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NOTICES 

N I H  REGIONAL CONFERENCE I N  GRANTS ADMINISTRATION 

J 
P.T. 42; K.W. 1014006 

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

A two-day confe rence  cove r ing  t o p i c s  r e l a t e d  t o  bo th  program fund ing  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  Hea l th  is  p lanned  f o r  
October 18 - 19, 1989, a t  t h e  U n i v e r s i t y  o f  Missouri-Columbia.  The confe rence  
i s  t a r g e t e d  f o r  an  aud ience  o f  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  midwest r e g i o n  which i n c l u d e s  Colorado, I l l i n o i s ,  Iowa, 
Kansas, Missour i ,  Nebraska,  and Oklahoma. Those i n t e r e s t e d  from o t h e r  s t a t e s  
are a l s o  encouraged t o  a t t e n d .  I n v e s t i g a t o r s  and s ta f f  from small and 
m i n o r i t y  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 r g a n i z a t i o n s ,  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 .  T h i s  two-day confe rence  h a s  a d u a l  f o c u s  
o f  i n t e r e s t  t o  b o t h  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 .  D i s c u s s i o n s  o f  
c u r r e n t  i s s u e s  t h a t  affect  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  are inc luded  
t o  g i v e  confe rence  p a r t i c i p a n t s  a comprehensive,  up- to-da te  view o f  
NIH-sponsored r e s e a r c h .  

The first day o f  t h e  confe rence  is 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 s e a r c h  programs o f  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 r e p a r a t i o n  o f  an  N I H  p roposa l  and t h e  N I H  review p r o c e s s  are inc luded  as 
agenda t o p i c s .  Program r e p r e s e n t a t i v e s  from s e v e r a l  N I H  i n s t i t u t e s  are 
f e a t u r e d  s p e a k e r s .  Time w i l l  be  a v a i l a b l e  f o r  confe rence  p a r t i c i p a n t s  t o  meet 
i n f o r m a l l y  w i t h  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  o f  s p e c i a l
i n t e r e s t .  

The program f o r  t h e  second day c o v e r s  t o p i c s  a s s o c i a t e d  w i t h  pre-award and 
post-award a d m i n i s t r a t i o n  o f  N I H  g r a n t s .  P o l i c y  and p r o c e d u r a 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  and t h e  changes t h e y  p r e c i p i t a t e  are i n t e g r a t e d
w i t h  more s p e c i f i c  d i s c u s s i o n s  r e g a r d i n g  s p e c i a l  career development programs
and l a b  s a f e t y .  M r .  Geoff rey  Grant ,  Gran t s  P o l i c y  Officer i n  t h e  Office o f  
Extramural  Research a t  N I H ,  r e p r e s e n t a t i v e s  from t h e  D i v i s i o n  o f  Research 
Gran t s ,  and program and g r a n t s  management s ta f f  o f  s e v e r a l  i n s t i t u t e s  are 

w f e a t u r e d  s p e a k e r s .  

Conference schedu le  and fee in fo rma t ion  w i l l  be  mai led o u t  e a r l y  September.
For more in fo rma t ion ,  c o n t a c t  E .  J a n e  R u t t e r ,  con fe rence  c o o r d i n a t o r  a t  (314)
882-9584 o r  Barry Kl ing ,  D i r e c t o r ,  Cont inuing  Educat ion  and Ex tens ion  f o r  t h e  
Hea l th  P r o f e s s i o n  a t  (314) 882-4105. 

DATED ANNOUNCEMENTS (RFPs AND RFAs) 

DISTRIBUTION OF MOUSE MODELS FOR NEURAL TUBE DEFECTS 

RFP AVAILABLE: RFP-NICHD-89-25 

P.T. 34; K.W. 1002002, 0755020 
N a t i o n a l  I n s t i t u t e  of  Ch i ld  Hea l th  and Human Development 


The Na t iona l  I n s t i t u t e  o f  Ch i ld  Hea l th  and Human Development ( N I C H D )  is 

seek ing  o r g a n i z a t i o n s  t o  ma in ta in  and d i s t r i b u t e  two mouse models f o r  n e u r a l  

t u b e  d e f e c t s  t o  t h e  s c i e n t i f i c  community. The mouse models have been 

developed under  two e x i s t i n g  c o n t r a c t s  w i t h  N I C H D .  The o r g a n i z a t i o n  needs  t o  

have t h e  e x p e r t i s e  and t h e  f a c i l i t i e s  t o  house and ma in ta in  b reed ing  s t o c k s  o f  

mutant mice and t h e  c a p a b i l i t y  t o  d i s t r i b u t e  them t o  i n t e r e s t e d  i n v e s t i g a t o r s .  


T h i s  announcement i s  a new s o l i c i t a t i o n .  The i s s u a n c e  o f  t h e  RFP w i l l  be  on 

August 7, 1989, and p r o p o s a l s  w i l l  be  due by 4 : O O  pm EDT, October  10, 1989. 

The I n s t i t u t e  e x p e c t s  t o  make one award from t h i s  s o l i c i t a t i o n .  


Reques ts  f o r  t h e  RFP s h a l l  be  d i r e c t e d  i n  w r i t i n g  t o :  


Mrs. Lynn S a l 0  

N I C H D ,  OGC,  CMS 

Execut ive  P l a z a  North Bldg. ,  Rm. 515 


W 	 9000 R o c k v i l l e  P ike  
Bethesda,  Maryland 20892 
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To r e c e i v e  a copy o f  t h e  RFP, p l e a s e  supp ly  t h i s  o f f i c e  w i t h  two 

s e l f - a d d r e s s e d  m a i l i n g  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 p r o p o s a l 

which w i l l  b e  c o n s i d e r e d .  


T h i s  a d v e r t i s e m e n t  does  n o t  commit t h e  Government t o  award a c o n t r a c t .  


N A T I O N A L  COOPERATIVE VACCINE DEVELOPMENT GROUPS FOR THE ACQUIRED 

IMMUNODEFICIENCY SYNDROME 


RFA: 89-AI-16 


P.T. 34; K.W. 0715008, 0740075, 1002045, 0760080, 1002008, 0710030 


N a t i o n a l  I n s t i t u t e  o f  A l l e r g y  and I n f e c t i o u s  Diseases 


Revised A p p l i c a t i o n  R e c e i p t  Date: December 8, 1989 


The N a t i o n a l  I n s t i t u t e  o f  A l l e r g y  and I n f e c t i o u s  Diseases h a s  r e v i s e d  t h e  

a p p l i c a t i o n  r e c e i p t  d a t e  f o r  t h e  Request f o r  A p p l i c a t i o n s  (RFA) 89-AI-16, 

N a t i o n a l  Coopera t ive  Vaccine Development Groups f o r  t h e  Acquired 

Immunodeficiency Syndrome, from August 1 0 ,  1989, t o  December 8, 1989. The 

ea r l i e s t  award d a t e  i s  June  1, 1990. 


Q u e s t i o n s  conce rn ing  t h i s  r e v i s e d  due d a t e  and r e q u e s t s  f o r  c o p i e s  o f  t h e  f u l l  

RFA document may be  d i r e c t e d  t o :  


D r .  Wayne Koff 

AIDS Program, N I A I D  

Vaccine Research and Development Branch 

6 0 0 3  Execu t ive  Bldg. ,  Room 234P 

R o c k v i l l e ,  Maryland 20892 

Telephone: (301)  496-8200 


NATIONAL COOPERATIVE DRUG DISCOVERY GROUPS FOR THE TREATMENT OF ACQUIRED

IMMUNE DEFICIENCY SYNDROME (AIDS) 


RFA AVAILABLE: 89-AI-19 

P.T. 34; K.W. 0715008, 0740020, 0710100, 1003006, 1003002, 1002045, 0710070 

N a t i o n a l  I n s t i t u t e  o f  A l l e r g y  and I n f e c t i o u s  Diseases 

Le t t e r  o f  I n t e n t  Rece ip t  Date: October 2 ,  1989 
A p p l i c a t i o n  Rece ip t  Date: December 8, 1989 

The N a t i o n a l  I n s t i t u t e  o f  A l l e r g y  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  o f  a Request f o r  A p p l i c a t i o n  (RFA) f o r  fund ing  o f  t h e  N a t i o n a l  
Coopera t ive  Drug Discovery Groups f o r  t h e  Treatment  o f  Acquired Immune 
D e f i c i e n c y  Syndrome (NCDDG/AIDS). It i s  t h e  purpose o f  t h i s  RFA ( c o p i e s
a v a i l a b l e  upon r e q u e s 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 i s c o v e r y  o f  more 
e f f e c t i v e ,  s e l e c t i v e ,  and d i v e r s e  new a g e n t s  which can be  used f o r  t h e  
t r e a t m e n t  o f  AIDS. A p p l i c a t i o n s  which i n c l u d e  a r e s e a r c h  p r o j e c t  o r  a c o r e  
component from t h e  p r i v a t e  s e c t o r  ( e . g . ,  pha rmaceu t i ca l ,  chemical ,  o r  
b i o t e c h n o l o g i c a l  companies) are encouraged.  Research on t h e  u s e  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 i o p h y s i c a l  p r o p e r t i e s  o f  c e l l u l a r  o r  v i r a l  p r o t e i n s ,  t h e  b i o c h e m i s t r y  o f  
v i r a l - h o s t  i n t e r a c t i o n s ,  d rug  t a r g e t i n g ,  r ibozymes, d rug  metabolism,
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 r o d u c t s  o r  c e r t a i n  s y n t h e t i c  chemical  
approaches may be  judged r e s p o n s i v e  t o  t h i s  RFA. A p p l i c a t i o n s  shou ld  n o t  
i n c l u d e  t h e  f o l l o w i n g  r e s e a r c h  areas which have a l r e a d y  been i n t e g r a t e d  i n t o  
o t h e r  N I H  i n i t i a t i v e s :  s y n t h e s i s  o r  development o f  ana logues  of  known 
anti-HIV n u c l e o s i d e s ,  l i p o p h i l i c  car r ie rs  o f  n u c l e o s i d e s ,  p rod rugs  o f  e x i s t i n g
n u c l e o s i d e s ,  t e s t i n g  i n  animal  r e t r o v i r a l  models o t h e r  t h a n  t h o s e  t h a t  u t i l i z e  
H I V ,  r e s e a r c h  on t h e  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  w i t h  AIDS, e v a l u a t i o n  
o f  recombinant human c y t o k i n e s ,  development o f  g l y c o s y l a t i o n  i n h i b i t o r s ,
development o f  s o l u b l e  CD4 o r  CD4 c o n j u g a t e s ,  and l a r g e  scale random s c r e e n i n g
i n  c e l l  c u l t u r e - b a s e d  sys t ems .  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 v a l u a t i o n  o f  t h e  d rug .  ( A  
program f o r  l a r g e - s c a l e  s c r e e n i n g  o f  compounds f o r  a c t i v i t y  a g a i n s t  H I V  is 
o p e r a t e d  by t h e  N a t i o n a l  Cancer I n s t i t u t e . )  For t h o s e  t h a t  propose s c r e e n i n g
i n  c e l l  c u l t u r e - b a s e d  systems,  s c r e e n i n g  o f  n a t u r a l  p r o d u c t s ,  b i o l o g i c s  and/or
s y n t h e t i c  compounds can n o t  exceed 25 p e r c e n t  o f  t h e  t o t a l  e f f o r t  o f  t h e  
Group. A s e p a r a t e  Request f o r  A p p l i c a t i o n s  (RFA) f o r  t h e  N a t i o n a l  Coopera t ive
Drug Discovery Groups f o r  t h e  Treatment o f  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  
w i t h  AIDS w a s  i s s u e d  on June  3 0 ,  1989, i n  t h e  N I H  Guide f o r  Gran t s  and 
C o n t r a c t s  (Vol .  18,  No. 2 2 ) .  
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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  consor t ium 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  d e s i g n ,  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 e a t m e n 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 e a t m e n t  o f  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  o u t s t a n d i n g  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 i s  env i s 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 g o a 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 n c l u d i n g  t h a t  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 ,  may be  
mobi l ized  from academia,  r e s e a r c h  i n s t i t u t i o n s ,  and/or  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  o f  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  a g e n 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
w i t h i n  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 .  

Awards w i l l  b e  made as Coopera t ive  Agreements. The Coopera t ive  Agreement
funding  mechanism d i f f e r s  from t h e  t r a d i t i o n a l  r e s e a r c h  g r a n t  i n  t h a t  t h e  
Government component ( N I A I D )  awarding t h e  Coopera t ive  Agreement a n t i c i p a t e s
s u b s t a n t i a l  involvement d u r i n g  performance.  The n a t u r e  o f  N I A I D  s ta f f  
p a r t i c i p a t i o n  i s  d e s c r i b e d  i n  t h e  RFA. However, t h e  app ly ing  Group must 
d e f i n e  i ts  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  o f  
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 b e h a 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 t h i n  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 rov ide  a C e n t r a l  Opera t ions  Office 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  accoun tab le  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 th rough  t h e  N I A I D  ex t r amura l  s ta f f  i s  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  and o t h e r  r e s o u r c e s  a v a i l a b l e  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  o f  academic and non-p ro 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 i s  expec ted  t o  f a v o r  e f f i c i e n t  
i n v e n t i o n  of anti-AIDS t r e a t m e n t  and w i l l  f a c i l i t a t e  t h e i r  subsequent
development t o  c l i n i c a l  t r i a l .  

W 
A p p l i c a t i o n s  w i l l  be  reviewed by t h e  a p p r o p r i a t e  subcommittee o f  t h e  N I A I D  
AIDS Research Review Committee. N I A I D  h a s  set a s i d e  $2.3 m i l l i o n  f o r  t h e  
i n i t i a l  y e a r ' s  funding .  The amount s p e n t  w i l l  be  dependent  on t h e  c o n t i n u i n g
a v a i l a b i l i t y  o f  funds  f o r  t h i s  purpose and t h e  q u a l i t y  and d i v e r s i t y  o f  
a p p l i c a t i o n s  recommended f o r  approva l .  

T h i s  RFA is a v a i l a b l e  from: 


M s .  Nancy R .  Brown 

Developmental  T h e r a p e u t i c s  Branch 

D i v i s i o n  of Acquired Immunodeficiency Syndrome

Nat iona l  I n s t i t u t e  o f  A l l e r g y  and I n f e c t i o u s  Diseases 

6003 Execut ive  Boulevard,  Room 243P 

Bethesda,  Maryland 20892 

Telephone Number: (301) 496-0637 


O N G O I N G  PROGRAM ANNOUNCEMENTS 

TECHNOLOGY DEVELOPMENT? MAPPING, AND DNA SEQUENCING I N  SUPPORT OF THE HUMAN 
GENOME PROGRAM 

P.T. 34; K.W. 1215018, 0755045, 1002058, 1004017, 1003012, 1002008? 0710030 

Office o f  Human Genome Research 

T h i s  Program Announcement restates t h e  i n t e r e s t  o f  t h e  Na t iona l  I n s t i t u t e s  o f  
Hea l th  ( N I H )  i n  r e c e i v i n g  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  r e l a t e d  t o  
t h e  Human Genome I n i t i a t i v e .  The p r e s e n t  announcement supe r sedes  t h e  p r e v i o u s
NIH-wide Program Announcement (November 4, 1988) on mapping and de te rmin ing
t h e  DNA sequence o f  t h e  genomes o f  t h e  human o r  o f  model organisms.  The 
o b j e c t i v e  i s  t o  s t i m u l a t e  c r e a t i v e ,  i n n o v a t i v e  r e s e a r c h  t h a t  w i l l  
s u b s t a n t i a l l y  improve t h e  r a p i d i t y ,  e f f i c i e n c y  and accuracy  wi th  which mapping
and DNA sequence d a t a  can  b e  ob ta ined ,  ana lyzed ,  and d i s t r i b u t e d .  
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BACKGROUND INFORMATION 


The N I H  i s  c u r r e n t l y  engaged, a long  w i t h  s e v e r a l  o t h e r  f e d e r a l ,  p r i v a t e ,  and 

i n t e r n a t i o n a l  o r g a n i z a t i o n s ,  i n  a r e s e a r c h  program known as t h e  Human Genome 

I n i t i a t i v e .  T h i s  program is des igned  t o  c h a r a c t e r i z e  t h e  human genome and t h e  

genomes o f  s e l e c t e d  model organisms.  I t  h a s  s e v e r a l  i n t e r r e l a t e d  g o a l s :  t h e  -It 


c o n s t r u c t i o n  o f  h i g h  r e s o l u t i o n  g e n e t i c  l i n k a g e  maps; t h e  development o f  a 

v a r i e t y  o f  p h y s i c a l  maps; t h e  d e t e r m i n a t i o n  o f  t h e  complete  n u c l e o t i d e  

sequence o f  t h e  DNA o f  s e l e c t e d  organisms;  t h e  development o f  t h e  c a p a b i l i t y 

f o r  c o l l e c t i n g ,  s t o r i n g ,  d i s t r i b u t i n g ,  and a n a l y z i n g  t h e  d a t a  and m a t e r i a l s  

produced; and t h e  development o f  a p p r o p r i a t e  new t e c h n o l o g i e s  necessa ry  t o  

a c h i e v e  t h e s e  o b j e c t i v e s .  The in fo rma t ion  t h a t  w i l l  be o b t a i n e d  w i t h i n  t h e  

genome p r o j e c t  w i l l  be a r e s o u r c e  f o r  s t u d i e s  of gene s t r u c t u r e  and f u n c t i o n  

and w i l l  promote r e s e a r c h  i n t o  t h e  g e n e t i c  a s p e c t s  o f  human d i s e a s e .  I n  t h i s  

way, t h e  Human Genome I n i t i a t i v e  w i l l  s e r v e  as  an unde r ly ing  source  of 

i n fo rma t ion  f o r ,  and s t i m u l u s  t o ,  a wide r ange  o f  s t u d i e s  from t h e  most b a s i c  

t o  t a r g e t e d  and c l i n i c a l  programs a c r o s s  t h e  spectrum o f  N I H  i n t e r e s t s  and 

r e s p o n s i b i l i t i e s .  


I n  t h e  p a s t  two y e a r s ,  s e v e r a l  announcements/solicitations f o r  g r a n t 

a p p l i c a t i o n s  r e l a t e d  t o  t h e  Human Genome I n i t i a t i v e  have been pub l i shed  i n  t h e  

N I H  Guide f o r  Gran t s  and C o n t r a c t s .  These i n c l u d e  two broad Program

Announcements and s e v e r a l  Reques ts  f o r  A p p l i c a t i o n s .  T h i s  Program

Announcement c o n s o l i d a t e s  t h e  p r i o r  announcements/solicitations i n  one 

document and emphasizes  t h e  c o n t i n u i n g ,  ongoing i n t e r e s t  on t h e  p a r t  o f  t h e  

N I H  i n  r e c e i v i n g  g r a n t  a p p l i c a t i o n s  f o r  suppor t  o f  r e s e a r c h  p r o j e c t s  t h a t  

a d d r e s s  t h e  g o a l s  o f  t h e  genome program wi th  a wide range  o f  r e s e a r c h  

a c t i v i t i e s .  One area i n  which r e s e a r c h  a c t i v i t i e s  are encouraged is  t h e  

development o f  improved t echno logy  f o r  p h y s i c a l  mapping, f o r  t h e  d e t e r m i n a t i o n  

o f  DNA sequences ,  and f o r  t h e  management o f  t h e  in fo rma t ion  t h a t  a c c r u e s .  A 

s e p a r a t e ,  bu t  e q u a l l y  impor t an t ,  a r e a  i n c l u d e s  r e s e a r c h  p r o j e c t s  t h a t  s eek  t o  

i n c r e a s e  t h e  i n f o r m a t i o n  a v a i l a b l e  about  s p e c i f i c  genomic r e g i o n s  through t h e  

expans ion  of g e n e t i c  maps,  t h e  c o n s t r u c t i o n  of  phys i ca l  maps, o r  p i l o t 

p r o j e c t s  f o r  l a r g e - s c a l e  DNA sequence d e t e r m i n a t i o n .  


C r e a t i v e ,  nove l  approaches  i n  a l l  t h e s e  areas w i l l  be  e s s e n t i a l  t o  t h e  success 

o f  t h e  genome p r o j e c t .  To t h i s  end, t h e  N I H  encourages  i n t e r d i s c i p l i n a r y  

programs t h a t  draw from f i e l d s  such as in fo rma t ion  s c i e n c e ,  chemis t ry , 

p h y s i c s ,  and e n g i n e e r i n g ,  i n  a d d i t i o n  t o  t h e  b i o l o g i c a l  s c i e n c e s .  


P r o g r e s s  w i l l  be a c c e l e r a t e d  by c o o p e r a t i o n  and i n t e r a c t i o n  among

i n v e s t i g a t o r s .  The re fo re ,  it is expec ted  t h a t  a l l  materials and in fo rma t ion  

d e r i v e d  from t h i s  work w i l l  be  made a v a i l a b l e  t o  t h e  s c i e n t i f i c  community i n  a 

t i m e l y  manner, i n  acco rd  w i t h  P u b l i c  Hea l th  S e r v i c e  p o l i c y .  Within t h e  genome 

program, awardees w i l l  be  expec ted  t o  s h a r e  in fo rma t ion  and to work c l o s e l y 

w i t h  o t h e r  l a b o r a t o r i e s  involved  i n  r e l a t e d  p r o j e c t s .  


RESEARCH SCOPE 


T h i s  Program Announcement is  in t ended  t o  emphasize t h e  ongoing commitment o f  

t h e  N I H  t o  t h e  s p e c i f i c  g o a l s  o f  t h e  genome p r o j e c t  and t o  t h e  development o f  

methodologica l  t o o l s  and r e s o u r c e s  which would suppor t  t h i s  e f f o r t ,  i n c l u d i n g 

t h e  s t o r a g e  and r e t r i e v a l  o f  materials and d a t a .  A p p l i c a t i o n s  r e s p o n s i v e  t o  

t h i s  announcement w i l l  i n c l u d e  a broad spectrum o f  r e s e a r c h  approaches  t o  

g e n e t i c  and p h y s i c a l  mapping, DNA sequencing ,  d a t a  hand l ing  and new methods o f  

d a t a  i n t e r p r e t a t i o n .  Development o f  new and imag ina t ive  t e c h n o l o g i e s  needed 

t o  suppor t  t h e  genome p r o j e c t  are e s p e c i a l l y  encouraged.  The t o p i c s  d e s c r i b e d  

below are n o t  i n t ended  t o  l i m i t  t h e  t y p e s  o f  a p p l i c a t i o n s  t h a t  are a c c e p t a b l e 

i n  r e sponse  t o  t h i s  announcement, bu t  r a t h e r  t o  i l l u s t r a t e  t h e  r ange  o f  work 

t h a t  w i l l  be  needed t o  a t t a i n  t h e  g o a l s  o f  t h e  genome p r o j e c t .  


However, r e s e a r c h  d i r e c t e d  toward a n a l y s i s  of t h e  b i o l o g i c a l  f u n c t i o n  o f  

s p e c i f i c  genes  o r  gene sys tems,  o r  t h e  a p p l i c a t i o n  o f  g e n e t i c  i n fo rma t ion  t o  

t h e  unde r s t and ing ,  d i a g n o s i s ,  p r e v e n t i o n ,  o r  t r e a t m e n t  o f  s p e c i f i c  g e n e t i c 

d i s o r d e r s  is  n o t  w i t h i n  t h e  scope o f  t h e  genome program. Such work i s  

c u r r e n t l y  suppor t ed  by a number o f  o t h e r  programs a t  t h e  N I H .  I n fo rma t ion  

about  t h e s e  programs can  be  o b t a i n e d  from i n d i v i d u a l  I n s t i t u t e s .  P o t e n t i a l  

a p p l i c a n t s  are encouraged t o  c o n t a c t  one o f  t h e  r e p r e s e n t a t i v e s  l i s t e d  below 

t o  d i s c u s s  t h e  proposed r e s e a r c h  p r o j e c t  and f o r  a d d i t i o n a l  i n fo rma t ion .  


Technology Development 


The o b j e c t i v e  is  t o  s t i m u l a t e  c r e a t i v e ,  i n n o v a t i v e  r e s e a r c h  t h a t  w i l l  l e a d  t o  

s u b s t a n t i a l  improvements i n  t h e  speed ,  e f f i c i e n c y  and accu racy  wi th  which 1 v 


mapping and DNA sequence d a t a  can  be  ob ta ined ,  ana lyzed ,  and d i s t r i b u t e d .  

Such improvements can be  ach ieved  th rough  au tomat ion  o f  e x i s t i n g  methodology, 

development o f  new approaches ,  o r  b o t h .  M u l t i - d i s c i p l i n a r y  approaches  t o  t h e  
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a t t a i n m e n t  of t h e s e  g o a l s  are encouraged,  Examples o f  t h e  problems f o r  which 
improved t e c h n o l o g i c a l  s o l u t i o n s  and/or  au tomat ion  are needed are:  

o g e n e r a t i n g ,  p u r i f y i n g ,  and c l o n i n g  l a r g e  DNA f ragments ;  

'I o 	 c o n s t r u c t i n g  p h y s i c a l  maps, i n c l u d i n g  long-range r e s t r i c t i o n  maps
and ove r l app ing  sets ( c o n t i g s )  o f  DNA f ragments  t h a t  are d e r i v e d  
from s p e c i f i c  chromosomal r e g i o n s  and are connec ted  i n t o  more 
e x t e n s i v e  p h y s i c a l  a r r a y s ;  

o de t e rmin ing  r e l a t i o n s h i p s  between g e n e t i c  and p h y s i c a l  maps; 

o 	 l o c a t i n g  s p e c i f i c  genes  on g e n e t i c  and p h y s i c a l  maps and w i t h i n  
r e g i o n s  o f  sequenced DNA; 

o 	 de te rmin ing  DNA sequence,  i n c l u d i n g  assembl ing  ove r l app ing  DNA 
sequences  i n t o  l o n g e r  a r r a y s ;  

o 	 s t o r i n g ,  ana lyz ing ,  and d i s t r i b u t i n g  t h e  d a t a  o b t a i n e d  i n  each  o f  
t h e s e  a c t i v i t i e s ;  and 

o 	 s t o r i n g  and d i s t r i b u t i n g  t h e  m a t e r i a l s  gene ra t ed  by a l l  o f  t h e s e  
a c t i v i t i e s  . 

A p p l i c a n t s  are adv i sed  t o  t a k e  s e v e r a l  g e n e r a l  c o n s i d e r a t i o n s  i n t o  account  
when d e s i g n i n g  new p r o j e c t s .  

o 	 Methodological  improvements have p layed  an  impor tan t  r o l e  i n  
advancing b i o l o g i c a l  r e s e a r c h ,  never  more so t h a n  i n  t h e  p a s t  
twenty y e a r s .  I n  g e n e r a l ,  when technology development h a s  been 
s u c c e s s f u l ,  it h a s  been d r i v e n  by t h e  d e s i r e  t o  s o l v e  s p e c i f i c
s c i e n t i f i c  problems.  The re fo re ,  it is reasonab le  to expec t  t h a t ,
w i t h i n  t h e  c o n t e x t  o f  t h e  genome program a l s o ,  t h e  most s u c c e s s f u l  
new t e c h n o l o g i e s  w i l l  come from t h o s e  endeavors  i n  which t h e  
a t t empt  t o  deve lop  b e t t e r  technology o c c u r s  i n  t h e  c o n t e x t  o f  a 
s p e c i f i c  r e s e a r c h  problem r e l a t e d  t o  genomic a n a l y s i s .  A p p l i c a n t s  
a r e  encouraged t o  c l e a r l y  d e f i n e  t h e  b i o l o g i c a l  problem f o r  which 
t h e  t e c h n o l o g i c a l  s o l u t i o n  i s  be ing  d e v i s e d .  A p p l i c a n t s  whose 
e x p e r t i s e  is  p r i m a r i l y  non-b io log ica l  and who a r e  i n t e r e s t e d  i n  

W 	 a d d r e s s i n g  problems o f  genome a n a l y s i s  wi th  new, non-b io log ica l
t o o l s  a r e  e s p e c i a l l y  encouraged t o  i n t e r a c t  c l o s e l y  wi th  
b i o l o g i s t s .  

o 	 It h a s  been sugges t ed  t h a t  t o  s i g n i f i c a n t l y  i n c r e a s e  t h e  ra te  a t  
which mapping and sequence d a t a  can be  a c q u i r e d ,  e f f o r t s  shou ld  be  
d i r e c t e d  toward improving by t h r e e - t o  f i v e - f o l d  t h e  scale and/or
e f f i c i e n c y  w i t h  which p a r t i c u l a r  s t e p s  i n  mapping, sequence
d e t e r m i n a t i o n ,  o r  d a t a  a n a l y s i s  can be accomplished.  Such an 
inc remen ta l  i n c r e a s e  can s e r v e  a s  a u s e f u l  benchmark i n  d e s i g n i n g  a 
r e s e a r c h  program. 

o 	 Achievement o f  such a s i g n i f i c a n t  improvement i n  a n a l y t i c a l
c a p a b i l i t y  may r e q u i r e  e n t i r e l y  new approaches .  Methods t h a t  have 
been u s e f u l  f o r  a d d r e s s i n g  p a r t i c u l a r  needs  i n  t h e  p a s t ,  such as 
de te rmin ing  t h e  sequence o f  a f e w  k i l o b a s e s  o f  DNA, may n o t  be 
adequate  f o r  a d d r e s s i n g  comparable problems on a much l a r g e r  scale.  
The N I H  r e c o g n i z e s  t h a t  novel  approaches  may invo lve  a c o n s i d e r a b l e  
degree  o f  r i s k  and encourages  submiss ion  o f  h i g h - r i s k ,  h igh  pay-off
p r o j e c t s  i n  r e sponse  t o  t h i s  announcement. 

Mapping and DNA Sequencing 

The o b j e c t i v e  is  t o  increase our  knowledge o f  t h e  g e n e t i c  and p h y s i c a l  maps
and t h e  DNA sequence o f  s e l e c t e d  organisms,  l e a d i n g  up t o  t h e  complete  maps of 
t h e  human genome and t h e  complete  human DNA sequence .  Research  p r o j e c t s  i n  
t h e  fo l lowing  a r e a s  are encouraged:  

o 	 expanding t h e  g e n e t i c  map of t h e  human, o r  o f  t h o s e  model organisms
f o r  which such in fo rma t ion  would s e r v e  t o  promote t h e  o b j e c t i v e s  o f  
t h e  o v e r a l l  genome program; 

o 	 c o n s t r u c t i n g  p h y s i c a l  maps o f  t h e  chromosomes o f  t h e  human and of 
model organisms,  i n c l u d i n g  p r o j e c t s  f o r  l a r g e - s c a l e  p h y s i c a l
mapping; and 

o 	 p i l o t  p r o j e c t s  �or l a r g e - s c a l e  DNA sequence d e t e r m i n a t i o n ,
i n v o l v i n g  t h e  DNA o f  model organisms o r  r e g i o n s  o f  t h e  human 
genome. 
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The pr imary g o a l  o f  r e s e a r c h  p r o j e c t s  proposed under  t h i s  s e c t i o n  w i l l  b e  t h e  
g e n e r a t i o n  o f  a s u b s t a n t i a l  amount o f  new mapping and/or  sequence i n f o r m a t i o n ,
The p r o j e c t  may u t i l i z e  c u r r e n t  t echno logy  o r  propose new o r  improved
techno logy .  If c u r r e n t  t echno logy  i s  used,  it shou ld  be used a t  o r  near i t s  
l i m i t s  i n  o r d e r  t o  e x p l o r e  its c a p a b i l i t i e s .  

uri  

Because o f  t h e  e x t e n s i v e  amount o f  i n f o r m a t i o n  a l r e a d y  a v a i l a b l e  about  t h e  
g e n e t i c s  and molecu la r  b i o l o g y  of E .  c o l i ,  S .  c e r e v i s i a e ,  D .  me lanogas t e r ,  C .  
e l e g a n s ,  and M .  musculus,  t h e  genome program is p a r t i c u l a r l y  i n t e r e s t e d  i n  
promoting s t u d y  o f  t h e s e  models.  However, r e s e a r c h  p r o j e c t s  t h a t  i nvo lve  
o t h e r  models are a l s o  expec ted  t o  make impor t an t  c o n t r i b u t i o n s  t o  t h e  Human 
Genome I n i t i a t i v e  by means o f  b o t h  development o f  new t echno logy  and improved
u n d e r s t a n d i n g  o f  genome s t r u c t u r e  th rough  comparat ive s t u d i e s .  Thus, no model 
organism is excluded from t h e  genome program a p r i o r i .  However, a p p l i c a n t s
p ropos ing  t o  s t u d y  models o t h e r  t h a n  t h o s e  named above must p r o v i d e  a 
r a t i o n a l e ,  i n  terms o f  t h e  g o a l s  o f  t h e  o v e r a l l  genome program, f o r  t h e  u s e  o f  
such a n o t h e r  model. 

MECHANISMS OF SUPPORT 

Support  f o r  t h i s  program w i l l  be th rough  r e s e a r c h  g r a n t s ,  i n c l u d i n g  p r o j e c t  
g r a n t s  ( R o l l ,  program p r o j e c t  g r a n t s  ( P o l ) ,  FIRST awards (R291, r e s o u r c e s  
r e l a t e d  r e s e a r c h  p r o j e c t s  and b io t echno logy  r e s o u r c e  g r a n t s  (R24, P411, 
Research Career Development Awards (K041, confe rence  g r a n t s  (R13) and Small  
B u s i n e s s  I n n o v a t i o n  Research (SBIR) g r a n t s  (R43, R44).  Because n o t  a l l  
i n s t i t u t e s  s u p p o r t  a l l  o f  t h e  above mechanisms, p o t e n t i a l  a p p l i c a n t s  are  
encouraged t o  c o n t a c t  t h e  r e p r e s e n t a t i v e s  l i s t e d  below f o r  a d d i t i o n a l  
i n f o r m a t i o n .  P o l i c i e s  t h a t  g-overn r e s e a r c h  g r a n t  programs o f  t h e  N I H  app ly  t o  
t h i s  program. Consortium arrangements  and c o l l a b o r a t i v e  p r o j e c t s  among
s c i e n t i s t s  w i t h  s k i l l s  i n  b i o l o g i c a l  s c i e n c e s ,  chemis t ry ,  p h y s i c s ,  i n fo rma t ion  
s c i e n c e ,  and e n g i n e e r i n g  are encouraged.  

APPLICATION AND REVIEW PROCEDURES 


A p p l i c a t i o n s  i n  r e sponse  t o  t h i s  announcement w i l l  b e  reviewed i n  accordance 
w i t h  t h e  u s u a l  N I H  p e e r  review p rocedures .  They w i l l  f i rs t  be  reviewed f o r  
s c i e n t i f i c  and t e c h n i c a l  m e r i t  by a s p e c i a l  s t u d y  s e c t i o n  i n  t h e  D i v i s i o n  o f  
Research Gran t s  o r g a n i z e d  f o r  t h i s  pu rpose .  Fol lowing t h e  i n i t i a l  review,  t h e  
a p p l i c a t i o n s  w i l l  b e  c o n s i d e r e d  by t h e  a p p r o p r i a t e  N a t i o n a l  Advisory Board o r  
Counc i l .  Review c r i t e r i a  t h a t  w i l l  be used t o  assess t h e  s c i e n t i f i c  meri t  o f  *-
an a p p l i c a t i o n  are t h e  f o l l o w i n g :  

o S c i e n t i f i c  meri t ;  

o 	 P o t e n t i a l  v a l u e  o f  t h e  r e s e a r c h  f o r  f u r t h e r i n g  t h e  g o a l s  of  t h e  
genome p r o j e c t ;  

o 	 F e a s i b i l i t y  o f  t h e  r e s e a r c h  and adequacy o f  t h e  expe r imen ta l
d e s i g n ;  

o 	 S i g n i f i c a n c e  and o r i g i n a l i t y  o f  t h e  r e s e a r c h  and methodological
approaches ,  a s  t h e y  r e l a t e  t o  t h e  genome p r o j e c t ;  

o 	 T r a i n i n g ,  e x p e r i e n c e ,  r e s e a r c h  competence, and d e d i c a t i o n  o f  t h e  
i n v e s t i g a t o r ( s 1 ;  

o Adequacy o f  a v a i l a b l e  f a c i l i t i e s ;  

o 	 P r o v i s i o n s  f o r  t h e  p r o t e c t i o n  o f  human s u b j e c t s ,  t h e  humane care o f  
an ima l s ,  and b i o s a f e t y  c o n d i t i o n s ;  

o A p p r o p r i a t e n e s s  o f  t h e  r e q u e s t e d  budget f o r  t h e  work proposed.  

Because t h e  s i g n i f i c a n c e  o f  t h e  proposed r e s e a r c h  p r o j e c t  t o  t h e  g o a l s  o f  t h e  
Human Genome I n i t i a t i v e  is a c r i t e r i o n  f o r  review,  c o n s u l t a n t s  must c o n s i d e r  
t h i s  a s p e c t  i n  t h e  e v a l u a t i o n  o f  an a p p l i c a t i o n  submi t t ed  i n  r e sponse  t o  t h i s  
Program Announcement. A p p l i c a n t s  are ,  t h e r e f o r e .  encouraged t o  c o n s u l t  w i t h  
one o f  t h e  s t a f f  l i s t e d  below b e f o r e  submission,  t o  d i s c u s s  t h e  r e l e v a n c e  o f  a 
proposed a p p l i c a t i o n  t o  t h e  genome program. 

METHOD OF APPLYING 

A p p l i c a t i o n s  shou ld  be submi t t ed  on Form PHS 398 ( r e v .  1 0 / 8 8 ) .  A p p l i c a t i o n
k i t s  are a v a i l a b l e  i n  most i n s t i t u t i o n a l  b u s i n e s s  o f f i c e s  and from t h e  Office 

.II((o f  Gran t s  I n q u i r i e s ,  D i v i s i o n  o f  Research G r a n t s ,  Westwood B u i l d i n g ,  Room 449, 
N a t i o n a l  I n s t i t u t e s  of Hea l th ,  Bethesda,  Maryland 20892; t e l e p h o n e  (301)
496-7441. 
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A p p l i c a t i o n s  w i l l  be  accep ted  i n  accordance  wi th  t h e  u s u a l  N I H  r e c e i p t  d a t e s  
t h a t  app ly  f o r  t h e  v a r i o u s  mechanisms l i s t e d  under  MECHANISMS OF SUPPORT. It 
is e s s e n t i a l  t h a t  a p p l i c a n t s  t y p e  “Technology Development, Mapping, and DNA 
Sequence Determina t ion  i n  Support  o f  t h e  Human Genome I n i t i a t i v e “  i n  i t e m  2 on 
t h e  face page o f  t h e  a p p l i c a t i o n  form. The o r i g i n a l  and s i x  c o p i e s  o f  t h e  

‘4 a p p l i c a t i o n  shou ld  be  submi t t ed  t o  t h e  fo l lowing  o f f i c e :  

A p p l i c a t i o n  Rece’ipt  O f f  ice 
D i v i s i o n  o f  Research  Gran t s  
Westwood Bu i ld ing ,  Room 240 
Na t iona l  I n s t i t u t e s  o f  Hea l th  
Bethesda,  Maryland 20892xx 
Telephone: (301)  496-7273 

The conven t iona l  p r e s e n t a t i o n  f o r  g r a n t  a p p l i c a t i o n s  shou ld  be  u t i l i z e d .  

Funding d e c i s i o n s  w i l l  be  based on recommendations o f  t h e  i n i t i a l  review group
and o f  t h e  N a t i o n a l  Advisory Counci l  r e g a r d i n g  s c i e n t i f i c  meri t  and program
r e l e v a n c e ,  as w e l l  as on t h e  a v a i l a b i l i t y  of funds .  

INQUIRES 

It is  s t r o n g l y  recommended, b u t  n o t  r e q u i r e d ,  t h a t  p o t e n t i a l  a p p l i c a n t s  
c o n t a c t  t h e  Office o f  Human Genome Research (OHGR) o r  t h e  s t a f f  member a t  t h e  
a p p r o p r i a t e  N I H  i n s t i t u t e  t o  d i s c u s s  r e s e a r c h  o b j e c t i v e s .  

B I D  CONTACT B U I L D I N G  ROOM TELEPHONE 

OHGR Bet t ie  Graham, Ph.D. Shannon 20 1 496-0844 
N I D D K  Robert  Katz ,  Ph.D. Westwood 607 496-7997 
N C I  Cheryl  Marks, Ph.D. Execut ive  630 496-7028 

P laza  South 
FIC Lynn Amende, Ph.D. 3 8 A  613 496-6688 
DRR Char l e s  C o u l t e r ,  Ph.D. Westwood 8A11 496-541 1 
N I A  Huber R .  Warner, Ph.D. 31 5B39 496-6402 
N I C H D  D e l b e r t  Dayton, M . D .  Execut ive  5 C  19 496-5541 

P l a z a  North 
NINDS N . C .  Myrianthopoulos ,  Ph.D. Fede ra l  8C04 496-5821 
NLM Ar thu r  Broe r ing ,  Ph.D. 3 8 A  8C16 496-4621 

%I/ 	 N I D R  John Townsley, Ph.D. Westwood 506 496-7807 
NIGMS I r e n e  Ecks t r and ,  Ph.D. Westwood 920 496-71 37 
NIAMS Steven  Hausman, Ph.D. Westwood 403 496-7495 
NHLBI Caro l  Le tendre ,  Ph.D. Fede ra l  506 496-6402 
N I A I D  William Duncan, Ph.D. Westwood 754 496-5598 
NE1 J a c k  McLaughin, Ph.D. 31 6A08 496-91 10 

Mai l ing  a d d r e s s  f o r  t h e  above o f f i c e s :  Bethesda,  Maryland 20892 
A l l  Bethesda t e l e p h o n e  numbers are i n  area code 301. 

XXTHE M A I L I N G  ADDRESS GIVEN FOR SENDING APPLICATIONS TO THE D I V I S I O N  O F  
RESEARCH GRANTS OR CONTACTING PROGRAM STAFF I N  THE WESTWOOD B U I L D I N G  I S  THE 
CENTRAL MAILING 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 
Bethesda,  Maryland 20816 

’ i,U.S.COVERNmCNT PRINTING OFFICE :1989-241-215100007 
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