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NOTICES 

CHANGE I N  MAXIMUM DOLLAR LIMIT THAT MAY BE REQUESTED FOR 
PROGRAM PROJECT APPLICATIONS ASSIGNED TO N I D D K  

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

N a t i o n a l  I n s t i t u t e  o f  D i a b e t e s  and D i g e s t i v e  and Kidney Diseases 

Program p r o j e c t  g r a n t s  p rov ide  suppor t  f o r  b road ly  based  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  programs each  hav ing  we l l -de f ined  r e s e a r c h  o b j e c t i v e s  and employing 

t h e  c o o r d i n a t e d  e f f o r t s  o f  a number of i n d i v i d u a l  p r o j e c t  l e a d e r s .  The 

t y p i c a l  program p r o j e c t  c o n s i s t s  of  s e v e r a l  i n t e r r e l a t e d  p r o j e c t s  and one o r  

more s u p p o r t i n g  r e s o u r c e s  ( c o r e  components) .  


I n  1984,  t h i s  I n s t i t u t e  p l a c e d  a l i m i t  on t h e  amount o f  d o l l a r s  t h a t  may be  

r e q u e s t e d  f o r  program p r o j e c t  a p p l i c a t i o n s  a s s i g n e d  t o  it. T h i s  l i m i t  was $ 5  

m i l l i o n  ove r  5 y e a r s  ( $ 1  m i l l i o n  average  p e r  y e a r )  i n  d i r e c t  c o s t s .  The N I D D K  

h a s  now de termined  t h e  need t o  i n c r e a s e  t h i s  l i m i t .  


Beginning immediately ( i . e . ,  w i t h  t h e  February  1 ,  1989,  receipt  d a t e ) ,  a l l  new 

and competing c o n t i n u a t i o n  a p p l i c a t i o n s  f o r  program p r o j e c t s  may r e q u e s t  up t o  

$ 6 . 2 5  m i l l i o n  o v e r  5 years ( a n  ave rage  of $1.25 m i l l i o n  p e r  y e a r )  i n  d i r e c t  

c o s t s .  


For supplementa l  a p p l i c a t i o n s ,  t h e  maximum d i r e c t  c o s t  amount t h a t  may be  

r e q u e s t e d  f o r  any g r a n t  year cannot  exceed t h e  d i f f e r e n c e  between $1.25 

m i l l i o n  and t h e  IRG-recommended amount f o r  any g iven  y e a r .  


I n  a l l  i n s t a n c e s ,  p r o s p e c t i v e  a p p l i c a n t s  a r e  encouraged t o  d i s c u s s  p o t e n t i a l 

a p p l i c a t i o n s  w i t h  t h e  a p p r o p r i a t e  N I D D K  program s ta f f  member. For i n f o r m a t i o n  

i n  t h i s  r e g a r d ,  p l e a s e  c o n t a c t :  


D r .  Wal te r  S t o l z  

D i r e c t o r ,  D i v i s i o n  o f  Ext ramura l  A c t i v i t i e s  

Westwood B u i l d i n g ,  Room 657 

N a t i o n a l  I n s t i t u t e  o f  D i a b e t e s  and D i g e s t i v e  and Kidney D i s e a s e s  

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

Bethesda,  Maryland 20892 


4’ Telephone:  ( 3 0 1 )  496-7277 

HEALTH AND SAFETY GUIDELINES FOR GRANTEES AND CONTRACTORS 

P.T. 3 4 ;  K.W. 1014002, 0725020 

N a t i o n a l  I n s t i t u t e s  o f  Hea l th  ( N I H )
Alcohol ,  Drug Abuse, and Mental  Hea l th  

Administ  r a t  i o n  (ADAMHA 1 

O r g a n i z a t i o n s  r e c e i v i n g  g r a n t  o r  c o n t r a c t  awards are r e s p o n s i b l e  for 
p r o t e c t i n g  t h e i r  p e r s o n n e l  from hazardous  c o n d i t i o n s .  The Government is n o t  
l e g a l l y  l i a b l e  for a c c i d e n t s ,  i l l n e s s e s ,  o r  c l a i m s  a r i s i n g  o u t  o f  r e s e a r c h  
performed under  i t s  awards,  b u t  N I H  and ADAMHA are n o n e t h e l e s s  aware t h a t  a 
v a r i e t y  of h a z a r d s  t h r e a t e n  t h e  s a f e t y  and h e a l t h  of b o t h  l a b o r a t o r y  and 
c l i n i c a l  r e s e a r c h  p e r s o n n e l .  Accord ingly ,  t h e  g u i d e l i n e s  t h a t  f o l l o w  are 
des igned  t o :  ( 1 )  i d e n t i f y  p o t e n t i a l  h a z a r d s ;  (2) a d v i s e  awardee o r g a n i z a t i o n s
and i n v e s t i g a t o r s  of  c e r t a i n  s t a n d a r d s  t h a t  shou ld  b e  cons ide red  i n  o r d e r  t o  
a d d r e s s  p a r t i c u l a r  h e a l t h  and/or  s a f e t y  conce rns ;  and ( 3 )  emphasize t h a t  
conce rns  about  p o t e n t i a l l y  hazardous  c o n d i t i o n s  c o u l d  r e s u l t  i n  g r a n t  o r  
c o n t r a c t  fund ing  d e l a y s  u n t i l  t h o s e  conce rns  have been r e s o l v e d  t o  t h e  
s a t i s f a c t i o n  o f  t h e  awarding component. 

1 .  Sources  o f  p o t e n t i a l  danger  t o  r e s e a r c h  pe r sonne l  i n c l u d e  t h e  fo l lowing
classes o f  haza rd :  

a .  	Biohazards  ( e . g . ,  Human Immunodeficiency Vi rus ,  H I V :  o t h e r  
i n f e c t i o u s  a g e n t s ;  oncogenic  v i r u s e s ) .  

b .  	Chemical h a z a r d s  ( e . g . ,  ca rc inogens ;  chemotherapeut ic  a g e n t s ;  o t h e r  
t o x i c  chemica l s ;  flammable o r  e x p l o s i v e  mater ia ls) .  

c .  R a d i o a c t i v e  materials.  
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2 .  The f o l l o w i n g  g u i d e l i n e s  and s t a n d a r d s  c o n t a i n  i n f o r m a t i o n  des igned  t o  
assist g r a n t e e s  and c o n t r a c t o r s  i n  p r o v i d i n g  a safe work environment f o r  
r e s e a r c h  p e r s o n n e l .  T h e r e f o r e ,  depending upon t h e  p a r t i c u l a r  s a f e t y  h a z a r d  a t  
i s s u e ,  g r a n t e e s  and c o n t r , a c t o r s  are  expec ted  t o  c o n s u l t  t h e s e  s t a n d a r d s .  

a .  	B i o s a f e t y  i n  M i c r o b i o l o g i c a l  and Biomedical L a b o r a t o r i e s ,  U . S .  
Department o f  Hea l th  and Human S e r v i c e s ,  C e n t e r s  f o r  Disease 
C o n t r o l  ( C D C )  and t h e  N I H .  HHS P u b l i c a t i o n  No. ( C D C )  88-8395. 

b .  	Recommendations f o r  P r e v e n t i o n  o f  H I V  Transmission i n  Health-Care 
S e t t i n g s .  Morb id i ty  and M o r t a l i t y  Repor t ,  August 21, 1987, Vol.  
35, N O .  2 s .  

c. Update: U n i v e r s a l  P r e c a u t i o n s  f o r  P r e v e n t i o n  o f  T ransmiss ion  o f  
Human Immunodeficiency V i r u s ,  H e p a t i t i s  B V i r u s ,  and Other  
Bloodborne Pathogens i n  Health-Care S e t t i n g s .  Morb id i ty  and 
M o r t a l i t y  Weekly Repor t ,  June  24, 1988, Vol.  37,  No. 24. 

d .  	Agent Summary S ta t emen t  f o r  Human Immunodeficiency V i r u s e s  ( H I V ) ;
Inc luded  are HTLV-111, LAV, H I V - 1 ,  and HIV-2. Morb id i ty  and 
M o r t a l i t y  Weekly Repor t ,  A p r i l  1 ,  1988, V o l .  37, No. S4. 

e .  	Recommendations f o r  t h e  S a f e  Handl ing o f  P a r e n t e r a l  A n t i n e o p l a s t i c
Drugs, N I H  P u b l i c a t i o n  No. 83-2621. 

f. N I H  G u i d e l i n e s  f o r  t h e  Labora to ry  U s e  o f  Chemical Carcinogens,  N I H  
P u b l i c a t i o n  N O .  81-2385. 

g .  	G u i d e l i n e s  f o r  Research I n v o l v i n g  Recombinant DNA Molecules (49  FR 
46266 o r  l a t e s t  r e v i s i o n )  and A d m i n i s t r a t i v e  P r a c t i c e s  Supplement.  

h .  	Procedures  f o r  t h e  Domestic Handl ing and T r a n s p o r t  o f  D i a g n o s t i c
Specimens and E t i o l o g i c  Agents,  N a t i o n a l  Committee f o r  C l i n i c a l  
Labora to ry  S t a n d a r d s ,  July 17, 1985, Vol. 5, No. 1.  

i. S t a n d a r d s  i s s u e d  p u r s u a n t  t o  t h e  N a t i o n a l  Occupat ional  S a f e t y  and 
H e a l t h  A c t  o f  1970 ( 2 9  CFR 1910) .  

j. S t a n d a r d s  i s s u e d  p u r s u a n t  t o  t h e  Atomic Energy A c t  o f  1954 (42 USC 
2021 1 .  

3. 	 Grant a p p l i c a t i o n s  and c o n t r a c t  p r o p o s a l s  p o s i n g  s p e c i a l  h a z a r d s  t y p i c a l l y  
are i d e n t i f i e d  d u r i n g  t h e  i n i t i a l  review p r o c e s s ,  b u t  such conce rns  can 
f o r m a l l y  be  e x p r e s s e d  by agency s t a f f  o r  c o n s u l t a n t s  a t  any t i m e  p r i o r  t o  
award. R e g a r d l e s s  o f  t h e  t i m i n g  o f  t h e  d e s c r i b e d  conce rn ,  g r a n t  o r  c o n t r a c t  
fund ing  cou ld  be  de l ayed  u n t i l  t h e  m a t t e r  h a s  been r e s o l v e d  t o  t h e  
s a t i s f a c t i o n  o f  t h e  awarding component. 

S p e c i a l  h a z a r d s  t h a t  a r e  i d e n t i f i e d  a f t e r  an award i s  made may l e a d  i o  
suspens ion  o f  work under  t h e  g r a n t  o r  c o n t r a c t  pending c o r r e c t i v e  a c t i o n  by
t h e  awardee.  (See 45 CFR 74, Subpar t  M, conce rn ing  g r a n t  s u s p e n s i o n  and 48 
CFR 1 2 . 5  conce rn ing  c o n t r a c t  " s t o p  work" o r d e r s . )  

4. 	The materials i d e n t i f i e d  i n  s e c t i o n  2 o f  t h i s  n o t i c e  may be  o b t a i n e d  as 
f o l l o w s .  

ITEMS a-f:  	 D i v i s i o n  o f  S a f e t y
Office o f  Research S e r v i c e s  
N a t i o n a l  I n s t i t u t e s  of  H e a l t h  
B u i l d i n g  31, Room 1C02 
Bethesda,  Maryland 20892. 

ITEM g: 	 O f f i c e  of  Recombinant DNA A c t i v i t i e s  
Office o f  S c i e n c e  P o l i c y  and L e g i s l a t i o n
N a t i o n a l  I n s t i t u t e s  o f  H e a l t h ,
Twinbrook B u i l d i n g  2 ,  Room 58 
R o c k v i l l e ,  Maryland 20852. 

ITEM h :  	 N a t i o n a l  Committee f o r  C l i n i c a l  Labora to ry  S t a n d a r d s  
771 East  L a n c a s t e r  Avenue 
V i l l a n o v a ,  Pennsy lvan ia  19085 

ITEM i: 	NIOSH Gran t s  Management Office 
C e n t e r s  f o r  Disease Con t ro l  
B u i l d i n g  1 ,  Room 3057 
A t l a n t a ,  Georgia  30333 
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ITEM j: 	 Nuclear  Regu la to ry  Commission 
Office of  t h e  General  Counsel 
OK? White F l i n t  North B u i l d i n g ,  Room 16D3 
Washington, D . C .  20555 

5. 	 Grantee. and c o n t r a c t o r  o r g a n i z a t i o n s  are  n o t  r e q u i r e d  t o  submit  documented 
a s s u r a n c e  o f  t h e i r  spec i f ic  a t t e n t i o n  t o  t h e  g u i d e l i n e s  and s t a n d a r d s  
i d e n t i f i e d  i n  s e c t i o n  2 of  t h i s  n o t i c e .  However, where d i c t a t e d  by t h e  
c i r c u m s t a n c e s ,  g r a n t e e s  and c o n t r a c t o r s  shou ld  be a b l e  t o  p r o v i d e  ev idence  
t h a t  p e r t i n e n t  h e a l t h  and s a f e t y  s t a n d a r d s  have been c o n s i d e r e d  and, where 
n e c e s s a r y ,  have been p u t  i n  p r a c t i c e .  Such ev idence  may be  r e q u e s t e d  by
a p p r o p r i a t e  N I H  and ADAMHA s t a f f ;  f o r  example, d u r i n g  a s i t e  v i s i t .  

DATED ANNOUNCEMENTS (RFPs AND RFAs) 

IDENTIFICATION AND EVALUATION OF MOLECULAR PROBES FOR PATHOLOGICAL 

CLASSIFICATION OF HUMAN ASTROCYTOMAS 


RFA: 88-CA-18 


P.T. 34; K.W.  1002004, 1002008, 1002015, 1002058, 0710075, 0785035 


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


A p p l i c a t i o n  R e c e i p t  Date: Janua ry  16,  1989 


On September 2 ,  1988, t h e  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 s  e n t i t l e d  

" I d e n t i f i c a t i o n  and e v a l u a t i o n  o f  molecular  p robes  f o r  p a t h o l o g i c a l 

c l a s s i f i c a t i o n  o f  human as t rocy tomas"  was p u b l i s h e d  i n  t h e  N I H  Guide, Vol .  17, 

No. 28 .  The i n i t i a l  announcement was l i m i t e d  t o  i n c l u d e  o n l y  a p p l i c a n t 

i n s t i t u t i o n s  i n  t h e  United S t a t e s .  A f t e r  f u r t h e r  c o n s i d e r a t i o n ,  t h e  N a t i o n a l  

Cancer I n s t i t u t e  b e l i e v e s  t h a t  t h e r e  may be  o p p o r t u n i t i e s  f o r  i n s t i t u t i o n s  i n  

Canada o r  Mexico t o  submit a p p l i c a t i o n s  f o r  t h i s  RFA and t o  p a r t i c i p a t e 

e f f e c t i v e l y  i n  t h i s  m u l t i - i n s t i t u t i o n a l  c o o p e r a t i v e  s t u d y .  T h i s  expans ion 

w i l l  e n s u r e  t h a t  impor t an t  p a t i e n t  p o p u l a t i o n s ,  s c i e n t i s t s  and c l i n i c i a n s  i n  

t h e s e  c o u n t r i e s  w i l l  n o t  be  exc luded .  P a s t  e x p e r i e n c e  h a s  shown t h a t  t h e  

exchange o f  i n f o r m a t i o n  and c l i n i c a l  samples between t h e  Un i t ed  S t a t e s  and 

t h e s e  c o u n t r i e s  has proved t o  be  f e a s i b l e .  


The submission d a t e  f o r  l e t t e r s  o f  i n t e n t  from t h e s e  c o u n t r i e s  i s  extended t o  

November 25, 1988. S p e c i f i c  i n f o r m a t i o n  conce rn ing  a p p l i c a t i o n  and review 

p r o c e d u r e s  are c o n t a i n e d  i n  t h e  o r i g i n a l  RFA. 


A copy o f  t h e  complete  RFA d e s c r i b i n g  t h e  r e s e a r c h  g o a l s  and scope ,  t h e  

Coopera t ive  Agreement mechanism, t h e  review c r i t e r i a  and t h e  method o f  

a p p l y i n g  c:an be  o b t a i n e d  by c o n t a c t i n g :  


D o r i s  B a l i n s k y ,  Ph.D. 

Program D i r e c t o r  f o r  Biochemistry and Immunodiagnosis

D i v i s i o n  of Cance r  B io logy  and D i a g n o s i s 

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

Room 10A10, Westwood B u i l d i n g 

5333 Westbard Avenue 

Bethesda,  Naryland 20892 

Telephone:  ( 3 0 1 )  496-1591 


O N G O I N G  PROGRAM ANNOUNCEMENTS 

MAPPING AND DNA SEQUENCE DETERMINATION 

OF THE GENOME OF THE HUMAN AND MODEL ORGANISMS 


P.T. 34; K.W. 1002019, 0790010, 0755045, 1C02008, 1002058 


N a t i o n a l  I n s t i t u t e  o f  General  Medical S c i e n c e s  


INTRODUCTION 


T h i s  Program Announcement res ta tes  t h e  i n t e r e s t  o f  t h e  N a t i o n a 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  

mapping and de te rmin ing  t h e  DNA sequences o f  t h e  genomes o f  t h e  human o r  o f  

model organisms;  t h e  p r e s e n t  announcement s u p e r s e d e s  t h e  p r e v i o u s  (May 29, 

1987) NIH-wide program announcement on t h i s  t o p i c .  The g o a l s  o f  t h e  genome 

program a r e  t o  deve lop  a n  impor t an t  se t  o f  r e s o u r c e s ,  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 sequences o f  t h e  genomes o f  t h e  human and o f  model organisms,  
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and t o  make t h e s e  r e s o u r c e s  a v a i l a b l e  t o  be  u t i l i z e d  b o t h  f o r  b a s i c  r e s e a r c h  
and f o r  s t u d i e s  on t h e  p r e v e n t i o n ,  t r e a t m e n t ,  and d i a g n o s i s  o f  human 
d i s o r d e r s .  Thc N I H  i s  s t r o n g l y  committed t o  s u p p o r t i n g  c o m p e t i t i v e  r e s e a r c h  
programs t h a t  f u r t h e r  t h e  o b j e c t i v e s  of  t h e  genome p r o j e c t .  

BACKGROUND INFORMATION 

I n  r ecen t  y e a r s ,  t h e  s c i e n c e  o f  g e n e t i c s  h a s  undergone r e v o l u t i o n s  i n  b o t h  
knowledge and t echno logy .  Research programs i n i t i a t e d  and suppor t ed  by t h e  
N I H  have c o n t r i b u t e d  t o  t h i s  g e n e t i c  r e v o l u t i o n  and w i l l  c o n t i n u e  t o  p l a y
impor t an t  r o l e s  i n  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. N I H  remains s t r o n g l y  committed t o  t h e s e  programs. 

Over t h e  p a s t  two y e a r s ,  a major new i n i t i a t i v e  - t h e  genome p r o j e c t  - h a s  
been proposed and s u p p o r t e d  by a broad spectrum o f  s c i e n t i s t s ,  by t h e  Un i t ed  
S t a t e s  C o n p e s s ,  by f e d e r a l  and p r i v a t e  a g e n c i e s ,  as w e l l  a s  by t h e  
governments o f  J apan  and s e v e r a l  European c o u n t r i e s .  The N I H  h a s  emerged as a 
l e a d e r  i n  s u p p o r t i n g  t h e  i n i t i a t i v e  t o  map and de te rmine  t h e  DNA sequences o f  
t h e  genomes o f  t h e  human and o f  model o rgan i sms .  The maps and sequences
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  b e  a r e s o u r c e  f o r  s t u d i e s  o f  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  human g e n e t i c  d i s o r d e r s .  
To f a c i l i t a t e  a t t a i n m e n t  o f  t h i s  g o a l ,  t h e  D i r e c t o r ,  N I H ,  h a s  e s t a b l i s h e d  an 
Office o f  Human Genome Research,  which w i l l  c o o r d i n a t e  t h e  p l a n n i n g  and review 
t h e  p r o g r e s s  o f  t h e  N I H  i n i t i a t i v e ,  as w e l l  as  c o o r d i n a t e  i n t e r a c t i o n  between 
N I H  and o t h e r  a g e n c i e s .  

The D i r e c t o r  h a s  a l s o  r e c e i v e d  a d v i c e  on t h e  r e s e a r c h  d i r e c t i o n s  t o  be  
fo l lowed  from s e v e r a l  a d v i s o r y  groups,  t h e  most r e c e n t  o f  which m e t  on 
Februa ry  29 - March 1 ,  1988. The l a t t e r  group i d e n t i f i e d  b o t h  s h o r t - t e r m  and 
long-term g o a l s  f o r  t h e  genome p r o j e c t  and recommended t h a t  N I H  shou ld ,  a t  
t h i s  t i m e ,  f o c u s  on s p e c i f i c  areas, such as  expans ion  o f  g e n e t i c  maps,
c o n s t r u c t i o n  o f  p h y s i c a l  maps, and 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 ,  as w e l l  as 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  of DNA sequences,  and f o r  t h e  management of t h e  
i n f o r m a t i o n  t h a t  a c c r u e s .  C r e a t i v e ,  novel  approaches i n  a l l  t h e s e  areas w i l l  
b e  essent ia l  t o  t h e  s u c c e s s  o f  t h e  genome p r o j e c t .  T h e r e f o r e ,  among t h e  
r e s e a r c h  p r o j e c t s  t h a t  w i l l  b e  suppor t ed  by t h e  N I H  under  t h e  genome p r o j e c t ,  
some w i l l  f o c u s  on deve lop ing  and implementing nove l  i d e a s  and t e c h n o l o g i e s ,
w h i l e  o t h e r s  w i l l  f o c u s  on a s sembl ing  and a n a l y z i n g  l a r g e  amounts o f  d a t a .  I n  
t h i s  r e g a r d ,  t h e  a d v i s o r s  have s t r o n g l y  recommended t h a t  t h e  N I H  s u p p o r t  a 
wide r ange  o f  r e s e a r c h  a c t i v i t i e s  and encourage 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  a s  i n f o r m a t i o n  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 .  

RESEARCH SCOPE 

T h i s  program announcement i s  i n t e n d e d  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  - expansion o f  g e n e t i c  
maps, development o f  p h y s i c a l  maps, and,  u l t i m a t e l y ,  d e t e r m i n a t i o n  o f  t h e  
sequences  o f  human DNA and t h e  DNA o f  model organisms - and t o  t h e  development
o f  t o o l s  and r e s o u r c e s  which would s u p p o r 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  comprise  a broad spectrum o f  r e s e a r c h  approaches t o  mapping
and DNA sequence d e t e r m i n a t i o n .  Development o f  new and i m a g i n a t i v e
t e c h n o l o g i c a l  r e s o u r c e s  needed t o  s u p p o r 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 e n d e d  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  encouraged by t h i s  announcement, b u 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  advance t h e  knowledge and 
r e s e a r c h  c a p a b i l i t i e s  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 .  

Technology Development 

o 	 Improving methods f o r  f r agmen t ing  DNA,  i n c l u d i n g  t h e  i s o l a t i o n  and 
c h a r a c t e r i z a t i o n  o f  new r e s t r i c t i o n  enzymes, s t u d i e s  o f  t h e  
mechanism of  a c t i o n  o f  r e s t r i c t i o n  enzymes, and t h e  development o f  
methods f o r  s e q u e n c e - s p e c i f i c  DNA c l e a v a g e ;  

o 	 Improving t h e  l a r g e - s c a l e  s e p a r a t i o n  and p u r i f i c a t i o n  o f  DNA 
f r agmen t s ,  i n c l u d i n g  t e c h n i q u e s  f o r  o b t a i n i n g  p u r e  p r e p a r a t i o n s  o f  
i n d i v i d u a l  human chromosomes and subchromosomal f r agmen t s  and 
t e c h n i q u e s  f o r  p u r i f i c a t i o n  o f  DNA f r agmen t s  based on sequence;  

o 	 Cloning l a r g e  (more t h a n  1 0 0 , 0 0 0  b a s e  p a i r s )  DNA f r agmen t s ,  w i t h  
s p e c i a l  emphasis on mammalian DNA f r agmen t s ,  and w i t h  emphasis on 
t h e  development o f  new c l o n i n g  v e h i c l e s  f o r  l a r g e  DNA f r agmen t s ;  
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Devis ing  t e c h n i q u e s  f o r  c l o n i n g  DNA r e g i o n s  t h a t  are r e f r a c t o r y  t o  
c u r r e n t l y  a v a i l a b l e  c l o n i n g  t e c h n i q u e s ,  i n c l u d i n g  s t u d i e s  t o  
de t e rmine  t h e  e x t e n t  t o  which c u r r e n t  c l o n i n g  t e c h n i q u e s  do p r o v i d e
complete  genomic l i b r a r i e s  o r  can  be  improved; 

Improving methods f o r  o r d e r i n g  DNA f ragments  i n  t h e  genome,
i n c l u d i n g  t h e  development of mathemat ica l  t e c h n i q u e s  and computer
s o f t w a r e  t o  s u p p o r t  such a p r o c e s s ;  

Improving t e c h n i q u e s  f o r  DNA sequence d e t e r m i n a t i o n ,  i n c l u d i n g
automat ion  o f  a l l  s t e p s  of t h e  d e t e r m i n a t i o n ,  t e c h n o l o g i c a l  o r  
b iochemica l  advances  t h a t  would enhance t h e  speed  and accu racy  o f  
methods o f  sequence d e t e r m i n a t i o n ,  and nove l  approaches  t o  DNA 
sequence d e t e r m i n a t i o n ;  

Improving s t o r a g e  methods which p r e s e r v e  t h e  i n t e g r i t y  o f  l o n g  DNA 
f ragments ,  i n c l u d i n g  s t u d i e s  on t h e  s t a b i l i t y  and s e l e c t i v e  l o s s  o f  
c loned  DNA f r agmen t s  and a s s o c i a t e d  v e c t o r s ;  

Developing s o f t w a r e  t o  suppor t  d a t a  management and a n a l y s i s  o f  
g e n e t i c  l i n k a g e  mapping, p h y s i c a l  mapping, and DNA sequences .  

Mapping and DNA Sequence De te rmina t ion  

o 	 Expanding t h e  g e n e t i c  map o f  t h e  human, o r  o f  model organisms which 
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  program; 

o 	 Expanding t h e  p h y s i c a l  maps of  t h e  chromosomes of  t h e  human and o f  
model qrganisms,  o r  deve lop ing  t e c h n i q u e s  and r e s o u r c e s  which would 
f a c i l i t a t e  p h y s i c a l  mapping e f f o r t s ,  s o f t w a r e  f o r  d a t a  management
w i t h i n  and between l a b o r a t o r i e s ,  approaches  t o  a n a l y z i n g  and 
comparing p h y s i c a l  mapping d a t a ,  and 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
p h y s i c a l  mapping; 

o 	 Determining t h e  sequence o f  t h e  DNA o f  model organisms o r  r e g i o n s
of t h e  human genome as a s s a y s  o f  l a r g e - s c a l e  e f f o r t s  t o  de t e rmine  
DNA sequences ;  

o 	 Determining t h e  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 i n  
t h e  human and model organisms;  

o 	 Determining t h e  amount and s i g n i f i c a n c e  o f  genomic v a r i a t i o n  i n  t h e  
human and i n  model organisms,  w i t h  s p e c i a l  emphasis  on v a r i a t i o n  i n  
DNA sequences  w i t h i n  and among p o p u l a t i o n s .  

Responses  t o  t h i s  Program Announcement shou ld  f o c u s  on t h e  s p e c i f i c  g o a l s  of 
t h e  genome p r o j e c t .  As r e s e a r c h  on 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 f o r m a t i o n  t o  
t h e  d i a g n o s i s ,  p r e v e n t i o n ,  o r  treatment 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  i s  
c u r r e n t l y  suppor t ed  by s e v e r a l  ongoing programs a t  t h e  N I H ,  it is n o t  w i t h i n  
t h e  scope  o f  t h e  genome p r o j e c t .  In 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  t h e  representatives 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 .  

MECHANISM OF SUPPORT 

Suppor t  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  (ROl), small g r a n t s  (R031, program p r o j e c t s  g r a n t s  ( P o l ) ,  FIRST awards 
(R291, biomedica l  r e s e a r c h  t echno logy  r e s o u r c e  g r a n t s  (R24, P411, and Small  
Bus iness  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  govern r e s e a r c h  g r a n t  programs of  t h e  N I H  app ly  t o  
t h i s  program. Consortium ar rangements  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 f o r m a t i o n  
s c i e n c e s ,  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  be  reviewed i n  accordance  
w i t h  t h e  u s u a l  N I H  p e e r  rev iew p rocedures .  They w i l l  f i rst  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  meri t  by a s p e c i a l  s t u d y  s e c t i o n  o rgan ized  f o r  t h i s  
purpose  by t h e  D i v i s i o n  of Research Grants and composed most ly  o f  non-Federal  
s c i e n t i f i c  c o n s u l t a n t s .  Fol lowing t h e  i n i t i a l  rev iew,  t h e  a p p l i c a t i o n s  w i l l  
be  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  are t h e  f o l l o w i n g :  

o 	 S c i e n t i f i c  merit, as is t h e  case i n  r e g a r d  t o  a l l  r e s e a r c h  
p r o p o s a l s ;  
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o 	 P o t e n t i a l  v a l u e  of 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  o f  t h e  
genome p r o j e c t ;  

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  of  t h e  r e s e a r c h  and approaches  as  t h e y
r e l a t e  t o  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  ; 1 


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  of  t h e  
i n v e s t i g a t o r ( s ) ;  

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  and t h e  humane care 
o f  an ima l s ;  and 

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 p roposed .  

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 .  9 /86 ) .  A p p l i c a t i o n
k i t s  a r e  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  
f o l l o w i n g  N I H  o f f i c e :  

Office o f  G r a n t s  I n q u i r i e s 

D i v i s i o n  o f  Research Gran 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  o f  H e a l t h  

Bethesda Maryland 20892 


A p p l i c a t i o n s  w i l l  be a c c e p t e d  i n  acco rdance  w i t h  t h e  u s u a l  N I H  r e c e i p t  d a t e s  
f o r  new a p p l i c a t i o n s  - October  1 ,  Feb rua ry  1 ,  and June  1 .  I t  i s  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  "Mapping and DNA Sequence De te rmina t ion  of t h e  Genomes of  
Humans and Model Organisms" 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  of t h e  a p p l i c a t i o n  shou ld  be  s u b m i t t e d  t o  
t h e  f o l l o w i n g  o f f i c e :  

A p p l i c a t i o n  R e c e i p t  Office 

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

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

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

Bethesda Maryland 20892x3 

Telephone:  ( 3 0 1 )  496-7441 


The c o n v e n t i o n a 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  b e  u t i l i z e d .  

Funding d e c i s i o n s  w i l l  b e  based on recommendations o f  t h e  i n i t i a l  review 
groups and t h e  B / I / D T s  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  and on t h e  a v a i l a b i l i t y  o f  f u n d s .  

INQUIRIES 

I t  i s  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  a p p r o p r i a t e  N I H  s ta f f  member 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 

N I D D K  Robert  Katz, Ph.D. Westwood 607 496-7997 

NC I Cheryl  Marks, Ph.D. 31 1OAlO 496-7028 

F I  C Bet t ie  Graham, Ph.D. 38A 613 496-6688 

DRR Suzanne S t i m l e r ,  Ph.D. 31 5B39 496-541 1 

N I A  Huber R .  Warner, Ph.D. 31 5C19 496-6402 

N ICHD D e l b e r t  Dayton, M . D .  Execu t ive  643 496-5541 


P l a z a  North 

NINCDS N . C .  Myrianthopoulos ,  Ph.D. F e d e r a l  8C16A 496-5821 

NLM A r t h u r  B r o e r i n g ,  Ph.D. 3 8 A  5N503 496-4621 

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 S teven  Hausman, Ph.D. Westwood 403 496-7495 

NHLBI  Ca ro l  Le tendre ,  Fh.D. F e d e r a l  518 496-6402 

N I A I D  William Duncan, Ph .D . Westwood 754 496-5598 

NE I J a c k  McLaughlin, Ph.D. 31 6A51 496-5983 


Mailing 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. '-
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NIEHS Michael Galvin, Ph .D . 	 Research Triangle Park 
North Carolina 27709 
( 9 1 9 )  541-7825 

EXTHE MAILING ADDRESS GIVEN FOR SENDING APPLICATIONS TO THE DIVISION OF 

RESEARCH GRANTS OR CONTACTING PROGRAM STAFF IN THE WESTWOOD BUILDING IS THE 


“‘yy’ 	 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
BUILDING IS: 
5333 Westbard Avenue
Bethesda, Maryland 20816 
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