o  t h e  D i r e c t o r ,  Center  f o r  
Research f o r  Mothers and Ch i ld ren ,  a t  t h e  a d d r e s s  given i n  s e c t i o n  B . ,  
page  3 .  
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MRP awards w i l l  b e  made i n i t i a l l y  f o r  a pe r iod  of  n o t  less than  
***a

t h r e e  y e a r s  and no more than  f i v e  y e a r s  w i t h  o p t i o n  f o r  renewal .  A n  
impor tan t  c o n s i d e r a t i o n  i n  making a renewal  award w i l l  be  s u b s t a n t i v e  
ev idence ,  i n  t h e  form of a p l a n ,  t h a t  t h e  MRP w i l l  serve as a nuc leus  
f o r  growth of r e s e a r c h  a c t i v i t i e s  which w i l l  be  suppor ted  from o t h e r  
sou rces ,  bo th  p r i v a t e  and p u b l i c .  

The p roposa l  f o r  each  component p r o j e c t  of t h e  MRP and f o r  c o r e  
suppor t  must i nc lude  s u f f i c i e n t  i n fo rma t ion  t o  permi t  t h e i r  e v a l u a t i o n  
independent ly  and a s  c o n t r i b u t i n g  p a r t s  of a r e s e a r c h  program. Any 
c o r e  a c t i v i t i e s  o r  equipment o r  c e n t r a l i z e d  l a b o r a t o r i e s  ( i . e . ,  t h o s e  
shared  by s e v e r a l  o r  a l l  i n v e s t i g a t o r s )  must b e  desc r ibed  t o  show how 
they  w i l l  suppor t  t h e  proposed r e s e a r c h .  F a c i l i t i e s  must b e  a v a i l a b l e  
f o r  t h e  pr imary needs of  t h e  MRP and r e q u i r e  no more than modest al tera
t i o n  and /o r  r enova t ion .  Funds f o r  new c o n s t r u c t i o n  are n o t  a v a i l a b l e .  

D. 	 Receip t  Date App l i ca t ions  r ece ived  on o r  b e f o r e  February 1, 1979,  
w i l l  b e  processed f o r  review by t h e  Na t iona l  Advisory Chi ld  Hea l th  and 
Human Development (NACHHD) Counci l  i n  September-October 1979. Applica
t i o n s  r e c e i v e d  a f t e r  February 1, 1979, w i l l  b e  reviewed i n  o r d e r  of  
r e c e i p t  by t h e  Counci l  a t  its r e g u l a r l y  scheduled  meet ings .  

SPECIAL CONSIDEEUTIONS 

A. 	 R e s p o n s i b i l i t y  of t h e  MRP D i r e c t o r  The MRP D i r e c t o r  must b e  a 
s c i e n t i s t  who can provide  s t r o n g ,  e f f e c t i v e  a d m i n i s t r a t i v e  and 
s c i e n t i f i c  l e a d e r s h i p .  The D i r e c t o r  w i l l  be  r e s p o n s i b l e  f o r  t h e  
o r g a n i z a t i o n  and o p e r a t i o n s  of t h e  MRP and f o r  communication w i t h  
t h e  NICHD on  a l l  s c i e n t i f i c  and o p e r a t i o n a l  matters. 

B.  	 R e s p o n s i b i l i t i e s  of  t h e  CRMC The CRMC has  a r e s p o n s i b i l i t y  t o  ma in ta in  
c l o s e  and con t inu ing  c o n t a c t  w i th  each  MRP t o  a s s u r e  t h a t  t h e  program 
develops  a long  l i n e s  compat ib le  w i t h  t h e  o b j e c t i v e s  of t h e  o r i g i n a l  
p roposa l  and of t h e  ME@. A Program O f f i c e r  a s s igned  t o  each MRP w i l l  
a f f o r d  whatever  h e l p  o r  guidance i s  p o s s i b l e  and a p p r o p r i a t e  i n  b o t h  
s c i e n t i f i c  and a d m i n i s t r a t i v e  problems. 

C .  	 R e s p o n s i b i l i t i e s  f o r  Each MRP Ac t ive  c o l l a b o r a t i o n  between s c i e n t i s t s  
working i n  an  MRP-supported program i s  cons ide red  a n e c e s s i t y  f o r  an  
e f f e c t i v e  M R P .  Each MRP should  submit  a p l a n ,  as p a r t  of t h e  a p p l i c a 
t i o n ,  t o  a s s u r e  t h e  i n t e r a c t i o n  of MRP s t a f f  members, so  t h a t  a l l  w i l l  b e  
b e  k e p t  aware of  p rogres s  and problems i n  ach iev ing  r e s e a r c h  o b j e c t i v e s .  

MRP awardees must o p e r a t e  w i t h i n  t h e  workscope of  t h e  approved program, 
bu t  t hey  may pursue  promising new l e a d s  through p i l o t  s t u d i e s .  The 
i n i t i a t i o n  of such p i l o t  s t u d i e s  must b e  approved by t h e  Program O f f i c e r  
r e s p o n s i b l e  f o r  t h e  MRP and h i s / h e r  immediate s u p e r i o r .  

METHOD AND CRITERIA FOR REVIEW 

A. Upon receipt ,  a p p l i c a t i o n s  w i l l  b e  reviewed by t h e  Div i s ion  of Research 
Grants  and NICHD s t a f f  f o r  respons iveness  t o  t h i s  announcement. *%9 

Appl i ca t ions  judged r e spons ive  w i l l  b e  reviewed by t h e  Maternal  and 
Chi ld  Hea l th  Research Committee and t h e  NACHHD Counci l .  Those a p p l i c a 
t i o n s  judged n o t  respons ive  will be r e t u r n e d  t o  t h e  a p p l i c a n t  o r g a n i z a t i o n  
i n  care of t h e  P r i n c i p a l  I n v e s t i g a t o r .  
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B. 	 Review Criteria The f a c t o r s  t o  be cons idered  i n  e v a l u a t i n g  each MRP 
a p p l i c a t i o n  are: 

0 	 The p e r t i n e n c e  of t h e  proposed program t o  t h e  
g o a l  of t h i s  CRMC e f f o r t .  

0 	 The s c i e n t i f i c  m e r i t  of  t h e  r e s e a r c h  des ign ,  
approaches,  and methodology. 

0 	 The r e s e a r c h  exper ience  and competence of t h e  
s t a f f  t o  c a r r y  o u t  t h e  proposed i n v e s t i g a t i o n s .  

0 	 Adequacy of t ime ( e f f o r t )  t o  be devoted t o  
t h e  p r o j e c t  by i n v e s t i g a t o r s  and t e c h n i c a l  s t a f f .  

e 	 The adequacy of  t h e  o r g a n i z a t i o n a l  arrangements 
for s c i e n t i f i c  d i r e c t i o n .  

FUNDING Although t h i s  program is inc luded  and provided f o r  i n  t h e  f i n a n c i a l  
p l ans  f o r  f i s c a l  year  1980, award of g r a n t s  is  con t ingen t  upon u l t i m a t e  
a l l o c a t i o n  of  appropr i a t ed  funds f o r  t h i s  purpose.  

NOTE For f u r t h e r  in format ion ,  p o t e n t i a l  a p p l i c a n t s  may w r i t e  t o :  

D i r e c t o r  

Center  f o r  Research f o r  Mothers and Chi ldren  

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


and Human Development 
Room 7C-03, Landow Bui ld ing  
Bethesda,  Maryland 20014 

* 0. S. COVERNMENT PRINTING OFFICE : 1978 260-918/6 


