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NOTICES 

SYMPOSIUM - EMERGING ISSUES I N  BIOMEDICAL RESEARCH SAFER 
/-

P,T. 42;  K.W. 0715175 
. 
**rr Nat iona l  I n s t i t u t e s  o f  Heal th  

The Div i s ion  o f  S a f e t y ,  Nat iona l  I n s t i t u t e s  o f  Heal th  ( N I H ) ,  is  p leased  t o  
announce t h e  Tenth N I H  Research Sa fe ty  Symposium. Th i s  one and one-half  day 
program, t o  be h e l d  December 3-4 ,  1987, focuses  on emerging i s s u e s  i n  
biomedical r e s e a r c h  s a f e t y .  The r a p i d  advances i n  biomedical r e s e a r c h  over  
t h e  las t  t e n  y e a r s  s e r v e  t o  cha l l enge  s a f e t y  and h e a l t h  p r o f e s s i o n a l s  t o  
a n t i c i p a t e  what t e c h n i c a l  or s a f e t y - r e l a t e d  h u r d l e s  may need t o  be overcome t o  
meet t h e  needs of  t h e  r e s e a r c h  community i n  t h e  f u t u r e .  Th i s  symposium w i l l  
examine s e v e r a l  mechan%srs f o r  r e s o l v i n g  c u r r e n t l y  recognized l a b o r a t o r y
s a f e t y  problems a s s o c i a t e d  wi th  biomedical r e s e a r c h ,  and w i l l  exp lo re  t h e  
e f f e c t i v e n e s s  o f  t h e  i n t e r n a l  i n s t i t u t i o n a l  review p rocess  t o  i d e n t i f y  and 
r e s o l v e  emergent s a f e t y  problems be fo re  t h e y  c o n s t r a i n  r e s e a r c h .  Speakers
r e p r e s e n t i n g  t h e  s c i e n t i s t ,  s a f e t y  p r o f e s s i o n a l ,  biomedical r e s e a r c h  
a d m i n i s t r a t o r ,  a r c h i t e c t  and engineer ,  r e s e a r c h  program d i r e c t o r  and p u b l i c
p o l i c y  a n a l y s t  w i l l  examine: 

-- c u r r e n t  t r e n d s  i n  biomedical r e s e a r c h  and a s s o c i a t e d  s a f e t y
problems; 

-- t h e  pe rcep t ion  o f  r i s k  and i t s  impact on r e s e a r c h  r e l a t e d  s a f e t y  and 
h e a l t h  i s s u e s ;  

-- c o n f l i c t i n g  des ign  requi rements  f o r  biomedical r e s e a r c h  f a c i l i t i e s  
brought about by r a p i d  advances i n  r e s e a r c h  or r e s e a r c h  techniques ;
and 

-- a l t e r n a t i v e  i n t e r n a l  i n s t i t u t i o n  review mechanisms t o  i d e n t i f y  and 
r e s o l v e  r e s e a r c h  s a f e t y  i s s u e s .  

Date: December 3 - 4 ,  1987 

Place :  N I H ,  Masur Auditorium 


For more d e t a i l s ,  p l e a s e  contac t2  


Peggy Van Ness 

S o c i a l  and S c i e n t i f i c  Systems, I n c .  

7101 Wisconsin Avenue, S u i t e  610 

Bethesda, Maryland 20814 

Telephone: ( 3 0 1 )  986-4870 


"THE TOTAL PICTURE" - PROGRAM F U N D I N G  AND GRANTS ADMINISTRATION AT 

NATIONAL INSTITUTES OF HEALTH ( A  REGIONAL CONFERENCEL 


P . T .  42;  K.W. 1014002 

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

A two-day conference cover ing  t o p i c s  r e l a t e d  t o  both  program funding and 
g r a n t s  a d m i n i s t r a t i o n  a t  t h e  Na t iona l  I n s t i t u t e s  o f  Heal th  i s  planned f o r  
October 28-29 a t  t h e  Un ive r s i ty  of Oklahoma Heal th  Sc iences  Center i n  Oklahoma 
C i t y .  The conference  i s  t a r g e t e d  f o r  an audience of  r e s e a r c h e r s  and r e s e a r c h  
a d m i n i s t r a t o r s  a t  i n s t i t u t i o n s  i n  t h e  southwest r eg ion  which i n c l u d e s  
Oklahoma, Texas, Arkansas, Louis iana ,  New Mexico, Kansas, and Missouri .  
I n v e s t i g a t o r s  and staff from small and minor i ty  c o l l e g e s ,  f o r - p r o f i t  r e s e a r c h  
o rgan iza t ions ,  h o s p i t a l s ,  u n i v e r s i t i e s ,  and r e s e a r c h  i n s t i t u t e s  are i n v i t e d .  
Th i s  two-day conference  has  a dua l  focus  o f  i n t e r e s t  t o  both  r e s e a r c h e r s  and 
g r a n t s  a d m i n i s t r a t o r s .  Discuss ions  o f  c u r r e n t  i s s u e s  t h a t  a f f e c t  N I H  funding
and g r a n t s  a d m i n i s t r a t i o n  a r e  inc luded  t o  g i v e  conference  p a r t i c i p a n t s  a 
comprehensive, up-to-date view of  NIH-sponsored r e s e a r c h .  

The f irst  day o f  t h e  conference  i s  devoted t o  d i s c u s s i o n s  o f  c u r r e n t  i n t e r e s t  
t o  t h e  r e sea rch  programs of  t h e  v a r i o u s  i n s t i t u t e s  t h a t  comprise t h e  N I H .  
P repa ra t ion  of an NIH proposa l  and t h e  N I H  review p rocess  are inc luded  as 
agenda t o p i c s .  D r .  George J .  Galasso,  Assoc ia t e  D i r e c t o r  f o r  Extramural 
A f f a i r s  a t  t h e  N I H ,  and program r e p r e s e n t a t i v e s  from f o u r  o f  t h e  N I H  
i n s t i t u t e s  a r e  f e a t u r e d  speake r s .  Time is a v a i l a b l e  f o r  conferencet 

~ B V '  	p a r t i c i p a n t s  t o  meet in formal ly  wi th  t h e  N I H  r e p r e s e n t a t i v e s  and d i s c u s s  
t o p i c s  of  s p e c i a l  i n t e r e s t .  
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The program f o r  t h e  second day cove r s  t o p i c s  a s s o c i a t e d  wi th  pre-award and 
post-award a d m i n i s t r a t i o n  of  N I H  g r a n t s .  Po l i cy  and procedura l  i s s u e s  
a f f e c t i n g  N I H  g r a n t s  a d m i n i s t r a t i o n  form t h e  b a s i s  f o r  t h e  program. General 
d i s c u s s i o n s  on c u r r e n t  i s s u e s  a n d ' t h e  changes t h e y  p r e c i p i t a t e  a r e  followed by 
more s p e c i f i c  d i s c u s s i o n s  r ega rd ing  s p e c i a l  c a r e e r  development programs, 

'rY 	 i n d i r e c t  c o s t s ,  and development o f  i n s t i t u t e  funding p l a n s .  A g raph ic
p r e s e n t a t i o n  i l l u s t r a t i n g  n a t i o n a l  and r e g i o n a l  N I H  a p p l i c a t i o n  and award 
t r e n d s  and review group s c o r i n g  t r e n d s  is  inc luded  on t h e  agenda. M r .  
Geoffrey Grant,  Grants  Po l i cy  O f f i c e r  i n  t h e  Office of  Extramural Research a t  
N I H ,  and r e p r e s e n t a t i v e s  from t h e  Div i s ion  o f  Research Grants  and t h e  g r a n t s
a d m i n i s t r a t i o n  branches of s e v e r a l  o f  t h e  i n s t i t u t e s  are f e a t u r e d  speake r s .  

Conference informat ion  w i l l  be mailed ou t  i n  e a r l y  September wi th  t h e  d e a d l i n e  
f o r  conference  r e g i s t r a t i o n  set  a t  October 9 .  M s .  Karen P e t r y  a t  t h e  
U n i v e r s i t y  o f  Oklahoma's Norman campus is  i n  charge  of  conference  
arrangements.  For more informat ion ,  c o n t a c t  h e r  a t  (405) 325-4757. 

REVISED POLICIES AND PROCEDURES CONCERNING REIMBURSEMENT 
OF INDIRECT COSTS 

P.T. 34; K.W. 1014002 

Pub l i c  Heal th  S e r v i c e  

The Pub l i c  Heal th  S e r v i c e  (PHS) soon w i l l  i s s u e  r e v i s e d  p o l i c i e s  and 
procedures  for t h e  reimbursement of  i n d i r e c t  c o s t s .  The new p o l i c i e s  and 
procedures  w i l l  be conta ined  i n  a r e v i s e d  PHS Gra:ts Adminis t ra t ion  Manual 
(GAM) P a r t  609, "Reimbursement of I n d i r e c t  Cos ts ,  and w i l l  implement changes
included i n  t h e  June 12 th  r e v i s i o n  o f  t h e  HHS GAM Chapter 6-150. The r e v i s e d  
PHS P a r t  609 w i l l  apply  t o  all PHS g r a n t s  and coope ra t ive  agreements (except
b lock  g r a n t s ) .  

The most s i g n i f i c a n t  changes i n  t h e  new PHS p o l i c y  area 

-- A l l  g r a n t  a p p l i c a t i o n s  reviewed by review pane l s  w i l l  show both  
d i r e c t  and i n d i r e c t  c o s t s  r eques t ed .  (Grant a p p l i c a t i o n  Form PHS 
398, r e v i s e d  9/86, c o n t a i n s  t h i s  f e a t u r e . )  This  w i l l  p rovide
reviewers  more informat ion  about t h e  o v e r a l l  c o s t  o f  proposed
p r o j e c t s .  However, review p a n e l s  w i l l  have no a u t h o r i t y  t o  change
i n d i r e c t  c o s t  ra tes  or rest r ic t  t h e  a p p l i c a t i o n  of  t h o s e  rates. 

-- I n d i r e c t  c o s t s  w i l l  b e  reimbursed based on t h e  most c u r r e n t  r a t e ( s )
a v a i l a b l e  a t  t h e  t i m e  o f  award. 

-- The t o t a l  amount awarded by PHS ( d i r e c t  p l u s  i n d i r e c t  c o s t s )  s h a l l  
c o n s t i t u t e  a c e i l i n g  on t h e  amount payable t o  t h e  g r a n t e e  f o r  a 
g r a n t  budget p e r i o d .  

-- Addi t iona l  i n d i r e c t  c o s t  funding w i l l  be awarded only  i n  t h e  
fo l lowing  c i rcumstances  and provided t h a t  funds  are a v a i l a b l e :  

o 	 To c o r r e c t  an e r r o r  made by t h e  g r a n t i n g  agency i n  computing the 
award. Inc luded  i n  t h i s  except ion  is  t h e  p rov i so  t h a t  t h e  g r a n t i n g  
agency s h a l l  r e v i s e  t h e  award t o  provide  a d d i t i o n a l  funds f o r  
i n d i r e c t  c o s t s  when a h ighe r  r a t e ( s )  t h a n  t h e  r a t e c s )  used i n  t h e  
g r a n t  award i s  n e g o t i a t e d  and becomes e f f e c t i v e  ( t h a t  is, t h e  d a t e  
o f  t h e  I n d i r e c t  Cost R a t e  Agreement) on or befo re  one ca l enda r  
month p r i o r  t o  t h e  beginning d a t e  o f  the  g r a n t  budget p e r i o d .  

o 	 To r e s t o r e  funds p r e v i o u s l y  r ecap tu red  by PHS as p a r t  o f  a 
g r a n t e e ' s  unobl iga ted  ba lance .  

o 	 For new or de l inquen t  g r a n t e e s  f o r  whom v a l i d  ra tes  are 
subsequent ly  e s t a b l i s h e d .  

o 	 Upon expansion or ex tens ion  of p r o j e c t s  ( l i m i t e d  t o  t h e  i n d i r e c t  
c o s t s  a t t r i b u t a b l e  t o  any d i r e c t  c o s t s  awarded). Addi t iona l  d i r e c t  
c o s t s  awarded f o r  o t h e r  r easons  may be accompanied by a s s o c i a t e d  
i n d i r e c t  c o s t s  at t h e  g r a n t i n g  agency's op t ion .  

-- Grantees  w i l l  be allowed t o  rebudget between d i r e c t  and i n d i r e c t  
c o s t s  ( i n  e i t h e r  d i r e c t i o n )  without p r i o r  PHS approval .  However,
t h e  rebudget ing  w i l l  be s u b j e c t  t o  o t h e r  normal p r i o r  approval
requi rements  ( t h a t  i s ,  change of program scope or o b j e c t i v e s ,
purchase o f  equipment wi th  an a c q u i s i t i o n  c o s t  g r e a t e r  t h a n  
525,000, e t c . ) .  
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-- A l l  F i n a n c i a l  S t a t u s  Repor ts  (FSRs) t h a t  ref lect  t h e  use o f  a 
non-permanent ra tecs)  w i l l  need t o  be a d j u s t e d  i f  a lower permanent
ratecs) a p p l i c a b l e  t o  t h e  g r a n t  is e s t a b l i s h e d .  I n  t h e s e  c a s e s ,
t h e  g r a n t e e  s h a l l  submit a Summary Report o f  Expendi tures
Adjustment Sheet (SROEAS) d i s p l a y i n g  t h e  downward adjustment t o  
each g r a n t  r e s u l t i n g  from t h e  d i f f e r e n c e  between t h e  non-permanent
and t h e  permanent ra tecs) .  (Revised FSRs are n o t ' n e c e s s a r y . )  

-- The t ime pe r iod  f o r  submission of t h e  SROEAS has  been reduced from 
12 months t o  6 months a f t e r  t h e  I n d i r e c t  Cost Rate Agreement
c s t a b l i s h i n g  t h e  permanent ratecs) is  executed and s h a l l  cover a l l  
g r a n t s  a f f e c t e d  by t h e  Agreement. 

The r e v i s e d  p o l i c e s  and procedures w i l l  app ly  t o  a l l  a p p l i c a b l e  PHS g r a n t s
awarded on o r  a f t e r  October 1 ,  1987. 

The Nat iona l  I n s t i t u t e s  of  Heal th  ( N I H )  w i l l  p rovide  t h e  a c t u a l  amount f o r  
i n d i r e c t  c o s t s  i n  the "Award Computation" p o r t i o n  of  t h e  Notice of  Grant Award 
(Form PHS 1533, r e v i s e d  9/86) under l i n e  2, " I n d i r e c t  Cos ts . "  Th i s  change
r e f l e c t s  t h e  f a c t  t h a t  t h e  N I H  D iv i s ion  o f  F i n a n c i a l  Management w i l l  no longe r
be r e s p o n s i b l e  f o r  making a l l  N I H  awards f o r  i n d i r e c t  c o s t s .  Thus, any
q u e s t i o n s  r ega rd ing  t h e  amount o f  i n d i r e c t  c o s t s  provided f o r  t h e  g r a n t  budget
pe r iod ,  or i ts  c a l c u l a t i o n ,  should be r e f e r r e d  t o  t h e  awarding component t h a t  
i s s u e d  t h e  g r a n t .  

DISCONTINUANCE OF FINANCIAL FORM 

P.T. 34; K.W. 1014002 

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


The Nat iona l  I n s t i t u t e s  of  Health ( N I H )  h a s  d i scon t inued  us ing  t h e  Not ice  o f  

D i s p o s i t i o n  of  Grant Unexpended Balance, Form N I H  1686, r e v i s e d  9/84. The 

purpose o f  t h e  form w a s  t o  allow t h e  N I H  D iv i s ion  of  F i n a n c i a l  Management t o  

n o t i f y  t h e  g ran tee  o r g a n i z a t i o n ' s  bus iness  o f f i c e  and t h e  N I H  awarding 

component of  t h e  a c t i o n  t aken  concerning t h e  d i s p o s i t i o n  o f  g r a n t  funds  

remaining a t  t h e  end o f  each compe t i t i ve  segment of  a g r a n t  p r o j e c t  p e r i o d . 

Grantees  are reminded t h a t  no ba lance  may be expended u n l e s s  it is  r e f l e c t e d  

on a Notice o f  Grant Award, Form PHS 1533, r e v i s e d  9/86. 


I n  s h o r t ,  t h i s  change h a s  been made because ( 1 )  t h e  Grant Unexpended Balance 

form e s s e n t i a l l y  d u p l i c a t e d  informat ion  conta ined  on t h e  F i n a n c i a l  S t a t u s  

Report,  and (2) t h e  g r a n t e e  bus iness  o f f i c e  and t h e  N I H  awarding component are 

aware t h a t  e i t h e r  t h e  g r a n t  has  exp i r ed  or t h e r e  is  follow-on suppor t 

evidenced by an a c t i v e  competing c o n t i n u a t i o n  award. 


Q u e s t i o n s  r ega rd ing  t h e  e l i m i n a t i o n  of  the Notice o f  D i s p o s i t i o n  o f  Grant 

Unexpended Balance form may be d i r e c t e d  t o :  


M r .  Steven J .  Berkowitz, Chief 

Federa l  Ass i s t ance  Accounting Branch 

Divis ion  of F i n a n c i a l  Management

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

Bui ld ing  31, Room BlB07 

9000 Rockvi l le  P ike  

Bethesda, Maryland 20892 

Telephone: (301)  496-6101 


INCLUSION OF MINORITIES I N  STUDY POPULATIONS 


P.T. 34, FF; K.W. 1014002, 0710030 

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

Alcohol, Drug Abuse, and Mental Heal th  Adminis t ra t ion  


The S e c r e t a r y ' s  Task Force on Black and Minor i ty  Heal th  i s sued  i ts  r e p o r t  i n  

October 1985. I n  i t s  review of e x i s t i n g  d a t a ,  t h e  Task Force noted t h e  under 

r e p r e s e n t a t i o n  of m i n o r i t i e s  i n  r e s e a r c h  s t u d i e s .  T h i s  h a s  r e s u l t e d  i n  

s i g n i f i c a n t  gaps i n  knowledge about minor i ty  subpopula t ions .  This  f i n d i n g 

prompted t h e  Task Force t o  recommend t h e  expansion o f  biomedical and 

behaviora l  r e s e a r c h  t o  assure a p p r o p r i a t e  emphasis on h e a l t h  problems t h a t  

d i s p r o p o r t i o n a t e l y  affect  U.S. r a c i a l / e t h n i c  minor i ty  popu la t ions  ( i . e . , 

American Ind ian  or Alaskan Nat ives ,  A s i a n I P a c i f i c  I s l a n d e r s ,  Blacks, 

Hispan ics ) .  Cur ren t ly ,  t h e s e  problems inc lude :  cance r ,  chemical dependency,

h e a r t  d i s e a s e  and s t r o k e ,  homicide and , acc iden t s ,  d i a b e t e s ,  i n f a n t  m o r t a l i t y 

and acqui red  immunodeficiency syndrome '(AIDS). 
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I n  t h o s e  cmpharis a r e a s  (noted  above) ,  t h c r e  are c l e a r  s c i c n t i f i c  and p u b l i c 

hca l t l i  reasons  f o r  s p c c i f i c a l l y  inc luding  mcmbcrs of minor i ty  groups i n  s tudy 

popula t ions .  Howover, i n v e s t i g a t o r s  should he aware t h a t  mcrely inc luding  an 

a r b i t r a r y  number o f  minor i ty  group p a r t i c i p a n t s  i n  a givcn s tudy  i s  

insufficient t o  guarantcc  g e n e r a l i z a t i o n  o f  t h o  r c s u l t s .  I n  a t tcmpt ing  t o  

inc lude  minor i ty  groups i n  a p a r t i c u l a r  s tudy ,  a t t e n t i o n  must bo p a i d  t o  

r c s c a r c h  dcs ign  and sample s i z c  i s s u c s .  


Also,  t h e  N I H  and ADAMHA urge a p p l i c a n t s  for g r a n t s  and o f f e r o r s  for c o n t r a c t s  

t o  g i v c  added a t t c n t i o n  (whcrc f c a s i b l c  and a p p r o p r i a t e )  t o  t h c  i n c l u s i o n  of 

m i n o r i t i o s  i n  t h o  s tudy  popula t ions  f o r  r c s c a r c h  i n t o  t h e  e t i o l o g y  o f  

d i s o a s o s ,  roscorch  i n  behaviora l  and s o c i a l  s c i c n c c s ,  c l i n i c a l  s t u d i o s  o f  

t roatmont  and t reatrncnt  outcomes, r c s c a r c h  on t h c  dynamics o f  h c a l t h  c a r c  and 

i ts  impact on d i s c a s o ,  and a p p r o p r i a t e  i n t c r v e n t i o n s  f o r  d i s c a s c  prcvcnt ion 

and h c a l t h  promotion. If m i n o r i t i c s  a r o  n o t  included i n  a givcn s tudy ,  a 

clear r a t i o n a l e  for t h c i r  cxc lus ion  should be providcd.  


For f u r t h o r  c l a r i f i c a t i o n  or d i s c u s s i o n  o f  t h i s  i s s u c ,  c o n t a c t :  


John W .  Diggs, Ph.D. 

D i r o c t o r ,  Extramural A c t i v i t i e s  Program, N I A I D  

Vice-Chair, Subcommittea on Equal Opportunity 

for Access i n  Extramural Programs

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

Telcphonor (301)  496-7291 


Delores  L. Ptlrron, Ph.D. 

Associa te  D i r c c t o r  f o r  Special Popula t ions 

Coordinator  f o r  S p e c i a l  Popula t ions ,  ADAMHA 

Alcohol,  Drug Abusc, and Mcntal Heal th  Adminis t ra t ion 

Telcphoncr (301)  443-2847 


MTED ANNOUNCEMENTS (RFPs AND RFAs AVAILABLE) 

MICROSTIMULATOR FOR FUNCTIONAL NEUROMUSCULAR STIMULATION 


RFP AVAILABLEt NINCDS-87-11 


P.T. 3 4 ;  K.W. 0740050, 0607023, 0706040 


Nat iona l  I n s t i t u t e  o f  Neurological  and Communicative 

Disordcrs  and S t r o k e  


The Nat iona l  I n s t i t u t e  o f  Neurological  and Communicative Disorders  and S t r o k e  

has a rcquiremcnt f o r  development and e v a l u a t i o n  o f  an implantable ,  s i n g l c 

chonncl,  un tc thcred  micros t imula tor  f o r  f u n c t i o n a l  ncuromuscular s t i m u l a t i o n  

(FNS). 


O f f c r o r s  should have experience i n  m i c r o t e l e m e t r y  and d e s i g n  o f  e l ec t r i ca l  

s t i m u l a t o r s .  I n t e g r a t c d  c i r c u i t  f a b r i c a t i o n  s k i l l s  are d e s i r a b l e .  


T h i s  is an announcement of an a n t i c i p a t e d  Request for Proposa ls . 

RFP-NIH-NINCDS-87-11 w i l l  bo i s s u e d  on or about October 2,  1987, wi th  a 

c l o s i n g  d a t e  f o r  receipt o f  proposa ls  s e t  f o r  December 3, 1987. 


To r e c c i v c  a copy o f  t h e  RFP, p l c a s e  supply t h i s  o f f i c e  wi th  two 

sc l f -addrcssed  mail ing l a b e l s .  A l l  r e s p o n s i b l e  s o u r c e s  may submit a proposa l 

which w i l l  be cons idcrcd  by t h e  agency. Requests f o r  c o p i c s  of t h e  RFP w i l l  

bo honorcd i f  r c c c i v c d  w i t h i n  20 c a l c n d a r  days a f t e r  t h e  schcdulcd i s s u e  d a t c  

of  t h e  RFP. Rcqucsts rece ived  a f t c r  t h i s  p c r i o d  w i l l  be f i l l c d  on a 

f i rs t -comc,  f i r s t - s e r v e d  b a s i s  u n t i l  t h c  supply i s  exhausted.  The RFP package

w i l l  bo a v a i l a b l e  upon w r i t t e n  r e q u e s t  t o :  


Contkact i n g  Officer 

Contrac ts  Managcmcnt Branch, NINCDS 

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

Federa l  Bui ld ing ,  Room 901 

Bcthcsda, Maryland 20892 


, 
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RFA AVAILABLE: 87-HL-19-B 

P.T.  34; K.W. 0750010, 1002045, 0715120, 0715125 
Nat iona l  Heart, Lung, and Blood I n s t i t u t e  


Appl i ca t ion  Rece ip t  Dater November 16, 1987 


The Blood Resources Branch of  t h e  Div i s ion  o f  Blood Diseases  and Resources, 

Nat iona l  Hear t ,  Lung, and Blood I n s t i t u t e  (NHLBI)  announces t h e  a v a i l a b i l i t y 

of a Request f o r  App l i ca t ions  (RFA) on t h e  above s u b j e c t .  T h i s  announcement 

was publ i shed  p r e v i o u s l y  in t h e  May 29, 1987 i s s u e  o f  t h e  N I H  Guide t o  Grants  

and C o n t r a c t s  (Vol. 16, No. 18). It  i s  be ing  r e i s s u e d  t o  emphasize f u r t h e r  

t h e  u rgen t  need t o  r e c e i v e  g r a n t  a p p l i c a t i o n s  addres s ing  t h e  development o f  

methods t o  i n a c t i v a t e  v i r u s e s  i n  blood and blood components. Copies of t h e  

RFA, 87-HL-19-BP may be obta ined  from s ta f f  of t h e  NHLBI .  


The program w i l l  encourage b a s i c  and a p p l i e d  r e s e a r c h  on t h e  development and 

e v a l u a t i o n  o f  procedures  t o  remove o r  d e s t r o y  t h e  i n f e c t i v i t y  o f  H I V  and/or 

o t h e r  t r a n s f u s i o n - t r a n s m i t t e d  v i r u s e s  i n  blood and blood components whi le  

mainta in ing  t h e  t h e r a p e u t i c  e f f e c t i v e n e s s  of  t h e s e  p r e p a r a t i o n s .  The 

emergence o f  t h e  AIDS epidemic h a s  underscored t h e  s e r i o u s  and u rgen t  need t o  

develop e f f e c t i v e  means o f  r ende r ing  blood and blood components safe f o r  

t r a n s f u s i o n .  Procedures t h a t  are developed should be simple,  inexpens ive  and 

capab le  of  be ing  used i n  blood banks and blood c e n t e r s .  


Request f o r  cop ie s  of  t h e  RFA should be addressed  t o r  


Luiz H .  Barbosa, D.V.M.  

Blood Resources Branch, DBDR 

Federa l  Bui ld ing ,  Room 504 

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

Bethesda, Maryland 20892 

Telephone: (3011 496-1537 


AIDS-ASSOCIATED HEART DISEASE 


RFA AVAILABLE: 87-HL-27-H 

P.T. 34; K.W. 0715040, 0715120, 0755030 

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

App l i ca t ion  Rece ip t  Dater January  15, 1988 

The Div i s ion  of Heart  and Vascular  Diseases o f  t h e  Nat iona l  Heart, Lung, and 
Blood I n s t i t u t e  i n v i t e s  g r a n t  a p p l i c a t i o n s  t o  be cons idered  i n  a s i n g l e
compet i t ion  for support of research on A I D S  - associated hear t  disease. 

BACKGROUND 

Seve ra l  r e c e n t  r e p o r t s  sugges t  t h e  p o s s i b i l i t y  of  AIDS - a s s o c i a t e d  h e a r t  
d i s e a s e  t h a t  is d i s t i n c t  from t h e  l o c a l  metastatic involvement o f  t h e  h e a r t  i n  
Kaposi 's  sarcoma and from decreased  h e a r t  weight and marant ic  e n d o c a r d i t i s .  
These r e p o r t s  i nc lude  d iagnoses  of myocard i t i s ,  d i l a t e d  cardiomyopathy,
conges t ive  h e a r t  f a i l u r e  and a r rhy thmias .  L i t t l e  is  known about t h e  e t i o l o g y
and pa thogenes is  of h e a r t  d i s e a s e  i n  AIDS p a t i e n t s  and t h e  r e l a t i v e  r o l e s  o f  
H I V ,  o p p o r t u n i s t i c  i n f e c t i o n s  and drug abuse.  

OBJECTIVES AND SCOPE 

The o v e r a l l  goa l  i s  t o  g e n e r a t e  knowledge which w i l l  l e a d  t o  improved
d iagnos i s  and t r ea tmen t  of  h e a r t  d i s e a s e  i n  AIDS p a t i e n t s .  To t h i s  end t h e  
o b j e c t i v e  is  t o  e l u c i d a t e  t h e  mechanisms under ly ing  t h e  pa thogenes i s  o f  AIDS -
a s s o c i a t e d  h e a r t  d i s e a s e .  Relevant approaches inc lude  t h e  d i s c i p l i n e s  of 
molecular biology, c e l l  b io logy ,  pathology, v i r o l o g y ,  caxdiology, immunology,
and microbiology as t h e y  apply  t o  t h e  c a r d i o v a s c u l a r  system. Other approaches
inc lude  t h e  s tudy  of evolv ing  c a r d i a c  dysfunct ion  i n  p a t i e n t s ,  pharmacologic
s t u d i e s  of  t h e r a p e u t i c  regimens and t h e  use  of  animal models. 
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MECHANISM OF SUPPORT 


Thc suppor t  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 ,  i n d i v i d u a l  

r e s e a r c h  g r a n t .  It i s  a n t i c i p a t e d  t h a t  approximately e i g h t  g r a n t s  w i l l  be  

awarded undcr t h i s  program. A l l  c u r r e n t  p o l i c i e s  and requiremcnts  t h a t  govern 

t h e  r e s e a r c h  g r a n t  programs o f  t h e  Nat iona l  I n s t i t u t e s  o f  Heal th  w i l l  app ly  t o  

g r a n t s  awarded under t h i s  RFA. Awards w i l l  be made t o  f o r e i g n  i n s t i t u t i o n s  

only  f o r  r e s e a r c h  o f  very  unusual mer i t ,  need, and promise,  and i n  accordance 

with  Pub l i c  Heal th  S e r v i c e  p o l i c y  governing such awards. 


REVIEW PROCEDURES 


A l l  a p p l i c a t i o n s  submi t ted  i n  response t o  t h i s  RFA w i l l  be  eva lua ted  f o r  

s c i c n t i f i c  and t e c h n i c a l  merit by an  i n i t i a l  review group, which w i l l  be  

convened f o r  t h i s  purpose,  by the  Div i s ion  o f  Extramural Af fa i r s ,  NHLBI .  


METHOD OF APPLYING 


P o t e n t i a l  a p p l i c a n t s  should wr i te  o r  phone t h e  i n d i v i d u a l  l i s t e d  below f o r  t h e  

f u l l  RFA document, which inc ludes  i n s t r u c t i o n s  f o r  t h e  submission o f  

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


Constance Weinstein,  Ph.D. 

Div i s ion  o f  Heart and Vascular  Diseases 

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

Fedcra l  Bui ld ing ,  Room 3C06 

7550 Wisconsin Avenue 

Bethesda, MD 20892 

Telephone: ( 3 0 1 )  496-1081 


Appl i ca t ions  must be submit ted us ing  Form 398 (Rev. 9/86) .  The RFA l a b e l  

conta ined  i n  t h e  a p p l i c a t i o n  k i t  must be a f f i x e d  t o  t h e  bottom o f  t h e  face 

page of  t h e  o r i g i n a l  copy o f  t h e  a p p l i c a t i o n .  F a i l u r e  t o  use  t h i s  l a b e l  could  

r e s u l t  i n  delayed p rocess ing  and review o f  your a p p l i c a t i o n .  


NATIONAL COOPERATIVE DRUG DISCOVERY GROUPS FOR THE TREATMENT 

OF ACQUIRED IMMUNE DEFICIENCY SYNDROME (AIDS) 


RFA AVAILABLE: 87-AI-24 


P.T. 34; K.W. 0715120, 0715125, 0740020, 0755025, 1003006, 0710100, 0710030 


Nat 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 


Let te r  o f  I n t e n t  Receipt  Date - December 1 ,  1987 

Appl i ca t ion  Rece ip t  Date - February 12, 1988 


The Nat 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 ( N I A I D )  announces 

a v a i l a b i l i t y  of an RFA f o r  funding of t h e  Nat iona l  Cooperat ive Drug Discovery 

Groups f o r  t h e  Treatment o f  Acquired Immune Def ic iency  Syndrome (NCDDG/AIDS).

It  is  t h e  purpose of t h i s  RFA ( ava i l ab le  on r eques t )  t o  i n v i t e  a p p l i c a t i o n s 

aimed a t  t h e  d iscovery  of more e f fec t ive ,  more se lec t ive ,  and more d i v e r s e  

agen t s  which can  be used f o r  t h e  t r ea tmen t  of  AIDS. App l i ca t ions  which 

inc lude  a r e s e a r c h  p r o j e c t  o r  a core  component from t h e  p r i v a t e  s e c t o r  ( e . g . 

pharmaceut ical ,  chemical ,  o r  b io t echno log ica l  companies) are encouraged. 

Research on t h e  use  o f  e i t h e r  t h e  humoral o r  t h e  c e l l u l a r  arm o f  t h e  immune 

system, on t h e  s t r u c t u r e  and b iophys ica l  p r o p e r t i e s  o f  p r o t e i n s ,  b iochemis t ry 

o f  v i r a l  h o s t  i n t e r a c t i o n s .  drug t a r g e t i n g ,  b iochemis t ry  of v i r a l ,  mycotic and 

p a r a s i t i c  i n t e r a c t i o n s ,  animal models, drug metabolism, d iscovery  o f  

p o t e n t i a l l y  e f f i c a c i o u s  n a t u r a l  p roducts  o r  s y n t h e t i c  chemicals  may be judged 

respons ive  t o  t h i s  RFA. App l i ca t ions  must i nc lude  a t  l e a s t  one r e s e a r c h  

p r o j e c t  s p e c i f i c a l l y  on H I V  and may submit p r o j e c t s  designed f o r  developing 

t h e r a p i e s  f o r  t h e  t r ea tmen t  o f  t h e  fo l lowing  o p p o r t u n i s t i c  i n f e c t i o n s  

a s s o c i a t e d  wi th  AIDS: mycobacteria,  c ryp tococcos i s ,  pneumocystis,  Eps t e in 

Barr v i r u s  and cytomegalovirus .  However, a p p l i c a t i o n s  f o r  t h e  development o f  

nucleos ide  analogues f o r  t h e  t r ea tmen t  o f  members o f  t h e  he rpes  v i r u s  fami ly 

w i l l  no t  be accepted  as respons ive  t o  t h i s  RFA. 
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Each NCDDGIAIDS w i l l  be assembled by t h e  P r i n c i p a l  I n v e s t i g a t o r  t o  form a 
m u l t i d i s c i p l i n a r y  consortium r e p r e s e n t i n g  t h e  v a r i o u s  s k i l l s  needed t o  
s u c c e s s f u l l y  des ign ,  s y n t h e s i z e ,  and e v a l u a t e ,  a t  t h e  p r e c l i n i c a l  l e v e l ,  
t r ea tmen t  e n t i t i e s  and s t r a t e g i e s  f o r  t h e  t r ea tmen t  of  AIDS. Inasmuch as it 
is  u n l i k e l y  t h a t  a l l  o f  t h e  ou t s t and ing  t a l e n t s  r e q u i r e d  t o  e x p l o i t
fundamental l e a d s  from v a r i o u s  s c i e n t i f i c  d i s c i p l i n e s  w i l l  be found i n  a 
s i n g l e  i n s t i t u t i o n ,  each Group is envis ioned  as be ing  m u l t i - i n s t i t u t i o n a l  as 
w e l l .  Thus each NCDDGIAIDS w i l l  be assembled by t h e  P r i n c i p a l  I n v e s t i g a t o r
and w i l l  c o n s i s t  o f  a number o f  r e s e a r c h  p r o j e c t s  r e p r e s e n t i n g  t h e  s c i e n t i f i c  
d i s c i p l i n e s  r e q u i r e d  t o  a t t a i n  t h e  Group's goa l  and o b j e c t i v e s .  The v a r i o u s  
r e s e a r c h  p r o j e c t s ,  i nc lud ing  t h a t  o f  t h e  P r i n c i p a l  I n v e s t i g a t o r ,  may be 
mobilized from academia, r e s e a r c h  i n s t i t u t i o n s ,  o r  i n d u s t r y .  It i s  expec ted
t h a t  t h e  r a t i o n a l e  f o r  des ign  of  p o t e n t i a l  t r e a t m e n t s ,  t h e  s y n t h e s i s  of  
s p e c i f i c  agen t s ,  and t h e  p r e c l i n i c a l  models f o r  e v a l u a t i o n  w i l l  o r i g i n a t e
wi th in  t h e  Group and be based on l e a d s  from t h e i r  own and o t h e r s '  fundamental 
r e s e a r c h .  S p e c i f i c a l l y  excluded from t h e  Group's a c t i v i t i e s  are a c t i v i t i e s  
r e l a t e d  t o  c l i n i c a l  e w d u a t i o n  of the drug. 

C 

Awards w i l l  be made as  Cooperative Agreements. Ass i s t ance  v i a  Cooperative
Agreement d i f f e r s  from t h e  r e s e a r c h  g r a n t  i n  t h a t  t h e  Government component ( i n
t h i s  i n s t a n c e ,  N I A I D )  awarding t h e  Cooperative Agreement a n t i c i p a t e s
s u b s t a n t i a l  involvement du r ing  performance. The n a t u r e  o f  N I A I D  staff  
p a r t i c i p a t i o n  is desc r ibed  i n  t h e  RFA. However, t h e  apply ing  Group must 
d e f i n e  i t s  o b j e c t i v e s  i n  accord wi th  i ts  own i n t e r e s t s  and p e r c e p t i o n s  of 
approaches t o  anti-AIDS t r e a t m e n t .  

The proposed a p p l i c a n t  i n s t i t u t i o n  w i l l  be r e s p o n s i b l e  f o r  t h e  Group's
a p p l i c a t i o n .  Awards w i l l  be made t o  t h e  a p p l i c a n t  i n s t i t u t i o n  on beha l f  o f  
t h e  group as a whole and n o t  t o  i n d i v i d u a l  r e s e a r c h  p r o j e c t s  w i th  t h e  Group.
The a p p l i c a n t  i n s t i t u t i o n  w i l l  p rovide  a C e n t r a l  Opera t ions  O f f i c e  f o r  t h e  
Group. The a p p l i c a n t  i n s t i t u t i o n  w i l l  be r e s p o n s i b l e  f o r  t h e  performance o f  
t h e  e n t i r e  Group and w i l l  be accountable  f o r  t h e  funds awarded. The 
p a r t i c i p a t i o n  o f  t h e  Government through t h e  N I A I D  ex t ramura l  s taff  is  aimed a t  
f a c i l i t a t i n g  a conce r t ed  e f f o r t  by t h e  Group by making a v a i l a b l e  t o  t h e  Group
b i o l o g i c a l  m a t e r i a l s  f o r  t e s t i n g ,  a p p r o p r i a t e  e x i s t i n g  d a t a  bases ,  and 
a p p r o p r i a t e  a n c i l l a r y  t e s t i n g  under e x i s t i n g  c o n t r a c t s .  The i n t e r a c t i o n  of 
academic and n o n p r o f i t  r e s e a r c h  i n s t i t u t i o n s  wi th  commercial o r g a n i z a t i o n s
and Government is expec ted  t o  f avor  e f f i c i e n t  i nven t ion  of  anti-AIDS t r ea tmen t  
and w i l l  f a c i l i t a t e  i t s  subsequent development t o  c l i n i c a l  t r i a l .  

N I A I D  has  set  a s i d e  3 t o  5 m i l l i o n  t o t a l  c o s t s  f o r  t h e  i n i t i a l  y e a r ' s  funding .  3iJ It is  a n t i c i p a t e d  t h a t  3-5 awards w i l l  be made under t h i s  program. 

Th i s  RFA is a v a i l a b l e  from: 

D r .  John J .  McGowan 

Chief,  Developmental The rapeu t i c s  Branch 

AIDS Program

Westwood Bui ld ing  3A-07 

Nat iona l  I n s t i t u t e  o f  A l l e rgy 

and I n f e c t i o u s  Diseases 

Bethesda, Maryland 20892 

Telephone: (301) 496-8197 


Appl i ca t ions  must be submi t ted  us ing  Form 398 (Rev. 9 / 8 6 ) .  The RFA l a b e l  

conta ined  i n  t h e  a p p l i c a t i o n  k i t  must be a f f i x e d  t o  t h e  bottom of  t h e  face 

page of  t h e  o r i g i n a l  copy o f  t h e  a p p l i c a t i o n .  F a i l u r e  t o  use  t h i s  l a b e l  cou ld  E 


r e s u l t  i n  delayed p rocess ing  and review o f  your a p p l i c a t i o n .  t 


O N G O I N G  PROGRAM ANNOUNCEMENTS c 

c 
MOLECULAR AND DEVELOPMENTAL NEUROBIOLOGY 

P.T. 34;  K.W. 0705055, 1002008, 1002059, 0790000 
1 

Nat iona l  I n s t i t u t e  o f  Chi ld  Heal th  and Human Development
Nat iona l  I n s t i t u t e  o f  Neurologica l  and Communicative 
Disorders  and S t roke  

The Nat iona l  I n s t i t u t e  of Chi ld  Heal th  and Human Development ( N I C H D )  and The

C-	 Nat iona l  I n s t i t u t e  of Neurologica l  and Communicative Disorders  and S t roke  
(NINCDS) j o i n t l y  sponsor t h i s  program announcement t o  i n v i t e  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  f o r  s t u d i e s  on t h e  molecular b io logy  of t h e  developing nervous 
system. The purpose of t h i s  program announcement is t o  p l a c e  a d d i t i o n a l  
emphasis on r e s e a r c h  which focuses  on t h e  development of  s t r u c t u r e  and 
func t ion  a t  t h e  molecular l e v e l  i n  t h e  c e n t r a l  nervous system. 
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BACKGROUND 

S t r u c t u r a l  nervous system anomalies a r e  commonly encountered i n  newborns and 
comprise over h a l f  o f  t h e  human c o n g e n i t a l  abnorma l i t i e s  t h a t  are incompat ib le
wi th  l i f e .  They a l s o  can pose a l i f e - l o n g  burden o f  morbid i ty  i f  t h e  a f f e c t e d  
newborns s u r v i v e .  The ma jo r i ty  o f  s t u d i e s  t o  d a t e  have focused on 

h U  	 morphological aspects o f  t h e  development of t h e  nervous system and i n c r e a s i n g  3
a t t e n t i o n  is  needed on t h e  complex s e r i e s  of i n t e r a c t i n g  e v e n t s  t h a t  r e s u l t  i n  
a normally f u n c t i o n i n g  c e n t r a l  nervous system. S t u d i e s  are t h e r e f o r e  needed 
on a l l  a s p e c t s  of  nervous system matura t ion  wi th  inc reased  emphasis on 
molecular approaches cover ing  t h e  embryonic, f e t a l  and p o s t n a t a l  p e r i o d s .  

RESEARCH GOALS 

I n v e s t i g a t i o n s  are encouraged t h a t  examine t h e  sequence o f  s p a t i a l l y  and 
tempora l ly  over lapping  developmental e v e n t s  from t h e  e a r l i e s t  g e s t a t i o n a l
s t a g e s  u n t i l  matura t ion  o f  t h e  f u l l y  func t ion ing  a d u l t  organ system. I n t e r e s t  
i nvo lves  e a r l y  neu rogsnes i s ,  h i s t o g e n e s i s ,  d i s o r d e r s  of normal development and 
behav io ra l  studiss, Establ i shment  o f  c e l l  l i n e a g e s ,  neuronal  mig ra t ions ,
axonal outgrowth and long  range c o n n e c t i v i t y ,  format ion  o f  s y n a p t i c
connect ions  and p a t t e r n s  of  c e l l  dea th  a r e  a l l  cons idered .  Normal a s  w e l l  as 
adverse  i n f l u e n c e s  l e a d i n g  t o  developmental nervous system a b n o r m a l i t i e s  are 
inc luded .  While i n v e s t i g a t i o n s  can be a t  t h e  c e l l u l a r  l e v e l ,  i n c r e a s i n g
a t t e n t i o n  should  be g iven  t o  e f f o r t s  t h a t  i d e n t i f y  molecular components i n  
nervous system development and t h a t  examine t h e  developmental r e g u l a t i o n  and 
f u n c t i o n  of t h e  r e s p e c t i v e  genes.  Use of  mammalian animal models is  p r e f e r r e d
bu t  i n v e s t i g a t i o n s  employing nonmammalian models o r  c e l l  o r  organ c u l t u r e  
systems f o r  unders tanding  of nervous system matura t ion  and 
developmentally-caused nervous system abnorma l i t i e s  i n  t h e  human are a l s o  
a p p r o p r i a t e .  Nervous system developmental s t u d i e s  encouraged by t h i s  
announcement are g iven  below. Other r e l e v a n t  t o p i c s  proposed by a p p l i c a n t s  
are e q u a l l y  welcome. 

INVESTIGATIONS NEED TO IDENTIFY MOLECULAR COMPONENTS I N  THE ESTABLISHMENT OF 
CELL LINEAGES AND TO ANALYZE THEIR INVOLVEMENT I N  THE COMMITMENT OF NEURAL 
PRECURSOR CELLS TO SPECIFIC CELL LINEAGES AND DIFFERENTIATION PATHWAYS OF THE 
NERVOUS SYSTEM I N  THE EARLY EMBRYO. STUDIES MAYS 

o 	 Examine c o n t r o l  of p r o l i f e r a t i o n  of  precommitted c e l l s  by growth
f a c t o r s  and i n h i b i t o r s  (microenvironmental i n f l u e n c e s )  and t h e  

‘CY 	 expres s ion  of growth f a c t o r s  and t h e i r  f u n c t i o n  i n  c e l l u l a r  
commitment t o  specif ic  c e l l  l i n e a g e s .  

o 	 Analyze r e l a t i o n s h i p s  between neuronal a n c e s t r i e s  and f i n a l  
d i f f e r e n t i a t e d  fa tes  and determine t h e  g e s t a t i o n a l  t imes  when 
commitment t o  s p e c i f i c  c e l l  l i n e a g e s  is made. 

o 	 Develop c e l l u l a r  probes,  such as i n j e c t e d  DNA encoding a unique
molecular marker, t o  i n v e s t i g a t e  c e l l  d i v i s i o n  and t h e  commitment 
o f  c e l l s  t o  s p e c i f i c  c e l l  l i n e a g e s ,  ana lyze  t h e  genes’ r o l e  i n  t h e  
h i e r a r c h y  o f  developmental d e c i s i o n s  t h a t  c e l l  l i n e a g e s  have t o  
make and study genes  and gene products ,  d e f i n e d  by homeotic 
muta t ions ,  involved  i n  s p e c i f i c a t i o n  of neura l  c e l l  fa tes .  

o 	 Determine t h e  molecular d e f e c t s  caused by mutant genes,  and t h e i r  
s p a t i a l  and temporal c h a r a c t e r i s t i c s  i n  producing nervous system
development-regulating e f f e c t s .  

STUDIES ARE NEEDED BEYOND THE CURRENT KNOWLEDGE OF GLIAL CELL INVOLVEMENT I N  
NEURONAL M I G R A T I O N  TO IDENTIFY PARTICULARLY THE MOLECULAR COMPONENTS I N  THIS 
PROCESS AND TO EXAMINE DEVELOPMENTAL REGULATION DURING THE MORPHOGENETIC 
MOVEMENTS OF NEURULATION AND OF THE NEURAL CREST. THEY MAY: 

o 	 Evalua te  ce l l  s u r f a c e  adhesion molecules i n  premigra tory  s o r t i n g
from t h e i r  p r o l i f e r a t i v e  zone, and i n  i n t e r a c t i o n s  wi th  g l i a l  ce l l s  
du r ing  neuronal  mig ra t ions .  

o 	 Examine t h e  r e g u l a t o r y  c o n t r o l s  f o r  t h e  s t a g e - and t i s s u e - s p e c i f i c
expres s ion  o f  t h e  neuronal c e l l  s u r f a c e  adhesion a n t i g e n s ,  i . e . ,  by
endogenous and exogenous r e g u l a t o r y  f a c t o r s  and even t s .  

o 	 Dissec t  t h e  molecular a r c h i t e c t u r e  and f u n c t i o n a l  sites of neuronal  
c e l l  s u r f a c e  adhesion a n t i g e n s  wi th  monoclonal a n t i b o d i e s  and 
recombinant DNA t echn iques .  3 
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o 	 Charac te r i ze  r e c e p t o r  molecules f o r  neuronal  c e l l  s u r f a c e  adhes ion  
a n t i g e n s  involved i n  t h e  adhes ive  and migra tory  p rocesses  on bo th  
neuronal  and g l i a l  c e l l  s u r f a c e s .  

o 	 Determine e x t r a c e l l u l a r  mat r ix  c o n s t i t u e n t s  recognized by neuronal  
c e l l  s u r f a c e  a n t i g e n s  du r ing  t h e  adhes ive  and migra tory  p rocesses .  1 

o 	 Examine t h e  r e l a t i o n s h i p  between p r o l i f e r a t i v e  and migratory I 

behavior  of n e u r a l  c r e s t - d e r i v e d  ce l l s  and t h e  c o n t r o l l i n g
molecular mechanisms. 

o 	 Study d i s t r i b u t i o n  o f  e x t r a c e l l u l a r  ma t r ix  components i n  t h e  
developing organism and c o r r e l a t e  w i th  t h e  known pathways o f  n e u r a l  
c r e s t  mig ra t ion .  

o 	 Study role and embryonal developmental r e g u l a t i o n  o f  t h e  v a r i o u s  
ma t r ix  molecules i n  n e u r a l  crest mig ra t ion .  

MOLECULAR MECHANISMS BY WHICH NEURONS FIND PROPER CONNECTIONS IN THE 

DEVELOPING EMBRYO AND MOLECULAR CONTRIBUTIONS THAT ARE ESSENTIAL FOR AXONAL 

GUIDANCE THROUGH THE EMBRYONIC ENVIRONMENT TO APPROPRIATE TARGET TISSUES NEED

STUDY. THIS ALSO NECESSITATES INVESTIGATIONS OF GROWTH CONE EXTENSION AND OF 

GROWTH CONE SENSING OF THE ENVIRONMENT FOR TARGET-SPECIFIC ADHESION DECISIONS,

STUDIES MAY: 


o 	 Examine d i f f e r e n t i a l  axonal a d h e s i v i t y  t o  e x t r a c e l l u l a r  matrix 
components, g r a d i e n t s  o f  d i f f u s i b l e  subs t ances  ( e . g . ,  nerve  growth
f a c t o r ) ,  embryonic e l e c t r i c  f i e l d s ,  o r  a l r e a d y  d i f f e r e n t i a t e d  
neurons as axonal guidance f a c t o r s .  

o 	 Determine guidance f a c t o r s  f o r  p ionee r  axons and growth cones and 
examine c e l l  s u r f a c e  a n t i g e n s  i n  axon bundling ( f a s c i c u l a t i o n )
dur ing  t h e  axonal  guidance p rocess .  

o 	 I n v e s t i g a t e  t h e  developmental r e g u l a t i o n  of  c e l l  s u r f a c e  ant igens,
and re la te  a n t i g e n  gene expres s ion  t o  on togene t i c  r e g u l a t i o n  of 
e x t r a c e l l u l a r  ma t r ix  components. 

o 	 Study growth cone r e c e p t o r s  for e x t r a c e l l u l a r  ma t r ix  components
( laminin ,  f i b r o n e c t i n )  or d i f f u s i b l e  subs t ances  t h a t  promote axonal 
outgrowth. 

o 	 Study developmental expres s ion  o f  i n t r a c e l l u l a r  p r o t e i n s ,  and 
r e g u l a t i o n  o f  genes a s s o c i a t e d  wi th  axonal outgrowth and growth 
cone ex tens ion  towards t a r g e t  t i s s u e  and ana lyze  expres s ion  o f  
neuronal r e c o g n i t i o n  molecules i n  terms o f  s p e c i f i c i t y  of  t a r g e t
select  i o n .  

STUDY OF THE DEVELOPMENTAL FORMATION OF SYNAPTIC CONNECTIONS HAS MAINLY 

EXAMINED CELLULAR CHARACTERISTICS AND HAS SUGGESTED MUTUAL INTERACTIVE 

INFLUENCES OF AXONS AND TARGET TISSUE IN THE ESTABLISHMENT, MAINTENANCE, AND 

REARRANGEMENT OF SYNAPTIC CONNECTIONS. CHARACTERIZATION OF THE MOLECULAR 

COMPONENTS IN THIS PROCESS IS REQUIRED. STUDIES MAY8 


o 	 Examine t h e  molecular components ( c e l l  s u r f a c e  molecules)
c o n t r i b u t i n g  t o  synapse formation, maintenance, and rearrangement
i n  t h e  developing nervous system. 

o 	 Examine p o s t s y n a p t i c  s y n t h e s i s  of r e c e p t o r s  and o t h e r  p r o t e i n s  in 
response t o  axonal i n f l u e n c e .  

o 	 Study t r o p h i c  effects o f  t a r g e t  de r ived  s y n a p t i c  f a c t o r s  on axons,
(ana lyze  f a c t o r ' s  r e c e p t o r s  on p r e s y n a p t i c  c e l l s ) .  

o 	 Analyze t h e  r o l e  o f  b a s a l  lamina components i n  t h e  format ion  o f  
i n t e rneurona l  and neuron- ta rge t  connec t ions  and examine t h e  genes
and developmental r e g u l a t i o n  o f  molecular components--cell s u r f a c e  
a n t i g e n s ,  e x t r a c e l l u l a r  ma t r ix  components, t r o p h i c  f a c t o r s ,  and 
r e c e p t o r s .  

o 	 Analyze t h e  r e g u l a t i o n  o f  n e u r o t r a n s m i t t e r  expres s ion  by i n f l u e n c e s  
i n  t h e  embryonic environment and t h e  p l a s t i c i t y  of n e u r o t r a n s m i t t e r  
s y n t h e s i s  dur ing  development. 
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MECHANISM OF SUPPORT 

Support f o r  t h i s  program is through t h e  r e g u l a r  r e s e a r c h  p r o j e c t  g ran t - in -a id .
Each s u c c e s s f u l  a p p l i c a n t  w i l l  p l an ,  d i r e c t ,  and c a r r y  ou t  t h e  i n d i v i d u a l  
r e s e a r c h  p r o j e c t .  

APPLICATION AND REVIEW PROCEDURES 3*I 

Appl i ca t ions  should be prepared  on Form PHS 398 (Revised 9/86) fo l lowing
i n s t r u c t i o n s  conta ined  i n  t h e  a p p l i c a t i o n  k i t .  App l i ca t ion  k i t s  are a v a i l a b l e  
from most i n s t i t u t i o n a l  bus iness  o f f i c e s ,  or may be ob ta ined  from: 

Of f i ce  o f  Grants  I n q u i r i e s
Div i s ion  of  Research Grants  
Nat iona l  I n s t i t u t e s  o f  Heal th  
Westwood Bui ld ing  - Room 449 
Bethesda, Maryland 20892 

Appl i ca t ions  must be  respons ive  t o  t h e  pfograrn announcement and t h e  g o a l s  o f  
N I C H D  and NINCDS. They w i l l  be judged on s c i e n t i f i c  merit and program
re levance  i n  accardance w i t h  N I H  p o l i c y  and procedures  invo lv ing  pee r  review. 
An i n i t i a l  review w i l l  be made by t h e  a p p r o p r i a t e  s tudy  s e c t i o n  o f  t h e  
Div i s ion  o f  Research Grants. A second l e v e l  of  review w i l l  be made by t h e  
Nat iona l  Advisory Chi ld  Heal th  and Human Development Council or by t h e  
Nat iona l  Advisory Neurologica l  and Communicative Di so rde r s  and S t roke  Council 
depending on I n s t i t u t e  assignment o f  t h e  a p p l i c a t i o n .  Assignments w i l l  be 
based on Div i s ion  o f  Research Grant referral  g u i d e l i n e s .  

Deadline d a t e s  f o r  t h e  r e c e i p t  o f  a p p l i c a t i o n s  are: 
February 1 June 1 October 1 

The phrase  "PREPARED I N  RESPONSE TO N I C H D  AND NINCDS PROGRAM ANNOUNCEMENT FOR 
RESEARCH ON MOLECULAR AND DEVELOPMENTAL NEUROBIOLOGY" should be typed  on l i n e  
2 o f  t h e  ( f a c e )  page o f  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  o f  t h e  
a p p l i c a t i o n  should be mailed t o :  

Grant App l i ca t ion  Rece ip t  O f f i c e  
Div i s ion  o f  Research Grants  
Nat iona l  I n s t i t u t e s  of  Heal th  
Westwood Bu i ld ing  - Room 240 

*I@ Bethesda, Maryland 20892-4500EE 3 
I n q u i r i e s  may be d i r e c t e d  to: 


Delbe r t  Dayton, M . D . ,  Chief Joseph S .  Drage, M . D . ,  Chief 

Genet ics  & Tera to logy  Branch Developmental Neurology Branch 

Center f o r  Research f o r  D iv i s ion  o f  Convulsive, 

Mothers and Chi ldren  Developmental, Neuromuscular 

N I C H D - N I H  Diseases ,  NINCDS-NIH 

Landow Building-Room 7C08 Federa l  Building-Room 816 

Bethesda, Maryland 20892 Bethesda, Maryland 20892 

Telephone ( 3 0 1 )  496-5541 Telephone (301)  496-6701 


This  program is desc r ibed  i n  t h e  Catalog of Federa l  Domestic Ass i s t ance  No. 

13.854, Bio log ica l  Basis Research i n  t h e  Neurosciences and Communicative 

Sciences  and No. 13.865, Research f o r  Mothers and Ch i ld ren .  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 c  Heal th  Se rv ice  Act, S e c t i o n  301 (42 

USC241) 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  Regula t ions  42 

CFR P a r t  52 and 45 CFR Part 74. T h i s  program is  no t  s u b j e c t  t o  review by a 

Health Systems Agency. 


SUPPORT OF RESEARCH CENTER GRANTS 


P.T. 04; K.W. 0710030, 0710100, 0785015, 0715210, 1002019 

Nat iona l  I n s t i t u t e  o f  General Medical Sc iences  

The Nat iona l  I n s t i t u t e  of  General Medical Sc iences  (NIGMS) a c c e p t s  c e n t e r  
g r a n t  a p p l i c a t i o n s  only  i n  t h e  r e s e a r c h  a r e a s  l i s t e d  below. Th i s  announcement 
is n o t i f i c a t i o n  t h a t  t h e  g u i d e l i n e s  for c e n t e r  g r a n t  a p p l i c a t i o n s  have been 
r e v i s e d .  Before p repa r ing  an a p p l i c a t i o n ,  a p p l i c a n t s  should o b t a i n  t h e  
complete i n s t r u c t i o n s  f o r  p repa r ing  c e n t e r  g r a n t  a p p l i c a t i o n s  from t h e  
a p p r o p r i a t e  i n d i v i d u a l  named below. 
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The purpose of  NIGMS r e s e a r c h  c e n t e r  g r a n t s  is  t o  promote t h e  a p p l i c a t i o n  of 
b a s i c  r e s e a r c h  f i n d i n g s  t o  c l i n i c a l  problems and t o  a l low s c i e n t i f i c  p rogres s
t h a t  would no t  t a k e  p l a c e  through,  o r  would only  be made more slowly by,
i n t e r r e l a t e d  r e s e a r c h  p r o j e c t s  t h a t  focus  on a biomedical r e s e a r c h  problem
w i t h i n  one o f  t h e  s p e c i f i e d  f i e l d s .  

Deadlines f o r  r e c e i p t  of c e n t e r  g r a n t  a p p l i c a t i o n s  are February I ,  June 1, and 
h u  October 1 .  

NOTE: NIGMS IMPOSES A DOLLAR LIMIT ON APPLICATIONS FOR CENTER GRANTS. THE 
CURRENT LIMIT I S  S3,500,000 DIRECT COSTS OVER A 5-YEAR PERIOD. UNDER CERTAIN 
CIRCUMSTANCES, ADDITIONAL FUNDS MAY BE PROVIDED FOR MAJOR PIECES OF EQUIPMENT. 

The areas i n  which NXGMS a c c e p t s  r e s e a r c h  c e n t e r  g r a n t  a p p l i c a t i o n s ,  and t h e  
o f f i c i a l s  t o  c o n t a c t  f o r  i n s t r u c t i o n s  and f u r t h e r  in format ion  are: 

I Pharmacological Sc iences :  

I
I 

D r .  C h r i s t i n e  Car r i co  (301) 496-7707 


Anesthesiology:
i D r .  Paul V e l l e t r i  (301) 496-7707 

c 

Trauma and Burn Research: 

D r .  L e e  Van Lenten (301)  496-7001 


Genet ics  : 

D r .  J u d i t h  Greenberg (301) 496-7175 


For g e n e r a l  in format ion ,  a p p l i c a n t s  may c o n t a c t  
D r .  Elke Jordan  (301) 496-7061 

XXTHE MAILING ADDRESS GIVEN FOR SENDING APPLICATIONS TO THE DIVISION OF 
RESEARCH GRANTS I S  THE CENTRAL M A I L I N G  ADDRESS FOR THE NATIONAL INSTITUTES OF 
HEALTH. APPLICANTS WHO USE EXPRESS MAIL OR A COURIER SERVICE ARE ADVISED TO 
FOLLOW THE CARRIER'S REQUIREMENTS FOR SHOWING A STREET ADDRESS. THE ADDRESS 
FOR THE WESTWOOD B U I L D I N G  I S :  

5333 Westbard Avenue 
b w  Bethesda, Maryland 20816 

* l J . S .  G.P.0. 1987-181-289160013 11 


