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FINAL RULES - GRANTEE REQUIREMENTS FOR DRUG-FREE WORKPLACE 

P.T. 34; K.W. 1014006 

P u b l i c  Heal th  S e r v i c e  

The purpose of t h i s  n o t i c e  is t o  update  t h e  in fo rma t ion  on t h i s  s u b j e c t
pub l i shed  i n  t h e  A p r i l  7, 1989 e d i t i o n  of t h e  N I H  GUIDE FOR GRANTS AND 
CONTRACTS (Vol.  18, No. 1 2 ) .  

F i n a l  r u l e s  f o r  implementing t h e  Drug-Free Workplace A c t  of 1988 ( P u b l i c  Law 
100-690, T i t l e  V, S u b t i t l e  D )  were pub l i shed  i n  t h e  FEDERAL REGISTER, Vol.  5 5 ,
No. 102? Fr iday ,  May 25, 1990, The Act r e q u i r e s  g r a n t e e s  t o  c e r t i f y  t h a t  t h e y
w i l l  p rov ide  drug-f ree  workplaces;  or, i n  t h e  c a s e  o f  a g r a n t e e  who is an 
i n d i v i d u a l ,  c e r t i f y  t o  t h e  agency t h a t  h i s  o r  h e r  conduct  of t h e  g r a n t  w i l l  be 
d rug- f r ee .  The r e q u i r e d  c e r t i f i c a t i o n  i s  a p r e c o n d i t i o n  f o r  r e c e i v i n g  a g r a n t
from a Fede ra l  agency. 

I n t e r i m  f i n a l  r u l e s  on t h i s  s u b j e c t  were pub l i shed  i n  t h e  January  31, 1989 
FEDERAL REGISTER (54 FR 4946) and became a p p l i c a b l e  on March 18, 1989. The 
f i n a l  r u l e s  amended t h e  i n t e r i m  r u l e s  and became e f f e c t i v e  J u l y  24, 1990. 
P a r t i c u l a r l y  noteworthy i t e m s  i n  t h e  f i n a l  r u l e s  i n c l u d e  t h e  f o l l o w i n g :  

o 	 P o s s i b l e  components of  an employer d rug- f r ee  workplace program f o r  
g r a n t e e s  are d i s c u s s e d  i n  t h e  Supplementary In fo rma t ion  p o r t i o n  of 
t h e  pub1ica t  i o n .  

o 	 The d e f i n i t i o n  o f  llemployeell h a s  been made more s p e c i f i c .  It now 
i n c l u d e s  a l l  " d i r e c t  charge" and most " i n d i r e c t  charge" employees. 

o 	 A l l  g r a n t e e s ,  i n c l u d i n g  f o r e i g n  o r g a n i z a t i o n s  ( excep t  where 
impos i t i on  o f  t h i s  requi rement  would be  i n c o n s i s t e n t  w i th  t h e  laws 
or r e g u l a t i o n s  o f  t h e  f o r e i g n  government, as determined by t h e  
agency h e a d ) ,  are r e q u i r e d  t o  f u l f i l l  t h e  o b l i g a t i o n s  a s s o c i a t e d  
wi th  p rov id ing  a d rug- f r ee  workplace.  

o A d rug- f r ee  workplace program must be i n  p l a c e  w i t h i n  30 days  o f  
' l l d 

t h e  beginning  d a t e  o f  t h e  budget p e r i o d  of t h e  g r a n t  award. 

Implementing r e g u l a t i o n s  f o r  t h e  Department o f  Heal th  and Human S e r v i c e s  
(DHHS) are set  f o r t h  i n  T i t l e  45, Code o f  Fede ra l  Regu la t ions ,  P a r t  76,
e n t i t l e d  "Government-Wide Debarment and Suspension (Nonprocurement) and 
Government-Wide Requirements f o r  Drug-Free Workplace ( G r a n t s ) . "  

The c u r r e n t  g r a n t  a p p l i c a t i o n  forms P u b l i c  Hea l th  S e r v i c e  (PHS) 398 and 2590 
(Revised  10188, Repr in t ed  9/89) c o n t a i n  t h e  a s su rance  f o r  a Drug-Free
Workplace and i d e n t i f i c a t i o n  of  t h e  "workplace" s i t e ( s ) .  The s i g n a t u r e  o f  t h e  
OFFICIAL SIGNING FOR APPLICANT ORGANIZATION on t h e  f a c e  page o f  t h e  
a p p l i c a t i o n  c o n s t i t u t e s  v e r i f i c a t i o n  t h a t  t h e  a p p l i c a n t  o r g a n i z a t i o n  is i n  
compliance wi th  t h e  DHHS r e g u l a t i o n s ,  i n c l u d i n g  t h e  n e c e s s i t y  t o  n o t i f y  t h e  
PHS awarding component o f  a change i n  t h e  s t a t e d  workplace s i t e ( s 1 .  It i s  
ext remely  impor t an t ,  t h e r e f o r e ,  t h a t  g r a n t e e s  f u l l y  unders tand  t h e  c o n t e n t s  of 
t h e  d rug- f r ee  a s s u r a n c e .  

A s  an a i d  t o  g r a n t e e s '  unde r s t and ing  o f  t h e  a s s u r a n c e ,  t h e  t e x t  o f  t h e  
C e r t i f i c a t i o n  Regarding Drug-Free Workplace Requirements (Appendix C of t h e  
DHHS r e g u l a t i o n s )  is  r e p r i n t e d  below i n  i ts  e n t i r e t y .  I t  must be r e a l i z e d  
t h a t  t h e  c e r t i f i c a t i o n  is a m a t e r i a l  r e p r e s e n t a t i o n  o f  f a c t  upon which 
r e l i a n c e  w i l l  be  p l aced  by t h e  PHS awarding component. F a l s e  c e r t i f i c a t i o n  o r  
v i o l a t i o n  o f  t h e  c e r t i f i c a t i o n  s h a l l  be grounds f o r  suspens ion  of payments,
suspens ion  o r  t e r m i n a t i o n  o f  g r a n t s ,  o r  government-wide suspens ion  o r  
debarment. 

The a p p l i c a n t  o r g a n i z a t i o n  ce r t i f i e s  " t h a t  it w i l l  o r  w i l l  c o n t i n u e  t o  p rov ide  
a d rug- f r ee  workplace by ;  

(a )  P u b l i s h i n g  a s t a t emen t  n o t i f y i n g  employees t h a t  t h e  unlawful  
manufacture ,  d i s t r i b u t i o n ,  d i s p e n s i n g ,  p o s s e s s i o n  o r  u se  o f  a 
c o n t r o l l e d  subs t ance  is p r o h i b i t e d  i n  t h e  g r a n t e e ' s  workplace and 
s p e c i f y i n g  t h e  a c t i o n s  t h a t  w i l l  be t a k e n  a g a i n s t  employees f o r  
v i o l a t  i o n  o f  such p r o h i b i t  ion;  

d (b) E s t a b l i s h i n g  an ongoing d rug- f r ee  awareness  program t o  inform 
employees abou t :  
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( 1 )  The dangers  o f  drug  abuse i n  t h e  workplace; 

( 2 )  The g r a n t e e ' s  p o l i c y  o f  main ta in ing  a drug-f ree  workplace; 

(3) Any a v a i l a b l e  drug  counse l ing ,  r e h a b i l i t a t i o n ,  and employee
a s s i s t a n c e  programs; and 

er­

( 4 )  The p e n a l t i e s  t h a t  may b e  imposed upon employees f o r  drug  abuse 
v i o l a t i o n s  o c c u r r i n g  i n  t h e  workplace; 

( c )  Making it a requirement  t h a t  each employee t o  be engaged i n  t h e  
performance o f  t h e  g r a n t  be g iven  a copy o f  t h e  s t a t e m e n t  r e q u i r e d
by paragraph  ( a ) ;  

( d )  N o t i f y i n g  t h e  employee i n  t h e  s t a t e m e n t  r e q u i r e d  by paragraph  ( a )
t h a t ,  as a c o n d i t i o n  o f  employment under t h e  g r a n t ,  t h e  employee
w i l l  : 

( 1 )  Abide by t h e  terms of  t h e  s t a t e m e n t ;  and 

( 2 )  N o t i f y  t h e  employer i n  w r i t i n g  of  h i s  o r  h e r  c o n v i c t i o n  f o r  a 
v i o l a t i o n  o f  a c r i m i n a l  drug  s t a t u t e  o c c u r r i n g  i n  t h e  workplace no 
l a t e r  t h a n  f i v e  c a l e n d a r  days a f t e r  such c o n v i c t i o n ;  

l e )  N o t i f y i n g  t h e  agency i n  w r i t i n g  w i t h i n  t e n  c a l e n d a r  days a f t e r  
r e c e i v i n g  n o t i c e  under subparagraph ( d ) ( 2 )  from an  employee o r  
o t h e r w i s e  r e c e i v i n g  a c t u a l  n o t i c e  of  such c o n v i c t i o n .  Employers o f  
c o n v i c t e d  employees must p r o v i d e  n o t i c e ,  i n c l u d i n g  p o s i t i o n  t i t l e ,  
t o  every  g r a n t  o f f i c e r  o r  o t h e r  des ignee  on whose g r a n t  a c t i v i t y
t h e  c o n v i c t e d  employee was working, u n l e s s  t h e  Federa l  agency h a s  
d e s i g n a t e d  a c e n t r a l  p o i n t  f o r  t h e  r e c e i p t  of  such n o t i c e s .  Not ice  
s h a l l  i n c l u d e  t h e  i d e n t i f i c a t i o n  number(s1 o f  each a f f e c t e d  g r a n t ;  

( f )  Taking one o f  t h e  fo l lowing  a c t i o n s ,  w i t h i n  30 c a l e n d a r  days o f  
r e c e i v i n g  n o t i c e  under subparagraph (d)(2), w i t h  r e s p e c t  t o  any
employee who is  so convicted8 

( 1 )  Taking a p p r o p r i a t e  personnel  a c t i o n  a g a i n s t  such an employee, up 
t o  and i n c l u d i n g  t e r m i n a t i o n ,  c o n s i s t e n t  wi th  t h e  requi rements  o f  
t h e  R e h a b i l i t a t i o n  A c t  o f  1973, as amended; o r  

e

( 2 )  Requi r ing  such employee t o  p a r t i c i p a t e  s a t i s f a c t o r i l y  i n  a drug

abuse a s s i s t a n c e  o r  r e h a b i l i t a t i o n  program approved f o r  such 
purposes  by a F e d e r a l ,  S t a t e ,  o r  l o c a l  h e a l t h ,  law enforcement,  o r  
o t h e r  a p p r o p r i a t e  agency; 

( g )  Making a good f a i t h  e f f o r t  t o  c o n t i n u e  t o  main ta in  a drug-f ree
wbrkplace through implementat ion o f  paragraphs  ( a ) ,  (b), ( c ) ,  ( d ) ,
( e )  and ( f ) . "  (END OF CERTIFICATION.) 

For purposes  o f  paragraph ( e )  r e g a r d i n g  agency n o t i f i c a t i o n  o f  c r i m i n a l  drug 

c o n v i c t i o n s ,  t h e  DHHS h a s  d e s i g n a t e d  t h e  f o l l o w i n g  c e n t r a l  p o i n t  f o r  r e c e i p t 

o f  such n o t i c e s  : 


D i v i s i o n  o f  Grants  Management and Overs ight 

Office o f  Management and A c q u i s i t i o n 

Department of Heal th  and Human S e r v i c e s  

Room 517-D 

200 Independence Avenue, S.W. 

Washington, D .C . 2020 1 


JOTICES OF AVAILABILITY (RFPs AND R F A s )  

SYNTHESIS OF CONGENERS AND PRODRUGS 

RFP AVAILABLE: NCI-CM-17512-28 

P.T. 34; K.W. 1003006, 1003012, 0740020 

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

The Drug S y n t h e s i s  and Chemistry Branch (DS&CB) o f  t h e  Developmental
T h e r a p e u t i c s  Program (DTP) of  t h e  D i v i s i o n  of  Cancer Treatment (DCT) o f  t h e  
N a t i o n a l  Cancer I n s t i t u t e  ( N C I )  is s e e k i n g  c o n t r a c t o r s  wi th  e x p e r t i s e  i n  
chemical s y n t h e s i s  and drug d e s i g n  t o  s y n t h e s i z e  a v a r i e t y  o f  compounds f o r  
e v a l u a t i o n  as p o t e n t i a l  a n t i - c a n c e r  a g e n t s .  The a s s i g n e d  o b j e c t i v e s  o f  t h i s  

N I H  GUIDE - V o l .  19, No. 32, September 7, 1990 - Page 2 



p r o j e c t  are t o  d e s i g n  and s y n t h e s i z e  t h e  fo l lowing:  ( a )  Congeners of  l e a d  
compounds having confirmed a c t i v i t y ,  t o  enhance a c t i v i t y  o r  potency;  ( b )
Prodrugs w i t h  s t r u c t u r a l  m o d i f i c a t i o n s  t h a t  may provide  a l t e r e d  
pharmacokinet ics ,  a l t e r e d  drug t r a n s p o r t ,  improved b i o - a v a i l a b i l i t y  th rough
i n c r e a s e d  water  s o l u b i l i t y ,  o r  i n c r e a s e d  chemical s t a b i l i t y ;  ( c )  Other  a l t e r e d  
s t r u c t u r e s  t h a t  p o s s e s s  e lements  of  b o t h  congener and prodrug;  and ( d )
Compounds r e l a t e d  t o  n a t u r a l  p r o d u c t s ,  e . g . ,  a l k a l o i d s ,  h e t e r o c y c l e s ,
n u c l e o s i d e s ,  p e p t i d e s ,  e t c .  Each c o n t r a c t o r  should have a v a i l a b l e  a f u l l y
o p e r a t i o n a l  f a c i l i t y ,  i n c l u d i n g  a l l  necessary  equipment and i n s t r u m e n t a t i o n  
f o r  a l l  a s p e c t s  o f  t h e  c o n t r a c t .  

The n a t u r e  of t h i s  p r o j e c t  r e q u i r e s  t h a t  t h e  fo l lowing  r e s t r i c t i o n  be a p p l i e d :
The N C I  s i g n s  l e g a l l y  b i n d i n g  agreements wi th  c e r t a i n  s u p p l i e r s  ( o f t e n
pharmaceut ical  o r  chemical  companies) t h a t  s t a t e  t h a t  a l l  i n f o r m a t i o n  on 
compounds submi t ted  by t h e  s u p p l i e r  w i l l  be  h e l d  c o n f i d e n t i a l .  The s u c c e s s f u l  
o f f e r o r  w i l l  be expec ted  t o  s y n t h e t i c a l l y  modify such commercially
c o n f i d e n t i a l  ( d i s c r e e t )  m a t e r i a l s .  Thus, pharmaceut ica l  o r  chemical  companies
could  o b t a i n  v a l u a b l e  d a t a  on new l e a d  compounds. Therefore ,  i n  o r d e r  t o  
honor t h e  c o n f i d e n t i a l i t y  agreement w i t h  t h e  o r i g i n a l  s u p p l i e r ,  t h e  N C I  
b e l i e v e s  t h a t  t h e  compounds cannot  be s e n t  t o  p o t e n t i a l  c o m p e t i t o r s  o f  t h e  
s u p p l i e r ,  and t h u s  pharmaceut ica l  and chemical companies must be excluded from 
t h e  compet i t ion .  The i n t e n t  o f  t h e  e x c l u s i o n  is t o  prevent  companies t h a t  
s e l l  chemicals  o r  d r u g s  on t h e  open market from g a i n i n g  undue c o m p e t i t i v e
advantage by a c c e s s  t o  p r i v i l e g e d  i n s i d e  informat ion .  The e x c l u s i o n  does n o t  
apply  t o  companies and/or l a b o r a t o r i e s  whose s y n t h e s i s  a c t i v i t i e s  are 
performed on a s p e c i f i c  o r d e r  from a n o t h e r  p a r t y .  It i s  unders tood  t h a t  such 
companies do n o t  s e l l  drugs  o r  chemica ls  on t h e  open market and are t h u s  n o t  
i n  a p o s i t i o n  t o  p r o f i t  from access t o  p r i v i l e g e d  informat ion  from N C I .  

T h i s  i s  a r e c o m p e t i t i o n  o f  c o n t r a c t s  c u r r e n t l y  h e l d  by t h e  Purdue Research 
Foundation and t h e  Research Foundation of  S t a t e  U n i v e r s i t y  o f  N e w  York a t  
B u f f a l o .  I t  is a n t i c i p a t e d  t h a t  t h r e e  cost-reimbursement c o n t r a c t s  w i l l  be  
awarded f o r  a p e r i o d  o f  f i v e  y e a r s  beginning on o r  about  May 31, 1991. 

RFP No. NCI-CM-17512-28 w i l l  b e  i s s u e d  on o r  about  September 17,  1990, and 
p r o p o s a l s  w i l l  be  due approximately November 3 0 ,  1990, 

Copies o f  t h e  RFP may be o b t a i n e d  by sending  a w r i t t e n  r e q u e s t  t o :  

Ms. Carolyn E .  Barker ,  Cont rac t  S p e c i a l i s t  
“,*lr/ 	 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  

N a t i o n a l  Cancer I n s t i t u t e  
Research C o n t r a c t s  Branch, TCS 
Execut ive  P l a z a  South,  Room 603 
9000 R o c k v i l l e  P ike  
Bethesda,  MD 20892 
Telephone: (301)  496-8620 

FEASIBILITY STUDIES FOR LARGE-SCALE DNA SEQUENCING OF REGIONS OF H I G HB - m  L 

RFA AVAILABLE: HG-90-03 

P.T.  34; K.W. 0755045, 1004000, 0755018 

N a t i o n a l  Center  For Human Genome Research 

Letter o f  I n t e n t  Rece ip t  Date: October 15,  1990 
A p p l i c a t i o n  Rece ip t  Date: December 3, 1990 

The N a t i o n a l  Center f o r  Human Genome Research (NCHGR) i n v i t e s  a p p l i c a t i o n s  f o r  
a s s i s t a n c e  awards t o  suppor t  f e a s i b i l i t y  s t u d i e s  u s i n g  advanced 
s t a t e - o f - t h e - a r t  DNA sequencing technology t o  accomplish l a r g e - s c a l e
sequencing p r o j e c t s  a t  a h i g h e r  ra te  and lower c o s t  t h a n  is c u r r e n t l y
p o s s i b l e .  

T h i s  program i s  d e s c r i b e d  i n  t h e  Cata log  o f  F e d e r a l  Domestic A s s i s t a n c e  No. 
13.172. Awards w i l l  be  made under t h e  a u t h o r i t y  o f  t h e  P u b l i c  Heal th  S e r v i c e  
A c t ,  S e c t i o n s  301 ( P u b l i c  Law 78-410, as amended 42 U.S.C. 241) and 
adminis te red  under PHS g r a n t s  p o l i c i e s  and F e d e r a l  Regula t ions  42 CFR P a r t  52 
and 45 CFR Part 74. This program is n o t  s u b j e c t  t o  t h e  in te rgovernmenta l
review requirement  o f  Execut ive  Order 12373 o r  t o  Heal th  System Agency rev iew.- BACKGROUND 

The NCHGR sponsors  b a s i c  and a p p l i e d  r e s e a r c h  concerned w i t h  t h e  development
and a p p l i c a t i o n  o f  new t e c h n o l o g i e s  f o r  t h e  c h a r a c t e r i z a t i o n  and a n a l y s i s  of  
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t h e  human genome and t h e  genomes of  impor tan t  model organisms.  The a c t i v i t i e s  
encompassed by t h e  NCHGR program i n c l u d e  g e n e t i c  and p h y s i c a l  mapping, DNA 
sequencing,  and i n f o r m a t i c s  r e l a t e d  t o  mapping and sequencing.  

With r e s p e c t  t o  t h e  DNA sequencing component o f  t h e  Human Genome Program, t h e  
rates o f  sequence a c q u i s i t i o n  a c h i e v a b l e  today  must be i n c r e a s e d  a t  l eas t  10-
t o  lOO-fold, and DNA sequencing c o s t s  must be reduced a t  l eas t  10-fold b e f o r e  
l a r g e - s c a l e  sequencing,  on t h e  o r d e r  of a human chromosome, can be c o n s i d e r e d .  
To d a t e ,  c u r r e n t  o r  improved methods have n o t  been used a t  t h e  megabase l e v e l  
t o  de te rmine  whether,  when combined wi th  economies of  scale, new s t r a t e g i e s ,
improved automation,  a n d l o r  new t e c h n o l o g i e s ,  s i g n i f i c a n t  c o s t  r e d u c t i o n s  a r e  
p o s s i b l e .  The purpose of  t h i s  Request f o r  A p p l i c a t i o n s  (RFA) i s  t o  s u p p o r t
i n v e s t i g a t o r - i n i t i a t e d  r e s e a r c h  p r o j e c t s  t h a t  w i l l  ex tend  t h e  l i m i t s  o f  
advanced s t a t e - o f - t h e - a r t  t echnology c o n s i d e r a b l y  f u r t h e r  t h a n  h a s  y e t  been 
a t tempted .  

DEFINITION OF LARGE-SCALE SEQUENCING 

The Program Advisory Committee on t h e  Human Genome h a s  sugges ted  t h a t ,  a t  t h e  
p r e s e n t  t ime, a r e a s o n a b l e  d e f i n i t i o n  o f  a " l a r g e - s c a l e  sequencing p r o j e c t "  is  
one t h a t  a t t e m p t s  t o  de te rmine  on t h e  o r d e r  o f  t h r e e  megabase p a i r s  o f  
( l a r g e l y )  cont iguous  sequence i n  t h r e e  y e a r s .  C o n t i n u i t y  is  an important
c h a r a c t e r i s t i c  o f  t h e  DNA sequence t o  be obta ined;  t h e  s c i e n t i f i c  problems
t h a t  ar ise  i n  c o n s i d e r i n g  sequencing a one-megabase r e g i o n  are d i f f e r e n t  from 
t h o s e  involved  i n  sequencing 1000 one-k i lobase  r e g i o n s .  The Committee 
e s t i m a t e d  t h a t  a ra te  o f  2-5 megabase p a i r s  o f  DNA sequence p e r  y e a r  i n  t h e  
subsequent  y e a r s  should  be a t t a i n a b l e .  Reduction o f  t h e  c o s t  o f  DNA 
sequencing t o  approximate ly  $ 0 . 7 5  p e r  b a s e  p a i r  w i t h i n  t h r e e  y e a r s  and t o  
$0 .50  p e r  b a s e  p a i r  w i t h i n  f i v e  y e a r s  was a l s o  recommended t o  be a r e a s o n a b l e  
g u i d e .  These l e v e l s  are w e l l  beyond a n y t h i n g  t h a t  h a s  been achieved  t o  d a t e ,
and a p p l i c a n t s  are encouraged t o  c o n s i d e r  them a s  g u i d e l i n e s .  The NCHGR 
encourages d i s c u s s i o n  o f  t h e s e  g u i d e l i n e s  by a p p l i c a n t s .  

DATA MANAGEMENT 

Another e s s e n t i a l  component o f  DNA sequencing p r o j e c t s  t h a t  a l s o  needs t o  be 
i n v e s t i g a t e d  on a l a r g e  s c a l e  is d a t a  management. It is  understood t h a t  
d i f f e r e n t  sequencing s t r a t e g i e s  w i l l  have d i f f e r e n t  d a t a  h a n d l i n g  needs and,
t h e r e f o r e ,  no one s o l u t i o n  t o  d a t a  management problems f o r  l a r g e - s c a l e
sequencing is  l i k e l y .  The i n f o r m a t i c s  p r i o r i t i e s  f o r  t h i s  RFA w i l l  be  
p r i m a r i l y  d i r e c t e d  toward t h e  des ign ,  development, and t e s t i n g  o f  s o f t w a r e  f o r  
d a t a  a c q u i s i t i o n ,  assembly, and management. 

RESEARCH SCOPE 

P r o j e c t s  r e s p o n s i v e  t o  t h i s  RFA should t e s t  hypotheses  and new r e s e a r c h  
s t r a t e g i e s  des igned  t o  y i e l d  new informat ion  on t h e  f e a s i b i l i t y  o f  de te rmining
l a r g e  amounts o f  DNA sequence r a p i d l y  and i n  a c o s t - e f f e c t i v e  manner. It is  
a n t i c i p a t e d  t h a t  such p r o j e c t s  w i l l  involve  an  i n t e g r a t e d  approach t h a t  
a d d r e s s e s  a number o f  i d e n t i f i a b l e  a s p e c t s  o f  t h e  problem, i n c l u d i n g :  1 )  The 
b i o l o g i c a l  materials t o  be sequenced, e . g . ,  genomic DNA o r  o v e r l a p p i n g  c l o n e s  
r e p r e s e n t i n g  a megabase-sized r e g i o n .  A p p l i c a n t s  are encouraged t o  select  DNA 
compris ing r e g i o n s  o f  h i g h  b i o l o g i c a l  i n t e r e s t ;  2) sca le -up  o f  DNA sequencing
technology t o  a l l o w  l a r g e - s c a l e ,  high-throughput ,  and low-cost a c q u i s i t i o n  of  
DNA sequence d a t a ;  3) t y p e s  and r a t e s  o f  e r r o r s  t h a t  are expected;  4) o v e r a l l  
s t r a t e g i e s ,  q u a l i t y  c o n t r o l  systems,  and management p l a n s ;  5) d a t a  
a c q u i s i t i o n ,  d a t a  management, sequence assembly, and e r r o r  e s t i m a t i o n ,  

DATA RELEASE 

The p o l i c y  o f  t h e  U.S. P u b l i c  Heal th  S e r v i c e  (PHS) s t a t e s  t h a t  "when r e s o u r c e s  
are developed w i t h  PHS funds  and t h e  a s s o c i a t e d  r e s e a r c h  f i n d i n g s  have been 
p u b l i s h e d  . . . it is e s s e n t i a l  t h a t  t h e y  be made r e a d i l y  a v a i l a b l e  f o r  
r e s e a r c h  purposes  t o  t h e  s c i e n t i f i c  community." A p p l i c a n t s  w i l l  be  expec ted  
t o  f o l l o w  t h i s  p o l i c y .  Generat ing l a r g e  amounts o f  DNA sequence w i l l  r a i se  
a d d i t i o n a l  q u e s t i o n s  wi th  r e s p e c t  t o  d a t a  r e l e a s e  and p u b l i c  a c c e s s i b i l i t y  t o  
DNA sequence d a t a  because much o f  t h i s  d a t a  w i l l  never  be p u b l i s h e d  i n  
j o u r n a l s  o r  w i l l  n o t  be p u b l i s h e d  i n  i t s  e n t i r e t y .  The NCHGR c o n s i d e r s  t h e  
t i m e l y  release o f  d a t a  t o  t h e  s c i e n t i f i c  community t o  be c r i t i c a l  and 
encourages a p p l i c a n t s  t o  release a l l  sequence d a t a ,  i n c l u d i n g  t h o s e  t h a t  are 
n o t  p u b l i s h e d ,  t o  a p u b l i c  d a t a b a s e  i n  a t i m e l y  f a s h i o n .  Although it w i l l  n o t  
be used as a review c r i t e r i a ,  t h e  NCHGR i s  i n t e r e s t e d  i n  t h e  i n v e s t i g a t o r ' s
a n a l y s i s  and e v a l u a t i o n  o f  i s s u e s  r e l a t e d  t o  t h e  t i m e l y  release o f  d a t a  such 
as a t i m e t a b l e  f o r  d a t a  release, t h e  c r i t e r i a  f o r  l f f i n i s h e d l l  DNA sequence
( i . e . ,  sequence t h a t  is ready  t o  be p u b l i c l y  r e l e a s e d ) ,  and t h e  i n t e r v a l s  
( e . g . ,  number o f  n u c l e o t i d e s  o r  number o f  months) a t  which d a t a  w i l l  be  
r e l e a s e d .  
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MECHANISM OF SUPPORT 

Suppor t  f o r  t h i s  program w i l l  be  through r e s e a r c h  g r a n t s  (ROls). A p p l i c a n t s  
may r e q u e s t  up t o  f i v e  y e a r s  of s u p p o r t .  For g r a n t s  awarded f o r  more t h a n  
t h r e e  y e a r s ,  c o m p e t i t i v e  renewals w i l l  b e  due a t  t h e  end of  t h e  t h i r d  y e a r  t o  
a l l o w  a d e t e r m i n a t i o n  of whether t h e  p r o j e c t  is  s a t i s f a c t o r i l y  meet ing i t s  

lid 	 s t a t e d  o b j e c t i v e s .  A s  a r e s u l t  o f  t h a t  review,  funds  may be con t inued  a t  t h e  
l e v e l  recommended o r  reduced t o  phase ou t  t h e  p r o j e c t  by t h e  end o f  t h e  
o r i g i n a l  p r o j e c t  p e r i o d .  

An annual  meet ing is be ing  planned t o  assist g r a n t e e s  r e c e i v i n g  funds  under  
t h i s  RFA i n  ma in ta in ing  communication wi th  o t h e r  i n v e s t i g a t o r s  working on t h e  
development o f  l a r g e - s c a l e  DNA sequencing  methods and i n  o b t a i n i n g  r a p i d  
access t o  t h o s e  developments .  Funds f o r  t r a v e l  t o  t h i s  meet ing f o r  as many as 
two i n v e s t i g a t o r s  may be r e q u e s t e d .  

The t o t a l  amount o f  suppor t  a v a i l a b l e  f o r  g r a n t s  under t h i s  RFA (approximate ly
$6 m i l l i o n ) ,  i s  c o n t i n g e n t  upon t h e  a p p r o p r i a t i o n  o f  funds  f o r  t h i s  purpose .
It is  a n t i c i p a t e d  t h a t  up t o  t h r e e  awards w i l l  b e  made d u r i n g  f i s ca l  y e a r
1991. There is no set  l i m i t  on t h e  s i z e  o f  each  award. Ra the r ,  each  
i n v e s t i g a t o r  should  propose  a budget adequate  t o  accomplish t h e  work proposed.  

LETTER OF INTENT 

I t  is  s t r o n g l y  recommended 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  NCHGR s t a f f  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 .  P o t e n t i a l  a p p l i c a n t s  are asked  t o  submit  a 
l e t t e r  o f  i n t e n t  by October 15, 1990. This  l e t t e r  should  i n c l u d e  a 
d e s c r i p t i v e  t i t l e  o f  t h e  proposed r e s e a r c h ,  names o f  p r i n c i p a l  i n v e s t i g a t o r s
and o t h e r  key i n v e s t i g a t o r s  and t h e i r  i n s t i t u t i o n s .  The l e t t e r  o f  i n t e n t  is  
r e q u e s t e d  i n  o r d e r  t o  p rov ide  an i n d i c a t i o n  o f  t h e  number and scope  o f  
a p p l i c a t i o n s  t o  be reviewed.  The l e t t e r  of i n t e n t  does n o t  commit t h e  sende r  

submit  a p p l i c a t i o n  is it a requi rement  f o r  submission o ft o  an  no r  

a p p l i c a t i o n .  Letters o f  i n t e n t  and r e q u e s t s  f o r  t h e  

i n fo rma t ion  shou ld  be  s e n t  d i r e c t l y  t o :  


D r .  J a n e  L .  Pe t e r son ,  Chief  

Research Cen te r s  Branch 

N a t i o n a l  Center  f o r  Human Genome Research 

Bui ld ing  3 8 A ,  Room 610 

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


'14	Bethesda,  MD 20892 
Telephone: (301) 496-7531 
E - m a i l :  j p 2 a n i h c u . b i t n e t  

an  
f u l l  RFA o r  a d d i t i o n a l  

TIONAL COOPERATIVE DRUG DISCOVERY GROUPS FOR THE TREATMENT OF OPPORTUNISTIC 
FECTIONS A S S O C D ACQ-CY 

RFA AVAILABLE: AI-90-10 

P-T .  34; K.W. 0715008, 0740018, 0740020, 0755025, 1002008 
N a t i o n a l  I n s t i t u t e  of  A l l e r g y  and I n f e c t i o u s  Diseases 

Letter o f  I n t e n t  Rece ip t  Date: October 1, 1990 
A p p l i c a t i o n  Rece ip t  Date: December 10, 1990 

The Na t 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 ( 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 s  (RFA) f o r  funding  o f  t h e  Na t iona 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  Assoc ia t ed  wi th  Acquired Immune Def i c i ency  Syndrome (NCDDG-01). It 
is  t h e  purpose o f  t h i s  RFA ( 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  t h e r a p e u t i c  a g e n t s  t o  t r e a t  i n f e c t i o n s  caused by
o p p o r t u n i s t i c  pa thogens  a s s o c i a t e d  wi th  AIDS. A p p l i c a t i o n s  t h a t  i n c l u d e  
r e s e a r c h  p r o j e c t s  o r  c o r e  components from t h e  p r i v a t e  s e c t o r  ( e . g . ,
pharmaceut ica l ,  chemical ,  o r  b i o t e c h n o l o g i c a l  companies) are encouraged.  

O p p o r t u n i s t i c  i n f e c t i o n s  are t h e  major causes  o f  morb id i ty  and m o r t a l i t y  i n  
AIDS p a t i e n t s .  Due t o  t h e  complexi ty  o f  managing t h e s e  i n f e c t i o n s ,  t h e  
medical  and h o s p i t a l i z a t i o n  c o s t s  o f  HIV-infected i n d i v i d u a l s  are enormous. 
A v a i l a b l e  drugs t o  t r e a t  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 r e  of  l i m i t e d  u t i l i t y
because  of  t o x i c i t y  and o t h e r  adve r se  r e a c t i o n s .  The re fo re ,  t h e  need e x i s t s  
f o r  p o t e n t  and se lec t ive  t h e r a p e u t i c  a g e n t s  a c t i v e  a g a i n s t  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  (01s). The purpose o f  t h i s  RFA is t o  encourage i n v e s t i g a t o r s  from 

=4 	d i v e r s e  f i e l d s  and e x p e r t i s e  t o  c o l l a b o r a t e  and e x p l o r e  new avenues u t i l i z i n g
t h e  r e c e n t  advances i n  molecular  b i o l o g y ,  U n i t s  i n  which t h e s e  r e s e a r c h  
t a l e n t s  and r e s o u r c e s  are combined are termed "NATIONAL COOPERATIVE DRUG 
DISCOVERY GROUPS" ( N C D D G s ) .  The NCDDG programs would p rov ide  a mechanism f o r  
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a fo rma l i zed  c o l l a b o r a t i o n  between s c i e n t i s t s  from u n i v e r s i t i e s , 

pharmaceut ica l  companies, and Government. They are env i s ioned  as having  t h e  

c a p a c i t y  t o  g e n e r a t e  new approaches 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  

o p p o r t u n i s t i c  i n f e c t i o n s  i n  AIDS p a t i e n t s  and t o  r a p i d l y  t r a n s l a t e  t h e i r  

concep t s  i n t o  p o t e n t i a l l y  e f f e c t i v e  t r e a t m e n t s .  The NCDDG can be  focused  i n  

one area ( s y n t h e t i c ,  b iochemica l ,  b i o l o g i c a l )  o r  be  a combinat ion o f  t h e  above 

approaches  (comprehensive)  i n  composi t ion .  R e s u l t s  from t h e  r e s e a r c h  proposed *~ 

should  be  used t o  i d e n t i f y  and develop  in fo rma t ion  f o r  long-term p lann ing  o f  

p o t e n t i a l  t h e r a p e u t i c  approaches o r  t o  recommend new p o t e n t i a l  t r e a t m e n t s  

worthy o f  f u r t h e r  development i n  c l i n i c a l  t r i a l s .  


The NCDDG-01 i n i t i a t i v e  h a s  evolved as  a p a r t  o f  t h e  NCDDG Program on AIDS 

(now r e f e r r e d  t o  as  N C D D G - H I V ) .  The NCDDG-HIV Program, launched i n  1986, h a s  

funded 27 groups whose r e s e a r c h  e f f o r t s  are d i r e c t e d  towards  t h e  

i d e n t i f i c a t i o n  o f  more s e l e c t i v e  and e f f e c t i v e  a g e n t s  t o  t r e a t  H I V  i n f e c t i o n .  

The s t u d i e s  suppor t ed  by t h e  NCDDG-HIV Program have l e d  t o  t h e  i d e n t i f i c a t i o n  

o f  s e v e r a l  p o t e n t i a l  new t h e r a p e u t i c  a g e n t s .  The NCDDG-01 i n i t i a t i v e ,  f i r s t  

launched i n  1989, s e e k s  t o  s t i m u l a t e  i n v e s t i g a t i o n s  l e a d i n g  t o  t h e  

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

v a r i o u s  pa thogens  c a u s i n g  o p p o r t u n i s t i c  i n f e c t i o n s  i n  AIDS p a t i e n t s .  S i x  

groups have been funded i n  t h e  first round o f  awards.  


Recent advances i n  molecular  b io logy ,  b iochemis t ry ,  and pa thogenes i s  p rov ide  

avenues f o r  i n n o v a t i v e  approaches .  The NCDDG-01 Program w i l l  p rov ide 

a s s i s t a n c e  t o  t a l e n t e d  s c i e n t i s t s  t o  i n t e r a c t  as  a u n i t  t o  c a r r y  o u t  t h e  

p r e c l i n i c a l  r e s e a r c h  e s s e n t i a l  f o r  t h e  r e a l i z a t i o n  o f  p r o j e c t  o b j e c t i v e s .  An 

NCDDG-01 cou ld  be  composed of s c i e n t i s t s  from a combinat ion o f  academic, 

non-p ro f i t  r e s e a r c h ,  and commercial o r g a n i z a t i o n s .  Each NCDDG-01 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  consort 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  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 ,  p o t e n t i a l  t h e r a p e u t i c  a g e n t s  u s e f u l  i n  t h e  

t r e a t m e n t  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  i n  AIDS p a t i e n t s .  S p e c i f i c a l l y  exc luded  

from t h e  Group's a c t i v i t i e s  are s t u d 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  

drug .  


Projects or c o r e s  wi th  proposed animal  model development o r  e f f i c a c y  t e s t i n g 

i n  animal  models must be  i n t e g r a t e d  w i t h i n  t h e  major g o a l  o f  t a r g e t e d  drug 

d i scove ry  and be  r e q u i r e d  t o  a t t a i n  t h e  Group's o b j e c t i v e s .  Funds f o r  

e v a l u a t i o n  o f  new a g e n t s  i n  animal  models w i l l  be  wi thhe ld  u n t i l  compounds

gene ra t ed  by t h e  Group are a v a i l a b l e  f o r  animal  e f f i c a c y  s t u d i e s  and be  

l i m i t e d  t o  25  p e r c e n t  e f f o r t  o f  t h e  Group. NOTE: Animal component(s)  may be  w

r e q u e s t e d  by t h e  N I A I D  t o  e v a l u a t e  i n  animal  models compounds o t h e r  t h a n  t h e i r  

own. When t h i s  occur s ,  and i n  t h e  even t  t h a t  t h i s  h a s  n o t  a l r e a d y  been done, 

t h e  necessa ry  funds  f o r  e v a l u a t i o n  w i l l  be  r e l e a s e d .  P r o j e c t s  u t i l i z i n g 

non-random s c r e e n i n g  o f  n a t u r a l  p roduc t s ,  b i o l o g i c s ,  and/or  s y n t h e t i c 

compounds must 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.

Large-sca le  random s c r e e n i n g  of  compounds w i l l  n o t  be  suppor ted  under t h i s  

RFA . 

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  programmatic involvement d u r i n g  performance.  The n a t u r e  o f  N I A I D  

s t a 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  P r i n c i p a l 

I n v e s t i g a t o r  must d e f i n e  h i s / h e r  o b j e c t i v e s  i n  acco rd  wi th  h i d h e r  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  t h e  t r e a t m e n t  o f  AIDS-associated 

o p p o r t u n i s t i c  i n f e c t i o n s .  


The a p p l i c a n t  i n s t i t u t i o n  and t h e  P r i n c i p a l  I n v e s t i g a t o r  w i l l  be r e s p o n s i b l e 

f o r  t h e  Group's a p p l i c a t i o n .  Awards w i l l  b e  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 no 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  b e  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 t a f f  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 a l l  members o f  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  materials 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 ,  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  and t o  p rov ide  a p p r o p r i a t e  s c i e n t i f i c  i n p u t .  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  o f  a g e n t s  a c t i v e  

a g a i n s t  01s i n  AIDS p a t i e n t s  and w i l l  f a c i l i t a t e  t h e i r  subsequent  development 

f o r  c l i n i c a l  t r i a l s .  


N I A I D  a n t i c i p a t e s  making m u l t i p l e  awards f o r  p e r i o d s  up t o  f i v e  y e a r s  and h a s  , P i  


se t  a s i d e  $2 .0  - 2 . 5  mil l i .cn t o t a l  c o s t s  f o r  t h e  f i r s t  y e a r ' s  funding .  The 

amount s p e n t  w i l l  b e  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  approved a p p l i c a t i o n s .  
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For a copy of t h i s  RFA, p l e a s e  c o n t a c t :  

M s .  Barbara  Gunter 
Developmental T h e r a p e u t i c s  Branch 
D i v i s i o n  of  AIDS 
N a t i o n a l  I n s t i t u t e  o f  Al le rgy  and I n f e c t i o u s  Diseases  

4 6003 Execut ive Boulevard,  Room 243P 
Bethesda, MD 20892 
Telephone: (301) 496-8197 

NATIONAL COOPERATIVE DRUG DISCOVERY GROUPS FOR THE TREATMENT OF HUMAN 
NCY I N k ' m T I O J  

RFA AVAILABLE: AI-90-09 

P . T .  34; K.W.  0715008, 0740020, 0755025 

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  of  I n t e n t  Rece ip t  Date: October 1 ,  1990 
A p p l i c a t i o n  Rece ip t  Date : December 6 ,  1990 

The 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  ( N I A I D )  announces 
a v a i l a b i l i t y  of  a Request f o r  A p p l i c a t i o n  (RFA) f o r  funding  of  t h e  N a t i o n a l  
Cooperat ive Drug Discovery Groups f o r  t h e  Treatment o f  Human Immunodeficiency
V i r u s  I n f e c t i o n  ( N C D D G / H I V ) .  It is 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  t h a t  can be used f o r  t h e  t r e a t m e n t  of  H I V ,  
t h e  e t i o l o g i c a l  a g e n t  a s s o c i a t e d  w i t h  Acquired Immunodeficiency Syndrome
(AIDS). 

A p p l i c a t i o n s  t h a t  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 . ,  pharmaceut ica l ,  chemical ,  o r  b i o t e c h n o l o g i c a l  companies) 
are encouraged. Research d i r e c t e d  toward drug d i s c o v e r y  i n  t h e  f o l l o w i n g  
areas w i l l  be  c o n s i d e r e d  r e s p o n s i v e  t o  t h i s  RFA: humoral and c e l l u l a r  arms o f  
t h e  immune system; immune-based t h e r a p i e s ;  s t r u c t u r e ,  b i o p h y s i c a l  and 
b i o l o g 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 ;  b iochemis t ry  of  
v i r a l - h o s t  i n t e r a c t i o n s ;  i n h i b i t o r s  o f  enzymatic f u n c t i o n s  and biochemical  
pathways; r e p r e s s o r s  o f  H I V  r e g u l a t o r y  elements;  drug metabolism; drug
t a r g e t i n g  ( p e p t i d e s ,  n u c l e i c  a c i d s ,  and o t h e r  compounds); gene d e l i v e r y  u s i n g
v i r a l  v e c t o r s ;  r ibozymes as r e p r e s s o r s  of  H I V  gene f u n c t i o n ;  emergence o f  
d r u g - r e s i s t a n t  s t r a i n s  and ways t o  c o u n t e r a c t  it; v i r a l  and c e l l u l a r  
parameters  a s s o c i a t e d  w i t h  n e u r o l o g i c a l  dysfunct ion;  and d i s c o v e r y ,
biochemical  and b i o l o g i c a l  c h a r a c t e r i z a t i o n  o f  promising n a t u r a l  p r o d u c t s  o r  
s y n t h e t i c  chemical  compounds. 

P r o j e c t s  o r  c o r e s  w i t h  proposed animal model development o r  e f f i c a c y  t e s t i n g
i n  animal models must be i n t e g r a t e d  i n t o  and r e q u i r e d  t o  a t t a i n  t h e  Group's
o b j e c t i v e s .  Funds f o r  e v a l u a t i o n  of  new a g e n t s  i n  animal models w i l l  be  
wi thhe ld  u n t i l  compounds g e n e r a t e d  by t h e  Group are a v a i l a b l e  f o r  animal 
e f f i c a c y  s t u d i e s .  If proposed, efforts d i r e c t e d  t o  t h e  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  (which i n c l u d e s  
pharmacology and t e s t i n g  i n  c e l l - b a s e d  a s s a y s )  must n o t  exceed 25 p e r c e n t  of 
t h e  t o t a l  e f f o r t  o f  t h e  Group. P r o j e c t s  u t i l i z i n g  non-random c e l l - b a s e d  
a s s a y s  f o r  s c r e e n i n g  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 
must 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  of  t h e  Group. 

For r e a s o n s  s t a t e d  below, t h e  f o l l o w i n g  r e s e a r c h  areas c u r r e n t l y  under i n t e n s e  
i n v e s t i g a t i o n  o r  t h a t  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  
are excluded from t h i s  RFA: ( i )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 ;  (ii)
prodrugs o f  known anti-HIV n u c l e o s i d e s ;  (iii)e v a l u a t i o n  of recombinant human 
c y t o k i n e s ;  ( i v )  development o f  s o l u b l e  CD4 o r  i t s  conjugated  congeners;  ( v )
l a r g e - s c a l e  random s c r e e n i n g  o f  compounds w i t h  p o t e n t i a l  a c t i v i t y  a g a i n s t  H I V  
i n  c e l l  c u l t u r e - b a s e d  systems;  such a program i s  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 ;  ( v i )  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; a s e p a r a t e  RFA f o r  t h e  N a t i o n a l  Cooperat 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  Assoc ia ted  w i t h  AIDS (NCDDG-01)
is  b e i n g  r e - i s s u e d .  

Each NCDDG/HIV 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  consort 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 ,  implement, 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 h e r a p e u t i c  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  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  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  b e  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  a s  be ing  mult  i - i n s t i t u t i o n a l  as 
w e l l .  Thus, each  N C D D G l H I V  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  
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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  Groupls 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  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 mobil 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  expected t h a t  t h e  r a t i o n a l e  f o r  d e s i g n  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  o f  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 .  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  drug.  

Awards w i l l  be  made as Cooperat 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  Cooperat ive Agreement a n t i c i p a t e s
s u b s t a n t i a l  programmatic involvement d u r i n g  performance. The n a t u r e  o f  N I A I D  
s t a f f  p a r t i c i p a t i o n  is  d e s c r i b e d  i n  t h e  RFA. However, t h e  a p p l y i n g  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 t s  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  combat H I V  i n f e c t i o n .  

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  b e  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  b e  made t o  t h e  a p p l i c a n t ' s  i n s t i t u t i o n  on b e h a l f  o f  
t h e  Group a s  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 rovide  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  b e  r e s p o n s i b l e  f o r  t h e  performance of  
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 a c t i v e  
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 ramura l  s ta f f  is aimed a t  
enhancing and e x p e d i t i n g  a concer ted  e f f o r t  by t h e  Group by making a v a i l a b l e  
b i o l o g i c a l  materials 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  b a s e s ,  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 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 expected t o  promote i n n o v a t i v e  
d i s c o v e r i e s  of  anti-HIV 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 .  

A p p l i c a t i o n s  w i l l  b e  reviewed by t h e  a p p r o p r i a t e  subcommittee o f  t h e  NIAID 
AIDS Research Review Committee. N I A I D  has se t  as ide $ 2 . 5  m i l l i o n  f o r  t h e  
i n i t i a l  y e a r l s  funding .  The amount s p e n t  will 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  of 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  of  
approved a p p l i c a t i o n s .  

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

M s .  Barbara  Gunter 

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

D i v i s i o n  o f  AIDS 

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 

6003 Execut ive  Boulevard 

Bethesda,  MD 20892 

Telephone: (301) 496-8197 


I N G  P R 0 G R A M U N C F . m  

YATIONAL INSTITUTE ON DRUG ABUSE - ANNOUNCEMENT AND GUIDELINES - AUGUST 1990 

PA: PA-90-31 


P.T. 34; K.W. 1002030, 1002019, 1002008, 1003002, 0710080, 0404009, 0785055 

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

PURPOSE 

The purpose o f  t h i s  announcement is  t o  update  t h e  N a t i o n a l  I n s t i t u t e  on Drug
Abusels  ( N I D A )  General Announcement and G u i d e l i n e s  t o  re f lec t  t h e  p r i o r i t i e s
f o r  t h e  c u r r e n t  f i s ca l  y e a r .  

RESEARCH OBJECTIVES 

A p p l i c a t i o n s  f o r  drug  abuse r e s e a r c h  suppor t  w i l l  be  c o n s i d e r e d  i n  t h e  
f o l l o w i n g  a r e a s :  

( 1 )  Basic biomedical  and n e u r o s c i e n t i f i c  r e s e a r c h  a t  t h e  g e n e t i c ,  molecular ,  
organ,  and system l e v e l ;  (2 )  Biochemistry,  pharmaceut ical /medical  chemis t ry ,
and metabol ic  and pharmacokinet ic  s t u d i e s ;  ( 3 )  Epidemiology and n a t u r a l  
h i s t o r y  ( e t i o l o g y )  o f  drug  abuse;  (4)Treatment r e s e a r c h ;  (5) Prevent ion  
r e s e a r c h ;  (6) Behaviora l  and c l i n i c a l  pharmacology r e s e a r c h ;  (7) AIDS and drug
abuse; and ( 8 )  Drug abuse i n  t h e  workplace.  
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MECHANISMS OF SUPPORT 

Support  mechanisms i n c l u d e :  ( 1 )  Research P r o j e c t s  ( R o l l ,  ( 2 )  Small  Grants  
(R031, (3 )  Conference Grants  (R131, ( 4 )  F i r s t  Independent Research Support  and 
T r a n s i t i o n  Awards (R291, (5) Small  Bus iness  Innovat ion  Research Grants  
(SBIR-R43 and R441, ( 6 )  Program P r o j e c t s  ( P o l ) ,  and ( 7 )  Research Demonstration 

81w 	 and Disseminat ion P r o j e c t s  (R18--This program w i l l  be  announced through a 
s p e c i f i c  r e q u e s t  f o r  a p p l i c a t i o n s  ( R F A ) ) .  

I n  a d d i t i o n ,  N I D A  employs a v a r i e t y  of  suppor t  mechanisms t h a t  u n d e r g i r d  t h e  
r e s e a r c h  t r a i n i n g  and p r o f e s s i o n a l  development o f  c l i n i c i a n s  and s c i e n t i s t s  
upon whom f u t u r e  drug  abuse r e s e a r c h  w i l l  depend. These i n c l u d e :  ( 1 )
P r e d o c t o r a l  and P o s t d o c t o r a l  I n d i v i d u a l  Nat iona l  Research S e r v i c e  Awards (F31
and F321, ( 2 )  I n s t i t u t i o n a l  N a t i o n a l  Research S e r v i c e  Awards (T321, (3) MARC 
Undergraduate NRSA I n s t i t u t i o n a l  Grants  (T341, and ( 4 )  Research and S c i e n t i s t  
Development Awards (K02, K05, K20 and K21). 

IMPORTANT - The r e c e i p t  d a t e  appear ing  l a t e r  i n  t h i s  announcement are f o r  
e i t h e r  p r o j e c t  g r a n t  mechanism (Rol l  o r  AIDS s p e c i a l  r e c e i p t  d a t e s .  A l l  o t h e r  
r e s e a r c h  suppor t  mechanisms l i s t e d  above may have t h e i r  own: ( 1 )  r e c e i p t  and 
review d a t e  schedule ;  (2) s p e c i a l  programmatic c o n s i d e r a t i o n s  f o r  funding
p r i o r i t y .  

ELIGIBILITY 

A p p l i c a t i o n  f o r  r e s e a r c h  g r a n t s  may be made by any p u b l i c  o r  p r i v a t e
non-prof i t  o r  f o r - p r o f i t  i n s t i t u t i o n  such as u n i v e r s i t i e s ,  c o l l e g e s ,
h o s p i t a l s ,  l a b o r a t o r i e s ,  and u n i t s  o f  s t a t e  o r  l o c a l  government, and e l i g i b l e
a g e n c i e s  o f  t h e  F e d e r a l  Government. Women and m i n o r i t y  p o p u l a t i o n s  are 
encouraged t o  apply .  

INCLUSION OF MINORITIES I N  STUDY POPULATIONS 

A p p l i c a n t s  are r e q u i r e d  t o  g i v e  added a t t e n t i o n  (where f e a s i b l e  and 
a p p r o p r i a t e )  t o  t h e  i n c l u s i o n  o f  m i n o r i t i e s  i n  s t u d y  p o p u l a t i o n s  f o r  r e s e a r c h  
i n t o  t h e  e t i o l o g y  o f  d i s e a s e s ,  r e s e a r c h  i n  b e h a v i o r a l  and s o c i a l  s c i e n c e s ,
c l i n i c a l  s t u d i e s  o f  t r e a t m e n t  and t r e a t m e n t  outcomes, r e s e a r c h  on t h e  dynamics
o f  h e a l t h  care and i ts  impact on d i s e a s e ,  and a p p r o p r i a t e  i n t e r v e n t i o n s  f o r  
d i s e a s e  p r e v e n t i o n  and h e a l t h  promotion. If m i n o r i t i e s  are n o t  inc luded  i n  a 
given  s tudy ,  a c l e a r  r a t i o n a l e  f o r  t h e i r  e x c l u s i o n  should  b e  provided .

d 

INCLUSION OF WOMEN I N  STUDY POPULATIONS 

A p p l i c a n t s  are r e q u i r e d  t o  c o n s i d e r  t h e  i n c l u s i o n  o f  women i n  t h e  s t u d y
p o p u l a t i o n s  f o r  a l l  c l i n i c a l  r e s e a r c h  e f f o r t s .  Except ions would be s t u d i e s  o f  
d i s e a s e s  t h a t  e x c l u s i v e l y  affect  males o r  where involvement o f  pregnant  women 
may expose t h e  f e t u s  t o  undue r i s k s .  Gender d i f f e r e n c e s  should  be noted  and 
e v a l u a t e d .  If women are n o t  t o  be inc luded ,  a c l e a r  r a t i o n a l e  should  be 
p r o v i d e  f o r  t h e i r  e x c l u s i o n .  

I n  o r d e r  t o  p r o v i d e  more p r e c i s e  informat ion  t o  t h e  t r e a t m e n t  community, it is 
recommended t h a t  p u b l i c a t i o n s  r e s u l t i n g  from Alcohol,  Drug Abuse, and Mental 
Heal th  Adminis t ra t ion-suppor ted  r e s e a r c h  i n  which t h e  s t u d y  p o p u l a t i o n  was 
l i m i t e d  t o  one s e x  f o r  any r e a s o n  o t h e r  t h a n  t h a t  t h e  d i s e a s e  o r  c o n d i t i o n  
s t u d i e d  e x c l u s i v e l y  a f fec ts  t h a t  sex ,  should s t a t e ,  i n  t h e  a b s t r a c t  summary,
t h e  gender o f  t h e  p o p u l a t i o n  s t u d i e d ,  e . g .  , "male p a t i e n t s , "  "male 
v o l u n t e e r s ,  "female p a t i e n t s ,  o r  "female v o l u n t e e r s .  

APPLICATION PROCEDURES 

A p p l i c a n t s  should  u s e  t h e  g r a n t  a p p l i c a t i o n  form PHS 398 (Rev. 10 /88) .  The 
t i t l e  and number o f  t h i s  Program Announcement !"IDA-General Announcement,
PA-90-31," should  be typed  i n  i t e m  number 2 o f  t h e  face page o f  t h e  PHS 398 
a p p l i c a t i o n  form. P l e a s e  i d e n t i f y  any AIDS-related a p p l i c a t i o n  accord ing  t o  
s p e c i f i c  i n s t r u c t i o n s  inc luded  i n  t h e  a p p l i c a t i o n  k i t ,  o r  t h a t  a r e  c o n t a i n e d  
elsewhere i n  t h i s  announcement, o r  t h a t  have been i d e n t i f i e d  through p r e v i o u s
communications i n  t h e  N I H  Guide t o  Grants  and C o n t r a c t s .  

A p p l i c a t i o n  k i t s  c o n t a i n i n g  t h e  n e c e s s a r y  forms and i n s t r u c t i o n s  may be 
o b t a i n e d  from o f f i c e s  o f  sponsored r e s e a r c h  a t  most u n i v e r s i t i e s ,  c o l l e g e s ,
medical schools ,  and o ther  major r e s e a r c h  f a c i l i t i e s .  If such a source  is not  
a v a i l a b l e ,  t h e  f o l l o w i n g  o f f i c e  may be c o n t a c t e d  f o r  t h e  n e c e s s a r y  material: 
Grants  Management Branch, N I D A ,  Room 8A-54, 5600 F i s h e r s  Lane, R o c k v i l l e ,  MD 

Id 
20857, (301)  443-6710. 
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-- 

The s igned  o r i g i n a l  and s i x  (6) permanent l e g i b l e  c o p i e s  of t h e  completed 

non-AIDS a p p l i c a t i o n  and t h e  s i g n e d  o r i g i n a l  and 24 permanent l e g i b l e  c o p i e s 

o f  t h e  AIDS a p p l i c a t i o n s  should  be s e n t  t o :  


D i v i s i o n  of  Research Grants ,  N I H  

Westwood Bui ld ing ,  Room 240 

Bethesda, MD 20892xx 


RECEIPT AND REVIEW SCHEDULE 


Receip t  Dates  I n i t i a l  Advisory Counci l  E a r l i e s t  

NewIRenewal Review Review S t a r t  Date 


June  l / J u l y  1X Oct ./Nov. J a n .  I F e b .  A p r i l 

O c t .  l/Nov. 1 X  Feb./Mar. May/June J u l y 

Feb. l/Mar. 1 X  May/June Sept  ./Oct. Dec. 


x Amended a p p l i c a t i o n s  (new o r  renewal are t o  b e  submi t ted  on t h e s e  d a t e s .  


EXPEDITED AIDS APPLICATION RECEIPT AND REVIEW SCHEDULE 


AIDS r e c e i p t  d a t e s  ( o r  a l l  new, competing, r e v i s e d  and supplemental  AIDS 

a p p l i c a t i o n s ,  i r r e s p e c t i v e  of  t y p e  of a c t i v i t y ,  i . e . ,  R01, R13, R29, P50, 

e tc .  1 .  


Receip t  Dates I n i t i a l  Advisory Counci l  Ear l ies t  

NewIRenewal Review Review S t a r t  Date 


J a n  2X Feb./Mar. May/June June 

May 1% J u n e / J u l y  Sept . /Oct .  Nov. 

S e p t  l x  O c t  ./Nov. J a n .  /Feb. Feb, 


X These r e c e i p t  d a t e s  do n o t  apply  t o  t h o s e  AIDS Program Announcements o r  RFAs 

which s p e c i f y  a l t e r n a t e  rece ip t  d a t e s .  AIDS a p p l i c a t i o n s  received a f t e r  t h e  

above dates w i l l  be h e l d  u n t i l  t h e  next  AIDS s p e c i a l  review c y c l e .  


REVIEW PROCESS 


The D i v i s i o n  o f  Research Grants ,  N I H ,  s e r v e s  as a c e n t r a l  p o i n t  f o r  r e c e i p t  o f  

a p p l i c a t i o n s  f o r  most d i s c r e t i o n a r y  PHS g r a n t  programs. A p p l i c a t i o n s  r e c e i v e d  

under  t h i s  announcement w i l l  be  a s s i g n e d  t o  an  I n i t i a l  Review Group ( I R G )  i n  

accordance w i t h  e s t a b l i s h e d  PHS R e f e r r a l  g u i d e l i n e s .  The I R G s ,  c o n s i s t i n g 

p r i m a r i l y  o f  non-Federal  s c i e n t i f i c  and t e c h n i c a l  e x p e r t s ,  w i l l  review t h e  

a p p l i c a t i o n s  f o r  s c i e n t i f i c  and t e c h n i c a l  mer i t .  N o t i f i c a t i o n  o f  t h e  review 

recommendations w i l l  b e  s e n t  t o  t h e  a p p l i c a n t  a f t e r  t h e  i n i t i a l  review.  


A p p l i c a t i o n s  w i l l  r e c e i v e  a second- leve l  review by a N a t i o n a l  Advisory Council  

whose review may be based on p o l i c y  a s  w e l l  as s c i e n t i f i c  merit  c o n s i d e r a t i o n .  

Only a p p l i c a t i o n s  recommended f o r  approval  by t h e  Counci l  may be cons idered  

�or  funding .  


AWARD CRITERIA 


A p p l i c a t i o n s  recommended f o r  approval  by an a p p r o p r i a t e  Advisory Counci l  w i l l  

be cons idered  f o r  funding  on t h e  b a s i s  o f  o v e r a l l  s c i e n t i f i c  and t e c h n i c a l  

merit  o f  t h e  r e s e a r c h  a s  determined by p e e r  review,  program needs and ba lance , 

and a v a i l a b i l i t y  o f  funds .  


INQUIRIES 


Contac ts  f o r  Program Informat ion:  


D i r e c t o r ,  D i v i s i o n  o f  P r e c l i n i c a l  Research 

Room 10A-31 

Telephone: (301)  443-1887 


D i r e c t o r ,  D i v i s i o n  o f  C l i n i c a l  Research 

Room 10A-38 

Telephone: (301)  443-6697 


D i r e c t o r ,  D i v i s i o n  o f  EDidemioloav and Prevent ion  Research 

Room 11A-55 

Telephone: (301)  443-6637 


D i r e c t o r ,  D i v i s i o n  of Applied Research rm


Room 9A-54 

Telephone: (301)  443-6780 
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The s t ree t  a d d r e s s  f o r  t h e  above i s  

5600 F i s h e r s  Lane 
R o c k v i l l e ,  MD 20857 

T h i s  program is  d e s c r i b e d  i n  t h e  Catalog o f  Federa l  Domestic A s s i s t a n c e  No. 
# 	13.279. Grants  w i l l  be awarded under t h e  a u t h o r i t y  of  S e c t i o n  301  o f  t h e  

P u b l i c  Heal th  S e r v i c e  A c t ,  a s  amended (42 USC 241) and a d m i n i s t e r e d  i n  
accordance wi th  t h e  PHS Grants  P o l i c y  Statement  and F e d e r a l  r e g u l a t i o n s  a t  42 
CFR P a r t  52 and 45 CFR P a r t  74.  T h i s  program i s  n o t  s u b j e c t  t o  t h e  
in te rgovernmenta l  review requi rements  of  Execut ive Order 12372 o r  Heal th  
System Agency review.  

NEURAL AND BEHAVIORAL BASES OF COGNITIVE CHANGE WITH AGF, 

PA: PA-90-32 

P.T. 34; K.W.  0710010, 1002030, 0414005 

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

The Neuroscience and Neuropsychology of  Aging Program o f  t h e  N a t i o n a l  
I n s t i t u t e  on Aging ( N I A )  i s  s o l i c i t i n g  a p p l i c a t i o n s  f o r  r e s e a r c h  and t r a i n i n g  
g r a n t s  on t h e  n e u r a l  and psychologica l  mechanisms under ly ing  c o g n i t i o n  i n  
ag ing  . 
The purpose o f  t h i s  program announcement i s  t o  broaden t h e  scope o f  c o g n i t i v e
r e s e a r c h  on ag ing  i n t o  t h e  realm o f  c o g n i t i v e  n e u r o s c i e n c e .  Research t h a t  i s  
b e i n g  encouraged should  t a k e  advantage o f  t h e o r e t i c a l  and exper imenta l
advances i n  t h e  f i e l d s  of  c o g n i t i v e  s c i e n c e  and neurosc ience  and apply  them t o  
q u e s t i o n s  o f  a g i n g .  The use  o f  any model system, i n c l u d i n g  computa t iona l ,
animal ,  o r  human, may be a p p r o p r i a t e  i f  it w i l l  h e l p  e l u c i d a t e  t h e  mechanisms 
o f  c o g n i t i v e  change t h a t  can occur  wi th  ag ing  and e x p e r i e n c e .  While s t u d i e s  
a d d r e s s i n g  q u e s t i o n s  o f  c o g n i t i v e  ag ing  from e i t h e r  neurosc ience  o r  c o g n i t i v e
s c i e n c e  p e r s p e c t i v e s  a r e  encouraged, s t u d i e s  t h a t  l i n k  neurosc ience  and 
c o g n i t i v e  s c i e n c e  approaches t o  ag ing  a r e  p a r t i c u l a r l y  d e s i r a b l e  i n  a s  much as 
t h e y  can h e l p  c l a r i f y  t h e  in te rdependence  of  b r a i n  f u n c t i o n s  and b e h a v i o r a l  
c a p a c i t i e s  i n  a g i n g .  

,hl*, I .  BACKGROUND 

Although t h e  s e a r c h  t o  unders tand  bra in /behavior  i n t e r a c t i o n s  h a s  a l o n g
h i s t o r y ,  fundamental  q u e s t i o n s  remain unanswered. I n  p a r t i c u l a r ,  t h e  
b i o l o g i c a l  and p s y c h o l o g i c a l  mechanisms under ly ing  c o g n i t i o n ,  and how 
c o g n i t i v e  p r o c e s s e s  are a l t e r e d  by age and exper ience  a r e  n o t  f u l l y
unders tood .  Understanding t h e  p r o c e s s e s  of c o g n i t i o n  i n  ag ing  is  a c r i t i c a l  
f irst  s t e p  i n  d i s s o c i a t i n g  t h e  e f fec ts  of  normal ag ing  from t h o s e  due t o  
d i s e a s e .  I n  a d d i t i o n ,  b e t t e r  unders tanding  of  c o g n i t i v e  p r o c e s s e s  i n  ag ing  is  
n e c e s s a r y  f o r  p l a n n i n g  t h e r a p e u t i c  i n t e r v e n t i o n s ,  a p p r o p r i a t e l y  u t i l i z i n g
s k i l l s  and e x p e r t i s e ,  and s p e c i f y i n g  t h e  requi rements  o f  an ag ing  s o c i e t y  i n  
t h e  home and workplace.  O l d e r  a d u l t s  c o n s t i t u t e  t h e  f a s t e s t  growing segment
o f  p o p u l a t i o n s  world-wide. I n  o r d e r  t o  a p p r e c i a t e  t h e i r  a b i l i t i e s ,  e x p e r t i s e ,
needs and impairments,  and u l t i m a t e l y  t o  ex tend  t h e i r  f u n c t i o n i n g ,  it i s  
n e c e s s a r y  t o  develop a b e t t e r  unders tanding  of t h e  mechanisms i n h e r e n t  t o  
c o g n i t i v e  change i n  a g i n g .  

The Neuroscience and Neuropsychology o f  Aging Program, N I A ,  a l r e a d y  s u p p o r t s
r e s e a r c h  on c o g n i t i v e  a g i n g  through i n v e s t i g a t o r - i n i t i a t e d  a p p l i c a t i o n s .
Cogni t ive  r e s e a r c h  c u r r e n t l y  b e i n g  suppor ted  i n c l u d e s  human s t u d i e s  on 
l e a r n i n g ,  semant ic  and c o n t e x t u a l  memory, s e l e c t i v e  and v i s u a l  a t t e n t i o n ,  and 
music p e r c e p t i o n  i n  normal ag ing  and i n  dementing d i s o r d e r s ,  as w e l l  as animal 
s t u d i e s  such as an examinat ion of  neurobehaviora l  r e l a t i o n s  i n  s e n e s c e n t  
hippocampus. 

It is t h e  i n t e n t  o f  t h i s  program announcement t o  s t i m u l a t e  a d d i t i o n a l  r e s e a r c h  
i n  t h e  area of c o g n i t i o n  t h a t  w i l l  f u r t h e r  ex tend  our  p r e s e n t  unders tanding  o f  
c o g n i t i v e  p r o c e s s e s  i n  ag ing .  A t  p r e s e n t ,  q u e s t i o n s  p e r t a i n i n g  t o  c o g n i t i v e
a g i n g  are t y p i c a l l y  addressed  a long  two p a r a l l e l  t r a c k s :  n e u r o s c i e n t i s t s  use 
molecular  b i o l o g i c a l ,  neurochemical,  o r  n e u r o p h y s i o l o g i c a l  t e c h n i q u e s  t o  
d e f i n e  t h e  s t r u c t u r a l  and f u n c t i o n a l  a l t e r a t i o n s  and p l a s t i c  a d a p t a t i o n s  t h a t  
can occur  wi th  b r a i n  aging;  and p s y c h o l o g i s t s  use  b e h a v i o r a l  t e c h n i q u e s  t o  
s t u d y  t h e  s p a r i n g  and l o s s  of  c o g n i t i v e  and p e r c e p t u a l  c a p a c i t i e s  t h a t  can 
occur  w i t h  ag ing  and develop t h e o r i e s  and models o f  c o g n i t i v e  p r o c e s s e s .  I n  a 

'0 	 s e n s e ,  t h e s e  s t u d i e s  are l i m i t e d  i n  t h a t  q u e s t i o n s  o f  b r a i n  s t r u c t u r e  and 
f u n c t i o n  are o f t e n  addressed  independent ly  from q u e s t i o n s  of  behavior .  
S t r o n g e r  l i n k a g e  between d e s c r i p t i o n s  o f  in format ion  p r o c e s s i n g ,
s p e c i f i c a t i o n s  o f  b r a i n  a c t i v i t y ,  and behavior  i s  necessary  i f  w e  are t o  
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unders tand  t h e  mechanisms under ly ing  c o g n i t i v e  changes throughout  t h e  ag ing  
p r o c e s s .  

11. SCOPE 

A p p l i c a t i o n s  i n  response  t o  t h i s  program announcement might a d d r e s s  q u e s t i o n s
such a s  how p r o c e s s e s  such as a t t e n t i o n ,  p e r c e p t i o n ,  memory, language,  problem
s o l v i n g ,  o r  psychomotor f u n c t i o n s  a r e  c o n t r o l l e d  o r  r e g u l a t e d  by n e u r a l  o r  
p s y c h o l o g i c a l  mechanisms and how t h e y  a r e  a f f e c t e d  by normal ag ing  and/or
e x p e r i e n c e .  S t u d i e s  can draw on r e c e n t  developments i n  imaging technology,  
computer s c i e n c e ,  l i n g u i s t i c s ,  c l i n i c a l  and b a s i c  neurosc ience ,  and c o g n i t i v e
and neuropsychology, and may use  human, animal ,  o r  computa t iona l  models. 
I n v e s t i g a t o r s  t h a t  a d d r e s s  c o g n i t i o n  from t h e  p e r s p e c t i v e  o f  psychosocia l  and 
environmental  i n f l u e n c e s  on c o g n i t i v e  f u n c t i o n i n g  i n  a g i n g  should  refer t o  t h e  
program announcement from t h e  Behaviora l  and S o c i a l  Research Program o f  N I A ,
Cogni t ive  Funct ioning  and Aging ( N I H  Guide f o r  Grants  and C o n t r a c t s ,  Vol .  16,
No. 4 1 ,  December 18, 1987) .  

The f o l l o w i n g  i s  a p a r t i a l  l i s t  o f  t o p i c s  covered by t h e  p r e s e n t  program 
announcement. It i s  n o t  meant t o  be an e x h a u s t i v e  l i s t .  A l l  i n n o v a t i v e  and 
r e l e v a n t  work on c o g n i t i v e  a g i n g  i s  welcome. 

Examples o f  r e s e a r c h  a r e a s  i n c l u d e :  

0 	 t h e  n a t u r e  o f  t h e  c o g n i t i v e  c a p a c i t i e s  t h a t  appear  t o  d e c l i n e  w i t h  
ag ing  v e r s u s  t h o s e  t h a t  appear  t o  remain i n t a c t  o r  improve w i t h  age  
o r  e x p e r i e n c e  and t h e i r  r e l a t i o n s h i p  t o  n e u r a l  p r o c e s s e s ;  

0 	 a p p l i c a b i l i t y  o f  b r a i n  imaging ( e . g . ,  PET, M R I ,  MEG),
n e u r o p h y s i o l o g i c a l  ( e . g . ,  ERP, EEG), and noninvas ive  
neuropsychologica l  methods t o  q u e s t  i o n s  o f  c o g n i t i v e  ag ing;  

0 	 development o f  computa t iona l  models a t  a l l  l e v e l s  o f  a n a l y s i s
ranging  from t h o s e  t h a t  model a g e - a s s o c i a t e d  changes a t  a s i n g l e
neuronal  l e v e l  t o  t h o s e  s t u d y i n g  Hebbian synapses ,  f i e l d  effects ,  
o r  a p p l y i n g  c o n n e c t i o n i s t  modeling t o  q u e s t i o n s  o f  a l t e r e d  
c o g n i t i v e  o r g a n i z a t i o n  i n  ag ing;  

0 	 i n t e r p l a y  o f  s e n s a t i o n ,  p e r c e p t i o n ,  and c o g n i t i o n  i n  o l d e r  
i n d i v i d u a l s ;  examinat ion o f  s t r u c t u r a l  o r  f u n c t i o n a l  and b e h a v i o r a l  
changes t h a t  occur  i n  t h e  a g i n g  b r a i n ,  and t h e  consequences o f  
t h e s e  changes on p e r c e p t u a l  i n t e g r a t i o n ;  s t u d i e s  o f  t h e  
compensatory and a d a p t i v e  s t r a t e g i e s  t h a t  are used i n  o l d e r  
i n d i v i d u a l s ;  

0 	 a t t e n t i o n a l  systems r e s p o n s i b l e  f o r  s u s t a i n i n g  and s h i f t i n g
a t t e n t i o n  and how t h e s e  are a f f e c t e d  by ag ing;  examinat ion o f  
a g e - r e l a t e d  changes i n  t h e  b a s a l  f o r e b r a i n ,  t h a l a m i ,  and o t h e r  
s u b c o r t i c a l  modulatory systems as w e l l  as c o r t i c a l  areas and n e u r a l  
systems involved  i n  a t t e n t i o n ,  a r o u s a l ,  and a l e r t n e s s ;  

0 s p a r i n g  and l o s s  o f  l i n g u i s t i c  p r o c e s s e s  i n  o l d e r  a d u l t s ;  

0 	 reca l l  and r e c o g n i t i o n  memory changes i n  ag ing  and t h e i r  r e l a t i o n  
t o  b r a i n  s t r u c t u r a l  and f u n c t i o n a l  changes,  i n c l u d i n g  long-term
p o t e n t i a t  ion ;  

0 	 d i f f e r e n c e s  between changes i n  c o n t e x t u a l  memory, working memory,
and p r o s p e c t i v e  memory t h a t  can occur  i n  a g i n g  and t h e i r  r e l a t i o n  
t o  c o r t i c a l  and s u b c o r t i c a l  changes; 

0 	 n e u r a l  and p s y c h o l o g i c a l  b a s e s  f o r  age-assoc ia ted  changes i n  
a s p e c t s  o f  i m p l i c i t  memory, s k i l l  l e a r n i n g ,  and c lass ical  
c o n d i t i o n i n g  w i t h  aging;  

0 	 r e l a t i v e  s t a b i l i t y  o f  semant ic  memory and i n t a c t  l e x i c a l  and 
semant ic  pr iming w i t h  ag ing  and t h e  correspondence o f  t h e s e  
c a p a c i t i e s  t o  t h e  r e l a t i v e  i n t e g r i t y  o f  more p o s t e r i o r  c o r t i c a l  
a r e a s  i n  ag ing;  s t u d i e s  e x p l o r i n g  t h e  n e u r a l  i n s t a n t i a t i o n  o f  
memory subtypes  as t h e y  are c u r r e n t l y  c o n c e p t u a l i z e d  ( e . g . ,
p r o c e d u r a l  v s .  d e c l a r a t i v e  and i m p l i c i t  v s .  e x p l i c i t )  and t h e  
a p p l i c a b i l i t y  of t h e s e  concepts  t o  t h e  f u n c t i o n a l  changes observed 
i n  ag ing;  

0 	 p h y s i o l o g i c a l  underp innings  o f  pr iming,  t h e  maintenance o f  t h i s  
memory sub-system i n  h e a l t h y  o l d e r  a d u l t s ,  and t h e  l o s s  o f  pr iming
i n  some demented p a t i e n t  p o p u l a t i o n s  
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o 	 development o f  s e n s i t i v e  and s p e c i f i c  c l i n i c a l  tests f o r  memory o r  
c o g n i t i v e  assessment  i 

o 	 reasoning ,  concept  format ion ,  and problem s o l v i n g  a b i l i t y  i n  ag ing ,
i n c l u d i n g  q u e s t i o n s  o f  how t h e  e f fec ts  o f  exper ience  are mani fes ted  
b y . a l t e r a t i o n s  i n  n e u r a l  systems,  s t r u c t u r e s ,  and p r o c e s s e s  w i t h  

d aging .  

111. MECHANISMS OF SUPPORT 


The suppor t  mechanisms f o r  r e s e a r c h  p r o p o s a l s  i n  t h i s  area a r e  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  g r a n t  ( R o l l ,  t h e  program p r o j e c t  ( P o l ) ,  and t h e  F i r s t  

Independent Research Support  and T r a n s i t i o n  (FIRST) award (R29).  The suppor t 

mechanisms f o r  t r a i n i n g  p r o p o s a l s  i n  t h i s  a r e a  are t h e  P o s t d o c t o r a l  I n d i v i d u a l  

N a t i o n a l  Research S e r v i c e  Award (F321, t h e  Nat iona l  Research S e r v i c e  Award f o r  

S e n i o r  Fellows (F331, career g r a n t s  (K ser ies  awards) ,  and t h e  I n s t i t u t i o n a l  

Nat iona l  Research S e r v i c e  T r a i n i n g  award (T32) .  Under t h e s e  mechanisms, 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 any p a r t i c i p a t i n g  i n v e s t i g a t o r s  w i l l  p l a n ,  d i r e c t ,  

and perform t h e  r e s e a r c h  o r  r e s e a r c h  t r a i n i n g .  


APPLICATIONS AND REVIEW PROCEDURES 


A p p l i c a t i o n s  must  be prepared  on form PHS 398 (Revised 10/88) o r  t h e  

a p p r o p r i a t e  t r a i n i n g / f e l l o w s h i p  a p p l i c a t i o n  forms u s i n g  i n s t r u c t i o n s  inc luded  

i n  t h e  a p p l i c a t i o n  k i t .  These k i t s  are a v a i l a b l e  from t h e  Office o f  Sponsored 

Research o f  most i n s t i t u t i o n s  and from t h e  D i v i s i o n  o f  Research Grants , 

N a t i o n a l  I n s t i t u t e s  o f  Heal th ,  Westwood Bui ld ing ,  Room 449, Bethesda, MD 

20892. A d d i t i o n a l  a p p l i c a t i o n  g u i d e l i n e s  f o r  N I A  PO1 a p p l i c a t i o n s  should  be 

o b t a i n e d  from t h e  N I A  a d d r e s s  c i t e d  below. 


Receip t  d a t e s  f o r  new r e s e a r c h  p r o j e c t  (ROls and P o l s ) ,  FIRSTS, and t h e  K 

series a p p l i c a t i o n s  are February 1 ,  June 1 ,  and October 1 .  Receip t  d a t e s  f o r  

t r a i n i n g  a p p l i c a t i o n s  (F32s,  F33s, and T32s) are January  10, May 1 0 ,  and 

September 10. 


To i d e n t i f y  r e s p o n s e s  t o  t h i s  announcement, check "yes" and p u t  "Neural and 

Behaviora l  Bases o f  Cogni t ive  Change wi th  Age, PA-90-32" under i t e m  2 o f  page 

1 o f  g r a n t  a p p l i c a t i o n s  submi t ted  i n  response  t o  t h i s  program announcement. 

U s e  t h e  m a i l i n g  l a b e l  provided i n  t h e  a p p l i c a t i o n  k i t  and mail t h e  s i g n e d 

o r i g i n a l  and s i x  c o p i e s  t o :  


D i v i s i o n  o f  Research Grants  

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

Westwood Bui ld ing ,  Room 240 

Bethesda, MD 20892xx 


R O l s ,  FIRSTS, and Fs w i l l  b e  reviewed f o r  s c i e n t i f i c  and t e c h n i c a l  merit by

a p p r o p r i a t e  s t u d y  s e c t i o n s  i n  t h e  D i v i s i o n  o f  Research Grants .  P o l s ,  K awards 

o t h e r  t h a n  t h e  K04s, and T32s w i l l  be reviewed by an a p p r o p r i a t e  I n s t i t u t e  

review group.  Secondary review w i l l  be by t h e  a p p r o p r i a t e  n a t i o n a l  a d v i s o r y 

c o u n c i l .  For f u r t h e r  in format ion ,  p o t e n t i a l  a p p l i c a n t s  are s t r o n g l y 

encouraged t o  call or w r i t e :  


Deborah L .  Claman, Ph.D. 

Program D i r e c t o r ,  Neuropsychology o f  Aging

Neuroscience and Neuropsychology o f  Aging

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

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

B u i l d i n g  31, Room 5C35 

Bethesda, MD 20892 

Telephone: ( 3 0 1 )  496-9350 


The N I H  r e q u i r e s  a p p l i c a n t s  t o  i n c l u d e ,  where f e a s i b l e  and a p p r o p r i a t e ,  women 

as w e l l  as men and m i n o r i t i e s  i n  t h e  s t u d y  o f  p o p u l a t i o n s  f o r  a l l  c l i n i c a l  and 

r e s e a r c h  e f f o r t s  and t o  ana lyze ,  where a p p r o p r i a t e ,  d i f f e r e n c e s  between t h e s e  

p o p u l a t i o n s .  If women and m i n o r i t i e s  are n o t  t o  b e  inc luded ,  a clear 

r a t i o n a l e  f o r  t h e i r  e x c l u s i o n  should  b e  provided .  


T h i s  program is  d e s c r i b e d  i n  t h e  Cata log  o f  F e d e r a l  Domestic A s s i s t a n c e .  

Awards w i l l  be  made under t h e  a u t h o r i t y  o f  t h e  P u b l i c  H e a l t h  S e r v i c e  A c t , 

S e c t i o n  301 (42 USC 241) and adminis te red  under PHS g r a n t  p o l i c i e s  and F e d e r a l  

R e g u l a t i o n s  42 CFR P a r t  52 and 45 CFR Part  74. T h i s  program is  n o t  s u b j e c t  t o  

review by a H e a l t h  Systems Agency. 
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XKTHE MAILING ADDRESS GIVEN FOR SENDING APPLICATIONS TO THE DIVISION OF
RESEARCH GRANTS OR CONTACTING PROGRAM STAFF IN THE WESTWOOD BUILDING IS 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 
BUILDING IS: 
5333 Westbard Avenue 

Bethesda, Maryland 20816 


*U.S.GOVERNMENT P R I N T I N G  OFFICE:1990-261-138:20012 
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