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NOTICES 

"OTHER SUPPORT" I N  PHS GRANT APPLICATIONS 

P.T.  3 4 ;  K.W. 1014002,  1014006 

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

The PHS 398 (Rev. 9 / 8 6 )  and PHS 2590 (Rev. 9 / 8 6 )  g r a n t  a p p l i c a t i o n  forms 
i n c l u d e  a s e c t i o n  on OTHER SUPPORT, where a p p l i c a n t s  are expec ted  t o  l i s t  a l l ,
i n c l u d i n g  b o t h  F e d e r a l  and non-Federal ,  a c t i v e  s u p p o r t  and pending and planned 
r e q u e s t s  f o r  s u p p o r t  o f  r e s e a r c h  and r e s e a r c h - r e l a t e d  a c t i v i t i e s  by a l l  key
p e r s o n n e l  l i s t e d  f o r  each a p p l i c a t i o n .  T h i s  i n f o r m a t i o n  i s  impor t an t  t o  PHS 
review-award p r o c e s s e s  t o  h e l p  e v a l u a t e  t h e  c o m p a t i b i l i t y  o f  a p p l i c a t i o n  
r e q u e s t s  w i t h  i n v e s t i g a t o r s '  c a p a b i l i t i e s  and r e s p o n s i b i l i t i e s ,  and e l i m i n a t e  
unwarranted d u p l i c a t i o n  o f  s u p p o r t  f o r  i n v e s t i g a t o r s '  e f f o r t s .  A p p l i c a t i o n
i n s t r u c t i o n s  emphasize t h e  requirement  f o r  complete ,  a c c u r a t e ,  and r e l i a b l e  
i n f o r m a t i o n .  I n  s i g n i n g  t h e  face page o f  t h e  a p p l i c a t i o n  t h e  p r i n c i p a l
i n v e s t i g a t o r / p r o g r a m  d i r e c t o r  and t h e  a p p l i c a n t  i n s t i t u t i o n  o f f i c i a l  c e r t i f y
t h a t  t h e  a p p l i c a t i o n  i n f o r m a t i o n  is  a c c u r a t e  and complete .  

A p p l i c a n t s  are reminded o f  t h e  n e c e s s i t y  t o  p r o v i d e  t h e  f u l l  and r e l i a b l e  
i n f o r m a t i o n  r e q u e s t e d .  A s  no ted  i n  t h e  i n s t r u c t i o n s ,  "Incomplete ,  i n a c c u r a t e ,  
o r  ambiguous i n f o r m a t i o n  about  OTHER SUPPORT cou ld  l e a d  t o  d e l a y s  i n  review o f  
t h e  a p p l i c a t i o n . "  F u r t h e r ,  a p p l i c a n t s  shou ld  be c o g n i z a n t  t h a t  s e r i o u s  
consequences c o u l d  r e s u l t  i f  f a i l u r e  t o  p r o v i d e  complete  and a c c u r a t e  
i n f o r m a t i o n  be  c o n s t r u e d  as an a t t e m p t  t o  mis l ead  PHS agency a d v i s o r y  g roups
and s t a f f  i n  t h e i r  review and award r e s p o n s i b i l i t i e s .  

"OTHER SUPPORT" I N  N I H  R&D CONTRACT PROPOSALS 

P.T. 3 4 ;  K.W. 1014002,  1014006 

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

Documentation r e q u i r e d  i n  S e c t i o n  J o f  t h e  N I H  uniform Request f o r  P roposa l
format  i n c l u d e s  S tanda rd  Form 1411,  C o n t r a c t  P r i c i n g  P roposa l  Cover S h e e t ,  
which i n s t r u c t s  o f f e r o r s  t o  i d e n t i f y  any c o n t r a c t s  o r  s u b c o n t r a c t s  t h e y  have 
been awarded " f o r  t h e  same o r  s i m i l a r  items" w i t h i n  t h e  p a s t  t h r e e  y e a r s .
A d d i t i o n a l l y .  o f f e r o r s  are  r e q u i r e d  t o  p rov ide  a Summary o f  R e l a t e d  
A c t i v i t i e s ,  i d e n t i f y i n g  a l l  a c t i v e  f e d e r a l  c o n t r a c t s ,  c o o p e r a t i v e  agreements ,  
g r a n t s ,  and commercial agreements ,  and submi t t ed  p r o p o s a l s ,  i n c l u d i n g  a c t u a l  
and proposed l e v e l s  o f  e f f o r t  f o r  a l l  key i n d i v i d u a l s  i n  t h e  p r o p o s a l  t o  N I H .  

As f o r  PHS g r a n t  a p p l i c a t i o n s ,  mentioned above, o f f e r o r s  shou ld  be  aware t h a t  
s e r i o u s  consequences cou ld  r e s u l t  i f  t h e i r  f a i l u r e  t o  p r o v i d e  complete  and 
a c c u r a t e  i n f o r m a t i o n  be c o n s t r u e d  as an a t t empt  t o  mis l ead  agency a d v i s o r y  
groups and s ta f f  i n  t h e i r  review and award r e s p o n s i b i l i t i e s .  

NUCLEIC A C I D  AND PROTEIN SEQUENCE WORKSHOP ANALYSIS FOR BIOMEDICAL RESEARCHERS 

P.T. 4 2 ;  K.W. 0755045,  0760070 

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

A p p l i c a t i o n  Rece ip t  Date : February 1 0 ,  1989 

The P i t t s b u r g h  Supercomputing Cen te r  (PSC) is  conduc t ing  a th ree -day  workshop 
on " N u c l e i c  Acid and P r o t e i n  S t r u c t u r e  A n a l y s i s , "  March 2 7 - 2 9 ,  1 9 8 9 .  T h i s  
workshop is  funded by a c o o p e r a t i v e  agreement from t h e  D i v i s i o n  o f  Research 
Resources '  Biomedical Research Technology ( B R T )  Program 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 ) .  

The workshop w i l l  f a m i l i a r i z e  biomedical  r e s e a r c h e r s  w i t h  computa t iona l
methods and p r o v i d e  p r a c t i c e  i n  app ly ing  supercomputing r e s o u r c e s  t o  problems
o f  concern i n  molecular  sequence a n a l y s i s .  P r a c t i c a l  e x p e r i e n c e  on t h e  
P i t t s b u r g h  Supercomputing C e n t e r ' s  Cray Y-MP/832 w i l l  be ga ined  i n :  ( 1 )  t h e  
r e c o g n i t i o n  o f  subsequences r e p r e s e n t i n g  s i g n a l s  s t r u c t u r a l  p a t t e r n s  and 
s t a t i s t i c a l  p r o p e r t i e s  o f  gene and p r o t e i n  sequences;  ( 2 )  comparisons o f  
sequences f o r  d e t e c t i o n  o f  l o c a l  s i m u l a r i t i e s  between p a i r s  and sequences;  ( 3 )
m u l t i p l e  sequence a l i g n m e n t s ;  and ( 4 )  p r e d i c t i o n  o f  secondary s t r u c t u r e  from 

d 	
primary sequence i n f o r m a t i o n .  Programs such as  t h e  IDEAS and Wisconsin 
packages as  w e l l  as  s t a n d  a l o n e  programs w i l l  be i l l u s t r a t e d .  P a r t i c i p a n t s  
are encouraged t o  b r i n g  t h e i r  own sequence a n a l y s i s  problems.  Workshop 
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l e a d e r s :  Michael Waterman, U n i v e r s i t y  o f  Sou the rn  C a l i f o r n i a ;  Ruth Nussinov, 

T e l  Aviv U n i v e r s i t y ;  and .Jacob B .  Maizel ,  J r . ,  N a t i o n a l  Cancer I n s t i t u t e .  


T h i s  th ree -day  workshop w i l l  i n c l u d e  an o p t i o n a l  ha l f -day  s e s s i o n  t h e  morning

o f  March 27 l e d  by PSC s t a f f  members. Topics t o  be  cove red  d u r i n g  t h e  

o p t i o n a l  s e s s i o n  i n c l u d e  VAX, VMS, and UNICOS, t h e  Cray v e r s i o n  o f  t h e  AT&T 

System V Unix o p e r a t i n g  system. 


T r a v e l ,  meals, and h o t e l  accommodations are covered f o r  U.S. academic 

p a r t i c i p a n t s  under  t h e  g r a n t .  A l i m i t e d  number o f  openings f o r  i ndus t ry -based 

biomedical  r e s e a r c h e r s  may be  a v a i l a b l e  f o r  a fee o f  $1,000. Enrol lment  i s  

l i m i t e d  t o  20 p a r t i c i p a n t s .  THE DEADLINE FOR SUBMISSION OF APPLICATIONS I S  

FEBRUARY 10 ,  1989. 


For a p p l i c a t i o n  forms and f u r t h e r  i n f o r m a t i o n ,  c a l l  o r  write t o :  


Cherolyn Brooks 

User S e r v i c e s  

P i t t s b u r g h  Supercomput i n g  Cen te r  

4400 F i f t h  Avenue 

P i t t s b u r g h ,  Pennsy lvan ia  15213 

Telephone: (412)  268-5206, o r  


1-800-222-9310 ( P e n n s y l v a n i a )
1-800-221-1641 ( o u t s i d e  Pennsy lvan ia )  

NIHIFDA REGIONAL WORKSHOPS - PROTECTION OF HUMAN SUBJECTS 

P . T .  42; K.W. 1014002, 0783005 

N a t i o n a l  I n s t i t u t e s  of  Hea l th  
Food and Drug A d m i n i s t r a t i o n  

The 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 )  and t h e  Food and Drug A d m i n i s t r a t i o n  
(FDA)  are c o n t i n u i n g  t o  sponsor  a s e r i e s  o f  workshops on r e s p o n s i b i l i t i e s  o f  
r e s e a r c h e r s ,  I n s t i t u t i o n a l  Review Boards ( I R B s  1, and i n s t i t u t i o n a l  o f f i c i a l 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  i n  b iomed ica l  and b e h a v i o r a l  r e s e a r c h .  
The workshops are open t o  everyone wi th  an i n t e r e s t  i n  r e s e a r c h .  The mee t ings
shou ld  be of s p e c i a l  i n t e r e s t  t o  t h o s e  p e r s o n s  c u r r e n t l y  s e r v i n g  o r  about  t o  
beg in  s e r v i n g  a s  a member o f  an I R B .  The c u r r e n t  s chedu le  i n c l u d e s :  

o Dates: J a n u a r y  19-20, 1989 

Loca t ion :  Long Beach, C a l i f o r n i a  

T i t l e  of  Workshop: 

"Western Regional  Workshop on Human S u b j e c t s  P r o t e c t i o n "  


Contac t :  


D r .  Samuel J .  Shacks o r  

Mrs. Mary Quach

C h a r l e s  R .  D r e w  U n i v e r s i t y 

o f  Medicine and Sc ience  

1621 E a s t  120th S t r e e t  

Los Angeles ,  C a l i f o r n i a  90059 

Telephone: (213)  563-5900 


o Date: Februa ry  2-3, 1989 

Loca t ion :  Tempe, Arizona 


T i t l e  of  Workshop: 


" E t h i c a l  I s s u e s  Surrounding t h e  U s e  of  Human S u b j e c t s  i n  Research" 


C o n t a c t :  


Els. Caro l  J a b l o n s k i  

Human S u b j e c t s  Coord ina to r  

Office o f  Research Development

and A d m i n i s t r a t i o n  

Arizona S t a t e  U n i v e r s i t y 

Tempe, Arizona 85287 

Telephone: (602)  965-2170 
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o Dates: March 9-10, 1989 

Locat i o n  : B irmingham, AL 
T i t l e  o f  Workshop : 

" I n s t i t u t i o n a l  Review Board Workshop on B i o e t h i c a l  
*,,J C o n s i d e r a t i o n s  i n  Research w i t h  Human S u b j e c t s "  

Con tac t :  

Ms. Susan Nuckols 

D i v i s i o n  of  Cont inuing Medical 

Educat ion 

U n i v e r s i t y  o f  Alabama 

a t  B ir m i11gham 

127 CHSB 

Birmingham, Alabama 35294 

Telephone: ( 1 - 8 0 0 )  292-6508 i n  Alabama 


( 1 - 8 0 0 )  452-9860 o u t s i d e  Alabama 

A d d i t i o n a l  workshops w i l l  be announced l a t e r .  For 

i n f o r m a t i o n  r e g a r d i n g  e d u c a t i o n  programs c o n t a c t :  


Dar lene  Marie Ross 

Educat ion Program Coord ina to r  

O f f i c e  f o r  P r o t e c t i o n  from Research R i sks  

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

B u i l d i n g  31, Room 4B09 

9000 R o c k v i l l e  P ike  

Bethesda,  Maryland 20892 

Telephone: ( 3 0 1 )  496-8101 


-DATED ANNOUNCEMENTS (RFPs  AND 

f u r t h e r  

RFAs) 

COCHLEAR RE-IMPLANTATION: HISTOPATHOLOGY ANNOUNCEMENT 

RFP AVAILABLE: NIH-NIDCD-89-13 

'9' P.T. 34; K.W.  0715050, 0740030 

N a t i o n a l  I n s t i t u t e  o f  Deafness  and Other  Communication D i s o r d e r s  

The N a t i o n a l  I n s t i t u t e  o f  Deafness  and Other  Communication D i s o r d e r s  ( N I D C D ) ,
h a s  a r equ i r emen t  and p l a n s  t o  i s s u e  a Request f o r  P r o p o s a l s  (RFP)  e n t i t l e d ,  
'Cochlear  Re-Implantat ion:  H i s topa tho logy . "  P r o p o s a l s  w i l l  b e  s o l i c i t e d  f o r  
t h e  performance of  a s t u d y  t o  assess t h e  h i s t o p a t h o l o g y  a s s o c i a t e d  w i t h  
i m p l a n t a t i o n ,  e x p l a n t a t i o n ,  and r e - i m p l a n t a t i o n  o f  c o c h l e a r  e l e c t r o d e  d e v i c e s  
i n  non-human p r i m a t e s  . 
The Government a n t i c i p a t e s  one c o n t r a c t  award f o r  a performance p e r i o d  o f  
t h r e e  (3) years.  

P r o s p e c t i v e  o f f e r o r s  are a d v i s e d  t h a t  s i n c e  t h e  performance o f  work under t h i s  
p r o j e c t  w i l l  i n v o l v e  t h e  u s e  o f  l i v e  non-human p r i m a t e s ,  t h e  awardee s h a l l  be 
r e q u i r e d  t o  comply w i t h  t h e  DHH/PHS p o l i c y  and r e g u l a t i o n s  f o r  t h e  " U s e  and 
Care o f  Live V e r t e b r a e  Animals." I n  a d d i t i o n ,  p r o s p e c t i v e  o f f e r o r s  are  
expec ted  t o  have i n  p l a c e  and on a n  in-house b a s i s :  1 )  t h e  animal  and 
l a b o r a t o r y  f a c i l i t i e s  and equipment n e c e s s a r y  f o r  t h e  performance o f  work; and 
2 )  	a s e n i o r  Ph.D.- o r  M.D.-level b a s i c  on c l i n i c a l  s c i e n t i s t  w i t h  e x p e r t i s e
and e x p e r i e n c e  i n  t h e  area o f  neu rosc i ence  and c o c h l e a r  implant  s u r g e r y .  

T h i s  is an announcement o f  an a n t i c i p a t e d  Request f o r  P r o p o s a l s . 

RFP-NIH-NIDCD 89-13 w i l l  b e  i s s u e d  on o r  about  December 3 0 ,  1988, w i t h  t h e  

c l o s i n g  d a t e  f o r  r e c e i p t  o f  p r o p o s a l s  t e n t a t i v e l y  se t  f o r  February 28, 1988.  

To r e c e i v e  a copy o f  t h e  RFP, p l e a s e  supp ly  t h i s  o f f i c e  w i t h  two 

s e l f - a d d r e s s e d  m a i l i n g  l a b e l s .  The RFP package w i l l  b e  a v a i l a b l e  upon w r i t t e n  

r e q u e s t  t o :  


C o n t r a c t s  Management Branch, DEA 

N a t i o n a l  I n s t i t u t e  o f  Neuro log ica l  D i s o r d e r s  and S t r o k e  

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

F e d e r a l  B u i l d i n g ,  Room 901 


4 	 7550 Wisconsin Avenue 
Bethesda,  Maryland 20892 
A t t n :  RFP No. NIH-NIDCD-89-13 
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PRESOLICITATION: COLLABORATIVE STUDIES FOR DIAGNOSTIC 
CENTERS FOR PSYCHIATRIC L I N W G E  STUDIES 

RFA: MH-88-12 

P.T. 3 4 ;  K.W. 0715177, 0715180, 0755030 

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

A n t i c i p a t e d  RFA A v a i l a b i l i t y  Da te :  J anua ry  15, 1989 
A n t i c i p a t e d  A p p l i c a t i o n  Rece ip t  Date: March 15, 1989 

INTRODUCTION 

The purpose o f  t h i s  announcement i s  t o  a l e r t  r e s e a r c h e r s  i n  t h e  f i e l d  o f  
mental  i l l n e s s  t o  t h e  i s s u a n c e  o f  a Rcquest f o r  A p p l i c a t i o n s  ( R F A )  f o r  a 
c o l l a b o r a t i v e  s t u d y  on t h e  g e n e t i c s  o f  s c h i z o p h r e n i a ,  b i p o l a r  d i s o r d e r ,  and 
Alzhe imer l s  d i s e a s e .  Three ex t r amura l  r e s e a r c h  groups per  d i s o r d e r  w i l l  be 
chosen from among a p p l i c a n t s ,  and a g iven  s i t e  may be d e s i g n a t e d  a r e s e a r c h  
group f o r  more t h a n  one d i s o r d e r .  The r e a s o n  f o r  t h e  p r e s o l i c i t a t i o i i  
announcement is  t o  e n a b l e  i n t e r e s t e d  s i t e s  t o  beg in  p r e p a r a t i o n  o f  
a p p l i c a t i o n s  as  t h e  amount of t ime  between t h e  i s s u a n c e  o f  t h e  RFA and t h e  
r e c e i p t  d a t e  w i l l  be s h o r t .  

PROJECT GOALS 

The o v e r a l l  g o a l  o f  t h i s  p r o j e c t  is  t o  p r o v i d e  s u p p o r t  f o r  a c o l l a b o r a t i v e  
s t u d y  o f  chromosomal l i n k a g e  i n  s c h i z o p h r e n i a  , b i p o l a r  d i s o r d e r ,  and 
Alzhe imer ' s  d i s e a s e .  The s i t e s  s e l e c t e d  and t h e  f a m i l y  t y p e s  t o  be  a s s e s s e d  
w i l l  a l l o w  for a powerful  i n v e s t i g a t i o n  o f  t h e  h y p o t h e s i s  t h a t  each  o f  t h e s e  
d i s o r d e r s  h a s  an a s s o c i a t e d  s i n g l e  abnormal gene.  To pu r sue  t h i s  h y p o t h e s i s  a 
m o d i f i c a t i o n  o f  t h e  a f f e c t e d  s i b l i n g  p a i r  methodology h a s  been chosen .  Each 
s i t e  c o n c e n t r a t i n g  on s c h i z o p h r e n i a  and b i p o l a r  d i s o r d e r  w i l l  be expec ted  t o  
assess approx ima te ly  70 small  f a m i l i e s  w i t h  approx ima te ly  f o u r  a f f e c t e d  
members. Each s i t e  working i n  t h e  a r e a  o f  A lzhe imer ' s  d i sease  w i l l  be 
expec ted  t o  c o l l e c t  about  133 f a m i l i e s  w i t h  a f f e c t e d  s i b l i n g  p a i r s .  Some 
s u p p o r t  f o r  e x t e n s i o n  o f  t h e s e  f a m i l i e s  i n t o  l a r g e r  p e d i g r e e s  w i l l  b e  
p rov ided .  Because  o f  t h e  l a r g e  number o f  s u b j e c t s  p l anned ,  a s i g n i f i c a n t
e x p l o r a t i o n  o f  presumed g c n e t i c  h e t e r o g e n e i t y  can be performed.  I n  a d d i t i o n ,  
a major g o a l  o f  t h e  p r o j e c t  i s  t o  c rea te  a n a t i o n a l  r e s o u r c e  o f  c l i n i c a l  
material  which w i l l  a l l o w  b a s i c  s c i e n t i s t s  t o  examine g e n e t i c  q u e s t i o n s .  

MECHANISMS OF SUPPORT 

T h i s  p r o j e c t  w i l l  b e  suppor t ed  by t h e  c o o p e r a t i v e  agreement mechanism. T h i s  
i s  impor t an t  t o  n o t e  because t h i s  mechanism d i f f e r s  s i g n i f i c a n t l y  from 
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  g r a n t s .  Although t h e  awardees are  p r i m a r i l y
r e s p o n s i b l e  f o r  t h e  conduct  o f  t h e  s t u d y ,  t h e r e  w i l l  be c o l l a b o r a t i o n  among
t h e  p a r t i c i p a t i n g  groups and N I M l I  s t a f f  w i l l  have s u b s t a n t i a l  involvement i n  
p l a n n i n g ,  c o o r d i n a t i o n ,  and s c i e n t i f i c  c o l l a b o r a t i o n  d u r i n g  t h e  l i f e  o f  t h i s  
p r o j e c t  . 
The r e s p o n s i b i l i t i e s  o f  t h e  N I M H  s t a f f  w i l l  be o u t l i n e d  i n  more d e t a i l  i n  t h e  
RFA. I n  summary, t h e y  w i l l  be r e s p o n s i b l e  f o r  a c t i v i t i e s  such  as :  o r g a n i z i n g
mee t ings  r e q u i r e d  t o  deve lop  t h e  f i n a l  p r o t o c o l ,  a r r a n g i n g  f o r  t r a i n i n g
p e r s o n n e l  i n  d i a g n o s t i c  a s ses smen t ,  c o o r d i n a t i n g  d a t a  management a t  a c e n t r a l  
s i t e  t o  be suppor t ed  by a s e p a r a t e  c o n t r a c t ,  and c o o r d i n a t i n g  t r a n s f e r  o f  
lymphocytes t o  a c e n t r a l  c e l l  r e p o s i t o r y  which w i l l  a l s o  be suppor t ed  by 
c o n t r a c t .  The r e s p o n s i b i l i t i e s  o f  t h e  Extramural  Research Groups w i l l  b e  
d e s c r i b e d  i n  d e t a i l  i n  t h e  RFA. The s i t e s '  r e s p o n s i b i l i t i e s  i n c l u d e  
a s c e r t a i n m e n t  and d i a g n o s t i c  e v a l u a t i o n  of p a t i e n t s  and t h e i r  r e l a t i v e s  and 
p a r t i c i p a t i o n  i n  a l l  p h a s e s  o f  s c i e n t i f i c  d e c i s i o n  making about  t h e  s h a r e d  
p r o t o c o l .  

Among t h e  major c r i t e r i a  used t o  e v a l u a t e  a p p l i c a t i o n s  r e c e i v e d  i n  r e sponse  t o  
t h e  RFA are t h e  f o l l o w i n g :  ( 1  1 a b i l i t y  o f  a s i t e  t o  p r o v i d e  t h e  c l i n i c a l  
m a t e r i a l  r e q u i r e d ;  ( 2 )  demonstrated e x p e r t i s e  o f  s i t e  s t a f f  i n  c l i n i c a l  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  s u b j e c t s ;  ( 3 )  a b i l i t y  t o  c o o p e r a t e  w i t h  o t h e r  
s i tes and w i t h  t h e  N I M H  i n  t h e  development and implementat ion o f  a s h a r e d  
p r o t o c o l .  The c o o p e r a t i v e  agreement s u p p o r t  w i l l  b e  f o r  t h e  d i a g n o s t i c  team 
a t  each  s i t e  as w e l l  as some s u p p o r t  f o r  t r a v e l  o f  s u b j e c t s  and equipment.  

I s s u a n c e  o f  t h e  RFA f o r  t h i s  program i s  c o n t i n g e n t  on t h e  a v a i l a b i l i t y  o f  
f u n d s .  I t  i s  a n t i c i p a t e d  t h a t  $1 .5  m i l l i o n  w i l l  b e  made a v a i l a b l e  f o r  t h i s  
p r o j e c t  i n  FY 1989. The d u r a t i o n  of t h e  awards i s  5 y e a r s .  
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INQUIRIES 

To r e c e i v e  a copy o f  t h e  RFA when it i s  a v a i l a b l e ,  p l e a s e  send a l e t t e r  t o  
e i t h e r  of t h e  a d d r e s s e s  l i s t e d  below. For f u r t h e r  i n f o r m a t i o n ,  c o n t a c t  
e i t h e r  : 

S .  C h a r l e s  Schu lz ,  M . D .\, 	 C h i e f ,  Sch izophren ia  Research Branch 
D i v i s i o n  o f  C l i n i c a l  Research 
N a t i o n a l  I n s t i t u t e  o f  Mental Hea l th  
1OC-06 Parklawn B u i l d i n g
5600 F i s h e r s  Lane 
R o c k v i l l e ,  Maryland 20857 
Telephone : (301 1 443-3524 

or 

Mary C .  B leha r ,  Ph.D. 
Head, C l i n i c a l  and B i o l o g i c a l  S t u d i e s  of 
Mood D i s o r d e r s  Program
Mood, Anxiety,  and P e r s o n a l i t y  D i s o r d e r s  
Research Branch 
D i v i s i o n  o f  C l i n i c a l  Research 
N a t i o n a l  I n s t i t u t e  o f  Mental H e a l t h  
1OC-24 Parklawn B u i l d i n g
5600 F i s h e r s  Lane 
R o c k v i l l e ,  Maryland 20857 
Telephone: (301) 443-4524 

COORDINATING CENTER FOR COLLABORATIVE STUDIES ON THE GENETICS 
OF ALCOHOLISM 

RFA AVAILABLE: 89-AA-01A 

P.T. 04; K . W .  0404003, 1002019, 0745020, 0760003 

N a t i o n a l  I n s t i t u t e  on Alcohol Abuse and Alcoholism 

A p p l i c a t i o n  Rece ip t  Date: A p r i l  3, 1989 

* lyf PURPOSE 

N I M A  announces t h e  a v a i l a b i l i t y  o f  an RFA t o  s u p p o r t  a Coord ina t ing  Cen te r  
f o r  a c o l l a b o r a t i v e  r e s e a r c h  e f f o r t  t o  i d e n t i f y  t h e  g e n e ( s 1  which i n f l u e n c e  
s u s c e p t i b i l i t y  t o  a l c o h o l i s m .  

RESEARCH OBJECTIVES 

T h i s  c o l l a b o r a t i v e  s t u d y  w i l l  i nvo lve  g e n e t i c  s t u d i e s  o f  a l c o h o l i c s  and t h e i r  
r e l a t i v e s ,  t h e  a c q u i s i t i o n  o f  immortal ized lymphocytes f o r  DNA a n a l y s i s ,  and 
i n v e s t i g a t i o n s  of t h e  a s s o c i a t i o n  of p o t e n t i a l  g e n e t i c  markers w i t h  t h e  
e x p r e s s i o n  o f  t h e  a l c o h o l i c  pheno type ( s1  i n  t h e  fami l ies  b e i n g  s t u d i e d .  

MECHANISM OF SUPPORT 

The s t u d y  w i l l  i n v o l v e  t h e  c o o p e r a t i o n  o f  s c i e n t i s t s  from: ( 1  1 a s i n g l e
Coord ina t ing  Cen te r ,  ( 2 )  m u l t i p l e  Extramural  Research Groups, ( 3 )  an N I A A A  
I n t r a m u r a l  Research Group, and ( 4 )  t h e  N I A A A  Extramural  Program. The p r imary
governing body o f  t h e  s t u d y  w i l l  be t h e  S t e e r i n g  Committee, composed 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  o f  t h e  Coord ina t ing  Cen te r ,  t h e  p r i n c i p a l  i n v e s t i g a t o r
of each o f  t h e  Extramural  Research Groups, t h e  p r i n c i p a l  i n v e s t i g a t o r  o f  t h e  
NIAAA I n t r a m u r a l  Research Group, t h e  NIAAA S t a f f  C o l l a b o r a t o r  and any o t h e r  
i n d i v i d u a l s  from p a r t i c i p a t i n g  s i t e s  needed t o  e n s u r e  a p p r o p r i a t e  coverage o f  
s u b j e c t  matter and b a l a n c e .  A G e n e t i c s  o f  Alcoholism C o l l a b o r a t i v e  P r o j e c t
Advisory Committee w i l l  be formed, composed o f  e x p e r t s  i n  t h e  a l c o h o l  r e s e a r c h  
f i e l d  or i n  t h e  o t h e r  f i e l d s  r e l e v a n t  t o  t h e  p r o j e c t .  

A p p l i c a t i o n s  f o r  t h e  Coord ina t ing  Cen te r  w i l l  be accep ted  o n l y  from domest ic  
i n s t i t u t i o n s .  The award f o r  t h e  Coord ina t ing  Cen te r  w i l l  be made i n  t h e  form 
o f  a c o o p e r a t i v e  agreement .  The Coord ina t ing  Cen te r  w i l l  p r o v i d e  o v e r a l l  
s t u d y  c o o r d i n a t i o n  and management; development,  r e f i n e m e n t ,  t e s t i n g  and/or
t r a i n i n g  i n  common d i a g n o s t i c  p r o t o c o l s ,  as  r e q u i r e d ;  a DNA and c e l l  
r e p o s i t o r y ;  a common d a t a  r e p o s i t o r y ;  d a t a  s t o r a g e  and a n a l y s i s  c a p a b i l i t i e s ;
and e x e c u t i v e  s ec re t a r i a t  f u n c t i o n s .  I t  may a l s o  c o o r d i n a t e  l a b o r a t o r y  

'Y 	 f u n c t i o n s ,  pheno typ ic  t e s t i n g  p rocedures  or l i n k a g e  a n a l y s i s  i f  t h i s  i s  deemed 
d e s i r a b l e  i n  t h e  p l a n n i n g  p h a s e .  The Coord ina t ing  Center  may i n v o l v e  a s i n g l e
i n s t i t u t i o n  or m u l t i - i n s t i t u t i o n  c o l l a b o r a t i o n .  I n v e s t i g a t o r s  s u b m i t t i n g  a 
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p r o p o s a l  t o  become t h e  Coord ina t ing  Cen te r  may a l s o  submit a s e p a r a t e  p r o p o s a l  
t o  f u n c t i o n  as  one o f  t h e  Extramural  Research Groups (RFA 89-AA-01B). NIAAA 
p l a n s  t o  make m u l t i p l e  awards f o r  t h e  t h r e e  phases  o f  t h e  p r o j e c t  up t o  f i v e  
y e a r s  and h a s  s e t  a s i d e  3 .5  m i l l i o n  d o l l a r s  f o r  t h e  i n i t i a l  y e a r ' s  fund ing .  

P r o s p e c t i v e  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 March 1 ,  1989 
t o :  

'C 

Mark Green, P1i.D. 

C h i e f ,  Extramural  P r o j e c t  Review Branch, N I A A A  

16-C-20 Parklawn B u i l d i n g 

5600 F i s h e r s  Lane 

R o c k v i l l e ,  Maryland 20857 

Telephone:  ( 3 0 1 )  443-4375 


The 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  n e c e s s a r y  a p p l i c a t i o n  material:  


N a t i o n a l  C lea r inghouse  f o r  Alcohol and Drug In fo rma t ion  

Refe rence  DeDartment 

Box 2345 

R o c k v i l l e ,  Maryland 20852 

Telephone: ( 3 0 1 )  468-2600 


T h i s  RFA i s  a one-time r e q u e s t  for a p p l i c a t i o n s .  A p p l i c a n t s  who wish a l s o  t o  

a p p l y  f o r  c o n s i d e r a t i o n  as  an Extramural  Research Group shou ld  submit a 

s e p a r a t e  a p p l i c a t i o n  w i t h  t h e  t i t l e ,  "Extramural  Research Group f o r  

C o l l a b o r a t i v e  S t u d i e s  on t h e  G e n e t i c s  o f  Alcoholism", RFA 89-AA-01B. 


THE RFA LABEL FOUND I N  THE PHS 398 KIT MUST BE AFFIXED TO THE BOTTOM OF THE 

FACE PAGE OF THE O R I G I N A L  COMPLETED APPLICATION FORM, PHS 398. FAILURE TO USE 

THIS LABEL COULD RESULT I N  DELAYED PROCESSING OF YOUR APPLICATION SUCH THAT I T  

MAY NOT REACH THE REVIEW COMMITTEE I N  TIME FOR REVIEW. THERE WILL BE NO 

OBLIGATION TO REVIEW SUCH APPLICATIONS. 


Send o r  d e l i v e r  t h e  completed a p p l i c a t i o n  and f o u r  ( 4 )  s i g n e d ,  e x a c t  

pho tocop ies  of  it t o :  


D i v i s i o n  o f  Research Gran t s  

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

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

Bethesda,  Maryland 20892RR 


SEND TWO ADDITIONAL COPIES OF THE APPLICATION TO DR.  MARK GREEN AT THE 

ADDRESS LISTED UNDER LETTER OF INTENT. I T  I S  IMPORTANT TO SEND THESE TWO 

COPIES AT THE SAME TIME .AS THE O R I G I N A L  AND FOUR COPIES ARE SENT TO THE 

DIVISION OF RESEARCH GRANTS I N  ORDER TO ENSURE THAT THE APPLICATION WILL BE 

REVIEWED I N  COMPETITION FOR THIS RFA.  


A p p l i c a t i o n s  m u s t  be  r e c e i v e d  by A p r i l  3, 1989. An a p p l i c a t i o n  n o t  r e c e i v e d  

by t h i s  d a t e  w i l l  b e  c o n s i d e r e d  i n e l i g i b l e .  


INQUIRIES 

For f u r t h e r  i n fo rma t  ion  c o n t a c t  : 

W. Sue Badman S h a f e r ,  Ph.D. 
Ac t ing  D i r e c t o r ,  D i v i s i o n  o f  Basic 
14-C-10 Parklawn B u i l d i n g
5600 F i s h e r s  Lane 
R o c k v i l l e ,  Maryland 20857 
Telephone: ( 3 0 1  1 443-2530 

Research,  N I A A A  

EXTRAMURAL RESEARCH GROUPS FOR COLLABORATIVE STUDIES ON THE 
GENETICS OF A L E m r 

RFA AVAILABLE: 89-AA-OlB 

P.T. 34; K.W. 0404003, 1002019, 0760002 

N a t i o n a l  I n s t i t u t e  on Alcohol Abuse and Alcoholism 

A p p l i c a t i o n  Rece ip t  Date: A p r i l  3, 1989 

PURPOSE 

N I A A A  announces t h e  a v a i l a b i l i t y  o f  an RFA t o  s u p p o r t  two t o  f i v e  Extramural  
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Research Groups f o r  a c o l l a b o r a t i v e  r e s e a r c h  e f f o r t  t o  i d e n t i f y  t h e  genets)
which i n f l u e n c e  s u s c e p t i b i l i t y  t o  a l coho l i sm.  

RESEARCH OBJECTIVES 

T h i s  c o l l a b o r a t i v e  s t u d y  w i l l  i n v o l v e  g e n e t i c  s t u d i e s  o f  a l c o h o l i c s  and t h e i r  
r e l a t i v e s ,  t h e  a c q u i s i t i o n  of immortal ized lymphocytes f o r  DNA a n a l y s i s ,  and 

'd i n v e s t i g a t i o n  o f  t h e  a s s o c i a t i o n  o f  p o t e n t i a l  g e n e t i c  markers w i t h  t h e  
e x p r e s s i o n  of t h e  a l c o h o l i c  pheno type ( s1  w i t h i n  t h e  families b e i n g  s t u d i e d .  

MECHANISM OF SUPPORT 

T h i s  s t u d y  w i l l  i n v o l v e  t h e  c o o p e r a t i o n  o f  s c i e n t i s t s  from: ( 1 )  a s i n g l e
Coord ina t ing  C e n t e r ,  (2) m u l t i p l e  Extramural  Research Groups, (3 )  an N I A A A  
I n t r a m u r a l  Research Group, and ( 4 )  t h e  NIAAA Extramural  Program. The pr imary
governing body o f  t h e  s t u d y  w i l l  b e  t h e  S t e e r i n g  Committee, composed 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  o f  t h e  Coord ina t ing  C e n t e r ,  t h e  p r i n c i p a l  i n v e s t i g a t o r
o f  each  o f  t h e  Extramural  Research Groups, t h e  p r i n c i p a l  i n v e s t i g a t o r  o f  t h e  
N I A A A  I n t r a m u r a l  Research Group, t h e  N I A A A  S t a f f  C o l l a b o r a t o r  and any o t h e r  
i n d i v i d u a l s  from p a r t i c i p a t i n g  s i t e s  needed t o  e n s u r e  a p p r o p r i a t e  coverage o f  
s u b j e c t  matter and b a l a n c e .  A G e n e t i c s  o f  Alcoholism C o l l a b o r a t i v e  P r o j e c t
Advisory Committee w i l l  be formed, composed o f  e x p e r t s  i n  t h e  a l c o h o l  r e s e a r c h  
f i e l d  o r  i n  t h e  o t h e r  f i e l d s  r e l e v a n t  t o  t h e  p r o j e c t .  

A p p l i c a t i o n s  f o r  t h e  Extramural  Research Groups w i l l  be accep ted  from domes t i c  
and f o r e i g n  i n s t i t u t i o n s .  Awards f o r  t h e  Extramural  Research Groups w i l l  b e  
made i n  t h e  form o f  a c o o p e r a t i v e  agreement .  The f i n a l  p l a n  f o r  t h e  s t u d y
w i l l  b e  based on t h e  s u c c e s s f u l  p r o p o s a l s .  The Extramural  Research Groups
w i l l  b e  r e s p o n s i b l e  f o r  t h e  major p o r t i o n  o f  t h e  performance o f  t h e  s t u d y .
Each Extramural  Research Group w i l l  perform many, i f  n o t  a l l ,  o f  t h e  d i f f e r e n t  
r e s e a r c h  a c t i v i t i e s  needed f o r  t h e  s t u d y .  However, a s i n g l e  Extramural  
Research Group need n o t  n e c e s s a r i l y  p o s s e s s  t h e  e n t i r e  r ange  o f  c a p a b i l i t i e s
needed f o r  t h e  c o l l a b o r a t i v e  s t u d y ,  b u t  may c o n t r i b u t e  some unique
c a p a b i l i t i e s  judged by p e e r  review t o  be n e c e s s a r y  t o  p a r t i c i p a t e  i n  t h e  
s t u d y .  P r o p o s a l s  f o r  t h e  Extramural  Research Groups may i n v o l v e  a s i n g l e
i n s t i t u t i o n  o r  a m u l t i - i n s t i t u t i o n  c o l l a b o r a t i o n .  I n v e s t i g a t o r s  s u b m i t t i n g  a 
p r o p o s a l  t o  become one o f  t h e  Extramural  Research Groups may a l s o  submit a 
s e p a r a t e  p r o p o s a l  t o  f u n c t i o n  as  t h e  Coord ina t ing  Cen te r  (RFA 89-AA-01A). The 
Extramural  Research Groups w i l l  b e  s e l e c t e d  as d e s c r i b e d  i n  RFA 89-AA-01B. 
The r o l e  o f  N I A A A  e x t r a m u r a l  s t a f f  and i n t r a m u r a l  r e s e a r c h  group is  d e s c r i b e d  
i n  t h e  RFA. N I A A A  p l a n s  t o  make m u l t i p l e  awards f o r  t h e  t h r e e  phases  o f  t h e  

Y* p r o j e c t  up t o  f i v e  y e a r s  and h a s  s e t  a s i d e  3.5 m i l l i o n  d o l l a r s  f o r  t h e  i n i t i a l  
y e a r ' s  f u n d i n g .  

P r o s p e c t i v e  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 March 1 ,  

1989, t o :  


Mark Green, Ph.D. 

C h i e f ,  Extramural  P r o j e c t  Review Branch, N I A A A  

16-C-20 Parklawn B u i l d i n g 

5600 F i s h e r s  Lane 

R o c k v i l l e ,  Maryland 20857 

Telephone: ( 3 0 1 )  443-4375 


The 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  n e c e s s a r y  a p p l i c a t i o n  material: 


N a t i o n a l  C lea r inghouse  f o r  Alcohol and Drug I n f o r m a t i o n  

Refe rence  Department 

Box 2345 

R o c k v i l l e ,  Maryland 20852 

Telephone: (301)  468-2600 


T h i s  RFA i s  a one-time r e q u e s t  f o r  a p p l i c a t i o n s .  A p p l i c a n t s  who wish a l s o  t o  

app ly  f o r  c o n s i d e r a t i o n  as  a Coord ina t ing  Cen te r  shou ld  submit a s e p a r a t e 

a p p l i c a t i o n  w i t h  t h e  t i t l e ,  "Coord ina t ing  Cen te r  f o r  C o l l a b o r a t i v e  S t u d i e s  on 

t h e  Gene t i c s  o f  Alcoholism", RFA 89-AA-01A. 


THE RFA LABEL FOUND I N  THE PHS 398 KIT MUST BE AFFIXED TO THE BOTTOM OF THE 

FACE PAGE OF THE ORIGINAL COMPLETED APPLICATION FORM, PHS 398. FAILURE TO USE 

THIS LABEL COULD RESULT I N  DELAYED PROCESSING OF YOUR APPLICATION SUCH THAT IT 

MAY NOT REACH THE REVIEW COMMITTEE I N  TIME FOR REVIEW. THERE WILL BE NO 

OBLIGATION TO REVIEW SUCH APPLICATIONS. 


Send o r  d e l i v e r  t h e  completed a p p l i c a t i o n  and f o u r  ( 4 )  s i g n e d ,  exact 

pho tocop ies  o f  it t o :  


**y 
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D i v i s i o n  o f  Research Gran t s  

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

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

Bethesda,  Maryland 20892Ex 


SEND TWO A D D I T I O N A L  COPIES OF THE APPLICATION TO DR.  MARK GREEN AT THE 

ADDRESS LISTED UNDER LETTER OF INTENT. I T  I S  IMPORTANT TO SEND THESE TWO 

COPIES AT THE SAME TIME AS THE O R I G I N A L  AND FOUR COPIES ARE SENT TO THE 

DIVISION OF RESEARCH GRANTS I N  ORDER TO ENSURE THAT THE APPLICATION WILL BE 

REVIEWED I N  COMPETITION FOR THIS RFA. 


A p p l i c a t i o n s  must be  r e c e i v e d  by A p r i l  3, 1989. An a p p l i c a t i o n  n o t  r e c e i v e d  

by t h i s  d a t e  w i l l  b e  c o n s i d e r e d  i n e l i g i b l e .  


INQUIRIES 


For f u r t h e r  i n f o r m a t i o n  c o n t a c t :  


W .  Sue Badman S h a f e r ,  Ph.D. 

Act ing  D i r e c t o r ,  D i v i s i o n  o f  B a s i c  Research,  N I A A A  

14-C-10 Parklawn B u i l d i n g ,  5600 F i s h e r s  Lane 

R o c k v i l l e ,  Maryland 20857 

( 3 0 1 )  443-2530 


AIDS THERAPIES TARGETED TO PREVENT THE ESTABLISHMENT OF LATENCY OR SUPPRESS 

PROVIRUS I N D U C T I O N  


RFA AVAILABLE: 89-AI-06 


P.T.  34; K . W .  0715008, 1002045, 0715125, 0760015 


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 


L e t t e r  of I n t e n t  Rece ip t  Date:  February 1 ,  1989 

A p p l i c a t i o n  R e c e i p t  Date: March 28, 1989 


N I A I D  is p l a y i n g  a c e n t r a l  r o l e  i n  t h e  i n v e s t i g a t i o n  o f  methods t o  t r ea t  t h e  

Acquired Immunodeficiency Syndrome, o r  AIDS. Molecular  p r o c e s s e s  a s s o c i a t e d  

w i t h  t h e  e s t a b l i s h m e n t  o f  l a t e n c y  and w i t h  subsequent  i n d u c t i o n  o f  H I V  

e x p r e s s i o n  p l a y  a p i v o t a l  r o l e  i n  t h e  p r o g r e s s i o n  o f  AIDS. If t h e  o n s e t  o f  

l a t e n c y  can  be  p r e v e n t e d ,  o r  i f  t h e  l a t e n t  s t a g e  can  be extended i n d e f i n i t e l y , 

t h e  h o s t  may be  s p a r e d  c e l l  d e s t r u c t i o n  and v a r i o u s  immune system impairments . 

N e w  m o d a l i t i e s  f o r  t r e a t m e n t  o f  H I V  i n f e c t i o n  t h a t  c o n s i d e r  t h e  r e s e r v o i r  o f  

t h e  v i r u s  i n  l a t e n t l y  i n f e c t e d  c e l l s  and t h e  p r o c e s s ( e s )  by which H I V  l a t e n c y 

and a c t i v a t i o n  o c c u r s  need t o  be developed.  


OBJECTIVES AND SCOPE 


N I A I D  i n v i t e s  a p p l i c a t i o n s  f o r  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  ( R o l l  g r a n t s  t o  

e l u c i d a t e  t h e  v i r a l  and c e l l u l a r  f a c t o r s  i nvo lved  i n  t h e  e s t a b l i s h m e n t  o f  

l a t e n c y  and e v e n t s  c o n t r i b u t i n g  t o  t h e  p r o g r e s s i o n  from dormant t o  p r o d u c t i v e 

i n f e c t i o n  which impact on anti-HIV t h e r a p y .  Aggres s ive  r e s e a r c h  i s  n e c e s s a r y  

t o :  ( i)d e l i n e a t e  t h e  e v e n t s  l e a d i n g  t o  e s t a b l i s h m e n t  and maintenance o f  

l a t e n t  H I V  i n f e c t i o n ;  (ii)d e f i n e  t h e  p r o c e s s e s  a s s o c i a t e d  w i t h  a c t i v a t i o n  o f  

gene e x p r e s s i o n  from a dormant s t a t e  which c u l m i n a t e  i n  p r o d u c t i v e  i n f e c t i o n ;  

(iii)d e f i n e  t h e  v i r a l  and c e l l u l a r  genes and gene p r o d u c t s  n e c e s s a r y  �or  

t h e s e  p r o c e s s e s ;  ( i v )  d e s i g n  and deve lop  i n  v i t r o  model systems f o r  

d e l i n e a t i n g  e v e n t s  a s s o c i a t e d  w i t h  t h e  e s t a b l i s h m e n t  o f  l a t e n c y  and t h o s e  

i nvo lved  i n  t h e  i n d u c t i o n  of H I V  e x p r e s s i o n ;  and ( V I  u t i l i z e  t h e  knowledge

g a i n e d  from t h i s  r e s e a r c h  t o  d e s i g n  and deve lop  new m o d a l i t i e s  f o r  anti-HIV 

t h e r a p y  t h a t  may p r e v e n t  t h e  i n t e g r a t i o n  o f  H I V  p r o v i r u s ,  b l o c k  a c t i v a t i o n  of  

t h e  p r o v i r u s  from a dormant s t a t e  o r  o t h e r w i s e  impede v i r u s  r e p l i c a t i o n . 

Research p l a n s  s o l e l y  t o  e v a l u a t e  v a r i o u s  compounds f o r  t h e i r  a b i l i t y  t o  b l o c k  

t h e  e s t a b l i s h m e n t  o f  l a t e n c y  o r  s u p p r e s s  H I V  a c t i v a t i o n  are n o t  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  announcement. 


S e v e r a l  H I V  genes  have been i m p l i c a t e d  i n  t h e  e s t a b l i s h m e n t  o f  l a t e n c y  and/or 

i n  t h e  a c t i v a t i o n  of H I V  gene e x p r e s s i o n  from L a t e n t l y  i n f e c t e d  c e l l s .  These 

i n c l u d e  I n t e g r a s e ,  N e f ,  t a t  and r e v  genes .  C e l l u l a r  f a c t o r s  may also p l a y  a 

r o l e  i n  t h e  r e g u l a t i o n  o f  H I V  e x p r e s s i o n .  Examples o f  c e l l u l a r  

a c t i v a t o r s / r e p r e s s o r  i n c l u d e :  ( i)UBP-1, a H e L a  c e l l  n u c l e a r  f a c t o r ,  r e c e n t l y 

shown t o  b i n d  t o  TAR and presumed t o  p l a y  a r o l e  i n  Tat-mediated 

t r a n s a c t i v a t i o n ;  (ii)EBP-1 and LBP-1, a l s o  HeLa c a l l s  n u c l e a r  f a c t o r s ,  which 

b i n d  t o  t h e  H I V  enhancer  and l e a d e r  sequence,  r e s p e c t i v e l y ,  and have been 

i m p l i c a t e d  i n  v i r u s  a c t i v a t i o n ;  and (iii)NF-kB, a known a c t i v a t o r  t h a t  b i n d s  

d i r e c t l y  t o  t h e  v i r a l  enhancer  sequence.  I d e n t i f i c a t i o n  and a n a l y s i s  o f  t h e s e  

and o t h e r  v i r a l  and c e l l u l a r  genes o r  f a c t o r s  and t h e i r  i n t e r p l a y  i n  t h e  
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-- 

e s t a b l i s h m e n t  o f  H I V  l a t e n c y  o r  a c t i v a t i o n  o f  H I V  r e p l i c a t i o n  are n e c e s s a r y  t o  
a l l o w  a t a r g e t e d  a n t i - v i r a l  approach devoid o f  c y t o t o x i c i t y .  

The i n f o r m a t i o n  ga ined  th rough  t h i s  r e s e a r c h  shou ld  be  e x p l o i t e d  t o  d e s i g n  new 
m o d a l i t i e s  f o r  anti-HIV t h e r a p y  t h a t  may p r e v e n t  t h e  e s t a b l i s h m e n t  o f  l a t e n c y
and /o r  t h e  a c t i v a t i o n  o f  H I V  e x p r e s s i o n .  

\c/ MECHANISM OF SUPPORT 

The N I A I D  i s  expec ted  t o  r e c e i v e  pr imary assignment  on a l l  a p p l i c a t i o n s  ( R o l l
and t o  a l l o c a t e  $704,000 ( t o t a l  c o s t s )  f o r  t h e  i n i t i a l  y e a r  of  fund ing  o f  
a p p l i c a t i o n s  r e c e i v e d  i n  r e sponse  t o  t h i s  RFA. The award o f  g r a n t s  p u r s u a n t  
t o  t h i s  RFA i s  c o n t i n g e n t  upon 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 upon r e c e i p t  o f  a s u f f i c i e n t  number o f  a p p l i c a t i o n s  o f  h i g h
s c i e n t i f i c  merit .  

APPLICATION SUBMISSION 

E l i g i b i l i t y :  Any domes t i c  o r  f o r e i g n  i n s t i t u t i o n ,  u n i v e r s i t y ,  medical  
c o l l e g e ,  h o s p i t a l ,  and l a b o r a t o r y  o r  o t h e r  p u b l i c ,  p r i v a t e  o r  f o r  p r o f i t
i n s t i t u t i o n s  are e l i g i b l e .  

Letter o f  I n t e n t :  P r o s p e c t i v e  a p p l i c a n t s  are asked t o  submit ,  by February 1 ,
1989, a l e t t e r  o f  i n t e n t  t h a t  i n c l u d e s  a d e s c r i p t i v e  t i t l e  and a d e s c r i p t i o n
( n o t  t o  exceed one page )  of  t h e  proposed r e s e a r c h .  

Submission:  The r e g u l a r  r e s e a r c h  g r a n t  a p p l i c a t i o n  form PHS-398 ( r e v .  9/86)  
must be  used i n  a p p l y i n g .  These forms are a v a i l a b l e  a t  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  o r  from t h e  D i v i s i o n  o f  Research Gran t s ,  N I H ,  9000 R o c k v i l l e  
P ike ,  Bethesda,  Maryland 20892. 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 "yesv1 and p u t  "AIDS THERAPIES TARGETED TO PREVENT THE ESTABLISHMENT OF 
LATENCY OR SUPPRESS PROVIRUS I N D U C T I O N "  under i t e m  2 on page 1 o f  t h e  g r a n t
a p p l i c a t i o n .  The RFA l a b e l  p rov ided  w i t h  t h e  i n s t r u c t i o n s  must be  a f f i x e d  t o  
t h e  bottom o f  t h e  face page.  F a i l u r e  t h i s  l a b e l  cou ld  r e s u l t  i nt o  u s e  
de l ayed  p r o c e s s i n g  o f  your  a p p l i c a t i o n  such t h a t  
committee i n  t i m e  f o r  r ev iew.  

The completed o r i g i n a l  a p p l i c a t i o n  and t h i r t y  two 
t o  : 

DRG AIDS Coord ina to r  
%-d 	 D i v i s i o n  o f  Research Gran t 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  
Westwood B u i l d i n g ,  Room 240 
Bethesda,  Maryland 20892nn 

A p p l i c a t i o n s  must be r e c e i v e d  by March 28, 1989. 
s c i e n t i f i c  merit and t h e  un iqueness  o f  t h e  proposed p r o j e c t .  

it may n o t  r e a c h  t h e  review 

( 3 2 )  c o p i e s  shou ld  be  mailed 

Awards w i l l  b e  based on 
Funding around 

September 3 0 ,  1989, is a n t i c i p a t e d .  

INQUIRIES 


A more d e t a i l e d  RFA may be  o b t a i n e d  from: 


Nava S a r v e r ,  Ph.D 

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

AIDS Program, N I A I D ,  N I l I  

6003 Execu t ive  Boulevard 

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

Telephone: ( 3 0 1 )  496-8197 


DEVELOPMENT OF SMALL ANIMALS EXPRESSING HUMAN IMMUNODEFICIENCY VIRUS GENES AS 
MODELS FOR THERAPY 

RFA AVAILABLE: 89-AI-05 

P.T. 34; K.W. 0715008, 1002002, 0765033, 0740023, 0760015 

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 

Letter o f  Intent Receipt Date: February 1 ,  1989 
A p p l i c a t i o n  R e c e i p t  Date: March 28, 1989 

The N a t i o n a l  I n s t i t u t e  o f  A l l e r g y  and I n f e c t i o u s  Diseases ( N I A I D )  i s  p l a y i n g  a 
'I'4 	 c e n t r a l  r o l e  i n  t h e  i n v e s t i g a t i o n  o f  methods t o  t r e a t  t h e  d i s e a s e  known as 

Acquired Immunodeficiency Syndrome o r  AIDS. Non-human p r i m a t e  systems a re  
e s s e n t i a l  f o r  t h e  e v a l u a t i o n  o f  p o t e n t i a l  t h e r a p i e s .  Small  animal  v i r u s e s  
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c u r r e n t l y  employed i n  t h e s e  systems d i f f e r  from H I V  and may n o t  be  f u l l y
p r e d i c t i v e  o f  d rug  e f f i c a c y  i n  humans. A d d i t i o n a l  r e s e a r c h  is  r e q u i r e d  t o  
deve lop  new small animal  models t h a t  c o n t a i n  and e x p r e s s  t h e  H I V  genome o r  
p o r t i o n s  of t h e  genome t o  f a c i l i t a t e  e v a l u a t i o n  o f  p o t e n t i a l  t h e r a p i e s  and t o  
f u r t h e r  o u r  u n d e r s t a n d i n g  o f  t h e  p a t h o g e n e s i s  o f  AIDS. 

OBJECTIVES AND SCOPE 

The N I A I D  i n v i t e s  a p p l i c a t i o n s  f o r  r e s e a r c h  g r a n t s  t o  deve lop  and i n v e s t i g a t e 

small animal  models t h a t  c o n t a i n  and e x p r e s s  t h e  H I V  o r  SIV genome o r  p o r t i o n s 

t h e r e o f  f o r  e v a l u a t i o n  o f  t h e  r o l e  o f  t h e  H I V  genome and/or  s p e c i f i c  H I V  genes 

i n  t h e  p a t h o g e n e s i s  o f  AIDS and f o r  t e s t i n g  p o t e n t i a l  AIDS t h e r a p i e s . 

Development and u t i l i z a t i o n  o f  models such as :  ( i )t r a n s g e n i c  an ima l s  t h a t  

i n t r o d u c e  t h e  H I V  o r  SIV genome o r  p o r t i o n s  o f  t h e  genome i n t o  small  an ima l s ; 

(ii)r a b b i t s  i n f e c t e d  w i t h  H I V ;  and (iii)mice w i t h  s e v e r e  combined 

immunodeficiency d i s e a s e  (SCID) r e c o n s t i t u t e d  w i t h  human ce l l s  and i n f e c t e d  

w i t h  H I V  are 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 and are  e x p e c t e d . 

I n v e s t i g a t o r s ,  however, are n o t  c o n s t r a i n e d  t o  t h e s e  approaches .  Development

o f  any s m a l l  animal  model which e x p r e s s e s  an H I V  gene p roduc t  o r  p r o d u c t s 

( p a r t i c u l a r l y  t a t ,  r e v ,  r e v e r s e  t r a n s c r i p t a s e ,  i n t e g r a s e ,  and p r o t e i n a s e  a l o n e  

o r  i n  combina t ion ) ,  o r  which r e s u l t s  i n  e x p r e s s i o n  o f  H I V - o r  SIV-induced 

cy topa tho logy  is encouraged.  I t  may a l s o  be p o s s i b l e  t o  u t i l i z e  c e r t a i n  

enhance r s  t h a t  a l l o w  t h e  t a r g e t e d  e x p r e s s i o n  o f  genes  w i t h i n  t i s s u e s  

i n f e c t a b l e  by H I V ,  p a r t i c u l a r l y  T ce l l s  and monocytes/macrophages. Models 

which i n c l u d e  c o n t r o l  o f  H I V  gene e x p r e s s i o n  by a n  i n d u c i b l e  promoter may b e  

p a r t i c u l a r l y  advantageous.  S i n c e  t h i s  RFA f u r t h e r  encourages t h e  u s e  o f  t h e s e  

small  animal  models f o r  t e s t i n g  p o t e n t i a l  d rugs ,  immunomodulators, b i o l o g i c s , 

and o t h e r  t h e r a p i e s ,  it i s  c r i t i c a l  t h a t  v i r a l  o r  gene e x p r e s s i o n  be  

s u f f i c i e n t  t o  a l l o w  moni to r ing  o f  drug e f f e c t i v e n e s s ;  it may be  n e c e s s a r y  t o  

i n c l u d e  a r e p o r t e d  gene o r  o t h e r  methods t o  f a c i l i t a t e  d e t e c t i o n .  


I n v e s t i g a t o r s  r e spond ing  t o  t h i s  RFA w i l l  b e  encouraged t o :  ( i)make 

a v a i l a b l e  t o  t h e  U.S. Gavernment t h e  developed models f o r  t h e  purpose o f  

government-sponsored s c r e e n i n g  and a n a l y s i s  o f  p o t e n t i a l  t h e r a p i e s  f o r  AIDS,

and (ii)e v a l u a t e  t h e i r  model f o r  p o t e n t i a l  u s e  by t e s t i n g  i n  a doub le -b l ind  

s t u d y  2 o r  more key d r u g s  o r  b i o l o g i c s  p e r  y e a r  provided by t h e  N I A I D .  

P r i n c i p a l  I n v e s t i g a t o r s  funded under t h i s  RFA w i l l  be r e q u i r e d  t o  a t t e n d  a 

meeting a t  N I H  once a y e a r .  A p p l i c a t i o n s  which invo lve  c o l l a b o r a t i v e  

s c i e n t i s t s  o r  i n s t i t u t i o n s  are encouraged b u t  n o t  r e q u i r e d .  Research must b e  

performed a c c o r d i n g  t o  e s t a b l i s h e d  N I H  g u i d e l i n e s .  


MECHANISM OF SUPPORT 


The N I A I D  i s  expec ted  t o  r e c e i v e  pr imary assignment  on a l l  a p p l i c a t i o n s  ( R o l l 

and h a s  a l l o c a t e d  $900,000 f o r  t h e  i n i t i a l  y e a r  o f  fund ing  o f  a p p l i c a t i o n s 

r e c e i v e d  i n  r e sponse  t o  t h i s  RFA. The award o f  g r a n t s  pu r suan t  t o  t h i s  RFA i s  

c o n t i n g e n t  upon 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  pu rpose .  Three 

t o  f i v e  y e a r  awards are  a n t i c i p a t e d ,  t o  a l l o w  f o r  long-term s u p p o r t  f o r  t h e  

development and e v a l u a t i o n  o f  t h e  new models.  


APPLICATION SUBMISSION 


E l i g i b i l i t y :  Any domes t i c  o r  f o r e i g n  i n s t i t u t i o n ,  u n i v e r s i t y ,  medical  

c o l l e g e ,  h o s p i t a l ,  and l a b o r a t o r y  o r  o t h e r  p u b l i c ,  p r i v a t e  o r  f o r - p r o f i t 

i n s t i t u t i o n s  are e l i g i b l e .  


Letter o f  I n t e n t :  P r o s p e c t i v e  a p p l i c a n t s  are asked t o  submit ,  by February 1, 

1989, a l e t t e r  o f  i n t e n t  t h a t  i n c l u d e s  a d e s c r i p t i v e  t i t l e  and a d e s c r i p t i o n 

( n o t  t o  exceed one page )  o f  t h e  proposed r e s e a r c h .  


Submission: The r e g u l a r  r e s e a r c h  g r a n t  a p p l i c a t i o n  form PHS 398 ( r e v .  9/86) 

must be  used i n  a p p l y i n g .  These forms are a v a i l a b l e  a t  mast 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  o r  from t h e  D i v i s i o n  of  Research Gran t s ,  N I H ,  9300 R o c k v i l l e  

Pike ,  Bethesda,  Maryland 20892. 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  "DEVELOPMENT OF SMALL ANIMALS EXPRESSING HUMAN 

IMMUNODEFICIENCY VIRUS GENES AS MODELS FOR THERAPY" under i t e m  2 on page 1 of  

t h e  g r a n t  a p p l i c a t i o n .  The RFA l a b e l  p rov ided  w i t h  t h e  i n s t r u c t i o n s  must be 

a f f i x e d  t o  t h e  bottom of t h e  f a c e  page.  F a i l u r e  t o  u s e  t h i s  l a b e l  cou ld  

r e s u l t  i n  de l ayed  p r o c e s s i n g  o f  your  a p p l i c a t i o n  such t h a t  it may n o t  r e a c h  

t h e  review committee i n  t i m e  f o r  r ev iew.  


The completed o r i g i n a l  a p p l i c a t i o n  and t h i r t y  two (32) c o p i e s  shou ld  be mailed 

t o :  


DRG AIDS Coord ina to r  

D i v i s i o n  o f  Research Gran t s  

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

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

Bethesda,  Maryland 20892XX 
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A p p l i c a t i o n s  must be r e c e i v e d  by March 28, 
s c i e n t i f i c  merit and t h e  un iqueness  of  t h e  
S e v e r a l  d i f f e r e n t  models are expec ted  t o  be 
September 3 0 ,  1989, is a n t i c i p a t e d .  

INQUIRIES 

'+' A more d e t a i l e d  RFA may be o b t a i n e d  from: 

Margaret  Johns ton ,  Ph.D. 

Head, Ta rge ted  Drug Discovery S e c t i o n  

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

AIDS Program, N I A I D  

6 0 0 3  Execu t ive  Boulevard 

Bethesda,  Maryland 20892 

Telephone : (301 1 496-8 197 


1989. Awards w i l l  be based on 
proposed t e c h n i q u e s  and p r o j e c t s .

funded.  Funding on o r  around 

PROGRAM PROJECTS I N  TRANSPLANTATION IMMUNOLOGY 

RFA AVAILABLE: 89-AI-07 

P.T. 34; K . W .  0710125, 0710065, 0745040 

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 

L e t t e r  o f  l n t e n t  Date:  A p r i l  17, 1989 
A p p l i c a t i o n  Rece ip t  Date: June  14, 1989 

BACKGROUND INFORMATION 

The G e n e t i c s  and T r a n s p l a n t a t i o n  Biology Branch o f  t h e  A l l e r g y ,  Immunology and 
T r a n s p l a n t a t i o n  Programx o f  t h e  N a t i o n a l  I n s t i t u t e  o f  A l l e r g y  and I n f e c t i o u s  
Diseases ( N I A I D )  s u p p o r t s  fundamental  s t u d i e s  and a p p l i e d  r e s e a r c h  i n  
immunogenetics and t r a n s p l a n t a t i o n  immunology. Program P r o j e c t s  i n  
T r a n s p l a n t a t i o n  Immunology a r e  in t ended  t o  s t i m u l a t e  c o l l a b o r a t i o n  between 
t r a n s p l a n t  c l i n i c i a n s  and b a s i c  immunologists t o  e v a l u a t e  t h e  immune r e sponse  
t o  organ and bone marrow a l l o g r a f t s ,  e l u c i d a t e  t h e  impor t an t  c e l l u l a r  and 
molecu la r  e v e n t s  o f  b o t h  t h e  i n d u c t i o n  and e f f e c t o r  phases  o f  t h e  alloimmune 
r e sponse  and t o  deve lop  improved immunosuppressive t h e r a p e u t i c  p r o c e d u r e s .
T h i s  Request f o r  A p p l i c a t i o n s  ( R F A )  is  in t ended  t o  encourage t h e  development 

'-' 	 o f  p r o p o s a l s  from c o l l a b o r a t i n g  i n v e s t i g a t o r s  and t o  c o o r d i n a t e  t h e  submission 
and review o f  new program p r o j e c t  a p p l i c a t i o n s .  Three such Program P r o j e c t s  
are  c u r r e n t l y  funded.  I n  1990, N I A I D  p l a n s  t o  award a t  l eas t  two new Program
P r o j e c t s  i n  T r a n s p l a n t a t i o n  Immunology. 

x fo rmer ly  Immunology, A l l e r g i c  and Immunologic Diseases Program 

RESEARCH GOALS AND SCOPE 

A p p l i c a t i o n s  shou ld  h e a v i l y  emphasize c o l l a b o r a t i o n  i n  r e s e a r c h  between 
t r a n s p l a n t  c l i n i c i a n s  and immunologists,  and t h e  a p p l i c a t i o n  o f  t h e  most 
up-to-date  c o n c e p t s  and t e c h n i q u e s  o f  immunology t o  t h e  e v a l u a t i o n  of t h e  
immune system o f  r e c i p i e n t s  i n  a l l  c i r cums tances  a t t e n d a n t  t o  t h e  
t r a n s p l a n t a t i o n .  The a p p l i c a t i o n  shou ld  d e s c r i b e  a 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  
program t h a t  h a s  a we l l -de f ined  c e n t r a l  r e s e a r c h  f o c u s  or o b j e c t i v e .  A s  w i t h  
o t h e r  program p r o j e c t s ,  t h e  i n d i v i d u a l  p r o j e c t s  o f  which t h e y  c o n s i s t  shou ld  
be  i n t e r r e l a t e d ,  a l l  c o n t r i b u t i n g  t o  t h e  program o b j e c t i v e .  

The o b j e c t i v e s  of  t h e  r e s e a r c h  shou ld  be :  ( a )  t h e  c h a r a c t e r i z a t i o n  o f  t h e  
s t a t u s  o f  t h e  immune sys t ems ,  s p e c i f i c a l l y  o f  t h e  immunoregulatory b a l a n c e  ( 1 )
p r i o r  t o  t r a n s p l a n t a t i o n  i n  i t s  r e l a t i v e l y  normal s t a t e ,  or, i f  t h e  t r a n s p l a n t
is occas ioned  by a d i s t u r b a n c e  o f  t h e  immune s t a t e ,  i n  t h e  c a u s a t i v e  
d i s o r d e r e d  s t a t e ,  ( 2 )  i n  t h e  c o u r s e  o f  t r a n s p l a n t  p r e p a r a t i o n  which c o n s i s t s  
o f  t h e  r e d u c t i o n  o f  r e s p o n s i v e n e s s  (immunosuppression) o r  t h e  i n d u c t i o n  o f  
t o l e r a n c e ,  ( 3 )  p o s t o p e r a t i v e l y  d u r i n g  maintenance immunosuppression as  t h e  
g r a f t  becomes e s t a b l i s h e d ,  ( 4 )  d u r i n g  r e j e c t i o n  e p i s o d e s ,  and (5) d u r i n g  
t r e a t m e n t  o f  r e j e c t i o n ;  and ( b )  t h e  modulat ion o f  immunological a c t i v i t y  on 
t h e  b a s i s  o f  t h e  i n f o r m a t i o n  so o b t a i n e d .  

MECHANISMS OF SUPPORT 

Program p r o j e c t  g r a n t s  are awarded t o  a n  i n s t i t u t i o n  i n  b e h a l f  of a program
d i r e c t o r  f o r  t h e  s u p p o r t  o f  a broadly-based m u l t i d i s c i p l i n a r y ,  long-term,
r e s e a r c h  program which h a s  a s p e c i f i c  major o b j e c t i v e  o r  b a s i c  theme. A 

'-' 	 program p r o j e c t  g e n e r a l l y  i n v o l v e s  t h e  o rgan ized  e f f o r t s  o f  grou;is o f  
i n v e s t i g a t o r s  who conduct  r e s e a r c h  p r o j e c t s  r e l a t e d  t o  t h e  o v e r a l l  program
o b j e c t i v e  . 
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The g r a n t  can  p r o v i d e  s u p p o r t  f o r  t h e  p r o j e c t s  and f o r  c e r t a i n  c o r e  r e s o u r c e s  

s h a r e d  by i n d i v i d u a l s  i n  a program where t h e  s h a r i n g  f a c i l i t a t e s  t h e  t o t a l  

r e s e a r c h  e f f o r t .  Each component p r o j e c t  suppor t ed  under a program p r o j e c t  

g r a n t  is expec ted  t o  c o n t r i b u t e  t o  and be d i r e c t l y  r e l a t e d  t o  a common theme; 

t h e  p r o j e c t s  shou ld  demons t r a t e  an e s s e n t i a l  element o f  u n i t y  and 

i n t e rdependence .  I n  f i s c a l  y e a r  1990, N I A I D  p l a n s  t o  award a t  l e a s t  two new 

program p r o j e c t s  a t  approx ima te ly  $ 5 0 0 , 0 0 0  d i r e c t  c o s t s  f o r  t h e  i n i t i a l  y e a r .  


METHOD OF APPLYING 


Before  p r e p a r i n g  an a p p l i c a t i o n ,  t h e  p r o s p e c t i v e  a p p l i c a n t  shou ld  r e q u e s t  a 

copy o f  t h e  I n f o r m a t i o n  Brochure:  Program P r o j e c t  and Cen te r  G r a n t s ,  N I A I D ,  

from: 


D r .  N i r m a l  K.Das 

Execu t ive  S e c r e t a r y 

A l l e r g y ,  Immunology and T r a n s p l a n t a t i o n 


Research Committee 
N a t i o n a l  I n s t i t u t e  o f  A l l e r g y  and I n f e c t i o u s  Diseases 
N a t i o n a l  I n s t i t u t e s  o f  Hea l th  
Westwood B u i l d i n g ,  Room 3A-07 
Bethesda,  Maryland 20892 
Telephone:  ( 3 0 1 )  496-7966 

STAFF CONTACT 

For f u r t h e r  programmatic i n f o r m a t i o n  and a copy o f  t h e  d e t a i l e d  RFA, c o n t a c t :  

W i l l i a m  R .  Duncan, Ph.D. 
C h i e f ,  Gene-Lics and T r a n s p l a n t a t i o n  Branch, AITP 
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 
Westwood B u i l d i n g ,  Room 754 
N a t i o n a l  I n s t i t u t e s  of  Hea l th  
Bethesda,  Maryland 20892 
Telephone: (301) 496-5598 
T e l e f a x  Number: ( 3 0 1 )  480-3780 

P r o s p e c t i v e  a p p l i c a n t s  a re  encouraged t o  submit a one-page l e t t e r  o f  i n t e n t  
t h a t  i n c l u d e s  a d e s c r i p t i v e  t i t l e  and i d e n t i f i c a t i o n  o f  any o t h e r  
p a r t i c i p a t i n g  i n s t i t u t i o n s .  The I n s t i t u t e  r e q u e s t s  such l e t t e r s  by A p r i l  17,  
1989, for t h e  purpose of p r o v i d i n g  an i n d i c a t i o n  o f  t h e  number and scope o f  (I,"­

a p p l i c a t i o n s  t o  be  r e c e i v e d .  L e t t e r s  o f  i n t e n t  shou ld  be  d i r e c t e d  t o  D r .  
Duncan a t  t h e  a d d r e s s  shown. 

THE RFA LABEL AVAILABLE I N  THE 9/86 REVISION OF APPLICATION FORM 398 MUST BE 
AFFIXED TO THE BOTTOM OF THE FACE PAGE. FAILURE TO USE THIS LABEL COULD 
RESULT I N  DELAYED PROCESSING OF YOUR APPLICATION SUCH THAT I T  MAY NOT REACH 
THE REVIEW COMMITTEE I N  TIME FOR REVIEW. 

LONG TERM CULTIVATION AND PRESERVATION OF HUMAN IMMUNOCYTE PROGENITORS 

RFA AVAILABLE: 89-AI-08 

P.T. 34 ;  K.W.  0780005, 0780015 


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 


Let te r  o f  I n t e n t  Date: A p r i l  17,  1989 

A p p l i c a t i o n  Rece ip t  Date: June  14, 1989 


BACKGROUND INFORMATION 


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

s o l i c i t i n g  r e g u l a r  r e s e a r c h  p r o j e c t  g r a n t  ( R o l l  a p p l i c a t i o n s  t h a t  are des igned  

t o  s u c c e s s f u l l y  i s o l a t e ,  c u l t i v a t e ,  c h a r a c t e r i z e  and p r e s e r v e  human lymphoid 

p r o g e n i t o r  c e l l s .  Both t h e  t o t i p o t e n t  h e m a t o p o i e t i c  stem c e l l s  and 

immunocyte-lineage-committed p r o g e n i t o r  c e l l s  are o f  i n t e r e s t .  The 

a v a i l a b i l i t y  o f  such a n c e s t r a l  c e l l s ,  i n  homogeneous o r  near-homogeneous

c o n d i t i o n  ( e . g . ,  50 p e r c e n t  l l p u r e r r ) ,  a l o n g  w i t h  t h e  methodology t o  p r e p a r e 

h i g h l y  e n r i c h e d  a n c e s t r a l  c e l l s  shou ld  o f f e r  enormous t h e r a p e u t i c  p o t e n t i a l . 

Some examples i n c l u d e :  ( a )  lymphocyte replacement  t h e r a p y  i n  c e r t a i n  

immunodeficiency d i s o r d e r s  r e s u l t i n g  from g e n e t i c ,  v i r a l ,  n e o p l a s t i c  o r  

g e r i a t r i c  c a u s e s ;  ( h )  s e l e c t i v e  i n  v i t r o  immunization t o  o b t a i n  ant igen-primed 

lymphocytes t h a t  cou ld  be used t h e r a p e u t i c a l l y  i n  cases o f  i n f e c t i o n s  w i t h  ..a*
weakly immunogenic o r  c r y p t i c  pathogens;  ( c )  a c q u i s i t i o n  o f  B lymphocytes i n  

numbers s u i t a b l e  f o r  a p p r o p r i a t e  a n t i g e n  s t i m u l a t i o n / s e l e c t i o n ,  o r  s e l e c t i v e  

gene t r a n s f e c t i o n ,  p r e p a r a t o r y  t o  f u s i o n  w i t h  human myelomas f o r  t h e  pu rpose  
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o f  deve lop ing  human, monoclonal a n t i b o d y  producing hybridomas; and ( d )
p r e p a r a t i o n  of monoclonal a n t i b o d i e s  a g a i n s t  s t a g e - s p e c i f i c ,  and p o s s i b l y
c l o n e - s p e c i f i c ,  a n t i g e n s  t h a t  cou ld  be  used f o r  t h e r a p e u t i c  enhancement o r  
d e l e t i o n  of d e s i g n a t e d  s u b s e t s  o f  immunocytes. Furthermore,  t h e  a b i l i t y  t o  
c u l t i v a t e  lymphocyte a n c e s t o r s  shou ld  l e a d  r a p i d l y  t o  answers t o  fundamental  
q u e s t i o n s  conce rn ing  t h e  l i n e a g e  and d i f f e r e n t i a t i o n  o f  v a r i o u s  s u b s e t s  o f  
lymphocytes and t h e  p r e c i s e  r o l e s  o f  e s s e n t i a l  c y t o k i n e s  i n  lymphocyte
d i f f e r e n t i a t i o n  and growth,  

RESEARCH GOALS AND SCOPE 

Recent p u b l i c a t i o n s  have demonstrated t h a t  murine h e m a t o p o i e t i c  stem ce l l s  c a n  
be i s o l a t e d  i n  homogeneous c o n d i t i o n  and t h a t  t h e y  can be ma in ta ined  f o r  l o n g
p e r i o d s  i n  v i t r o .  Human bone marrow hematopo ie t i c  stem c e l l s  have been 
e n r i c h e d  s e v e r a l  hundred - fo ld .  Furthermore,  new methods pe rmi t  t h e  growth and 
d i f f e r e n t i a t i o n  o f  human stem c e l l s  and lymphoid p r o g e n i t o r s  i n  s e v e r e  
combined immunodeficient (SCID) mice. Most o f  t h e  major t e c h n i c a l  problems
t h a t  might p r e v e n t  s u c c e s s f u l ,  long-term s t o r a g e ,  a t  u l t r a - l o w  t e m p e r a t u r e ,  o f  
s t e m  c e l l s  and lymphoid p r o g e n i t o r s  have been s o l v e d ,  a l t h o u g h  t h e r e  i s  need 
f o r  f u r t h e r  r e f inemen t  o f  t h e  p rocedure .  Thus, t h e r e  i s  t h e  r ea l  p o s s i b i l i t y
t h a t  h e a l t h y  stem c e l l s  cou ld  be i s o l a t e d ,  grown i n  v i t r o  and s t o r e d  f o r  as  
l o n g  as n e c e s s a r y  a w a i t i n g  t h e i r  u s e  i n  a t h e r a p e u t i c  p r o c e d u r e .  What i s  
needed now are c o n c e r t e d  and d e d i c a t e d  e f f o r t s  t o :  ( a )  de t e rmine  t h e  most 
e f f e c t i v e  and e f f i c i e n t  procedure f o r  e n r i c h i n g  p r o g e n i t o r  c e l l s  having
v a r i o u s  d i f f e r e n t i a t i v e  p o t e n t i a l i t i e s ;  ( b )  a c h i e v e  enrichment  on, a t  l ea s t ,  a 
moderately l a r g e  scale;  ( c )  improve and o p t i m i z e  i n  v i t r o  c u l t i v a t i o n  media 
and p rocedures ;  and ( d )  d e f i n e  and c h a r a c t e r i z e ,  b o t h  morpho log ica l ly  and 
f u n c t i o n a l l y ,  d i s t i n c t  s u b s e t s  and d i f f e r e n t i a t i v e  s t a g e s  o f  lymphoid
a n c e s t r a l  c e l l s .  

MECHANISMS OF SUPPORT 

The s u p p o r t  mechanism f o r  t h i s  program w i l l  be 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 .  The N I A I D  p l a n s  t o  s u p p o r t  a t  l ea s t  f i v e  awards a t  a d i r e c t  c o s t  o f  
approximately $150,000 each  f o r  t h e  f i r s t  y e a r .  Up t o  f i v e  y e a r s  o f  s u p p o r t
i s  a n t i c i p a t e d .  Support  i s  c o n t i n g e n t  upon rece ip t  o f  a p p l i c a t i o n s  o f  
s u b s t a n t i a l  s c i e n t i f i c  m e r i t  and a v a i l a b i l i t y  o f  f u n d s .  

LETTER OF INTENT 

P r o s p e c t i v e  a p p l i c a n t s  are  encouraged t o  submit a one-page l e t t e r  o f  i n t e n t  

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

p a r t i c i p a t i n g  i n s t i t u t i o n s .  The I n s t i t u t e  r e q u e s t s  such l e t t e r s  f o r  t h e  

purpose o f  p r o v i d i n g  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  r e c e i v e d .  A l e t t e r  o f  i n t e n t  i s  n o t  b i n d i n g .  I t  w i l l  n o t  e n t e r  i n t o  t h e  

review o f  any a p p l i c a t i o n  subsequen t ly  submi t t ed  and is n o t  a n e c e s s a r y 

r equ i r emen t  f o r  a p p l i c a t i o n .  If submi t t ed ,  t h e  l e t t e r  o f  i n t e n t  shou ld  be  

r e c e i v e d  no l a t e r  t h a n  A p r i l  17,  1989. 


I n q u i r i e s  and l e t t e r s  shou ld  be  d i r e c t e d  t o :  


Joseph  F. A l b r i g h t ,  Ph.D. 

Chie f ,  Basic Immunology Branch, AITP 

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 

Westwood B u i l d i n g ,  Room 757 

Bethesda,  Maryland 20892 

Telephone: (301) 496-7551 

T e l e f a x  Number: (301)  480-3780 


REVIEW PROCEDURES AND CRITERIA 


The r e c e i p t  d a t e  f o r  a p p l i c a t i o n s  w i l l  be June  14, 1989. They w i l l  undergo 

i n i t i a l  p e e r  review i n  October by an i n i t i a l  review group t o  be convened by

t h e  Program and P r o j e c t  Review Branch, Extramural  A c t i v i t i e s  Program, N I A I D , 

and subsequent  review by t h e  N a t i o n a l  Advisory A l l e r g y  and I n f e c t i o u s  Diseases 

Counci l  i n  J anua ry  1990. March 1 ,  1990, w i l l  be t h e  ea r l i e s t  s t a r t i n g  d a t e  

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


CONSEQUENCES OF LACK OF RESPONSIVENESS TO THE RFA OR LATE SUBMISSION 


Formal a p p l i c a t i o n s  t h a t  are n o t  r e c e i v e d  by June  14, 1989, o r  are  c o n s i d e r e d  

t o  be non-responsive t o  t h e  RFA w i l l  be e n t e r e d  i n t o  t h e  n e x t  review c y c l e  as 

r e g u l a r  competing a p p l i c a t i o n s .  


METHOD OF APPLYING 


Use t h e  s t a n d a r d  r e s e a r c h  g r a n t  a p p l i c a t i o n  form PHS 398 ( r e v .  9/86) which 

may be  o b t a i n e d  from t h e  i n s t i t u t i o n ’ s  b u s i n e s s  o f f i c e  o r  from t h e  D i v i s i o n  o f  
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Research Gran t s ,  N I H .  THE RFA LABEL AVAILABLE I N  THE 9/86 REVISION OF THE 

APPLICATION FORM 398 MUST BE AFFIXED TO THE BOTTOM OF THE FACE PAGE. FAILURE 

TO USE THIS LABEL COULD RESULT I N  DELAYED PROCESSING OF YOUR APPLICATION SUCH 

THAT IT MAY NOT REACH THE REVIEW COMMITTEE I N  TIME FOR REVIEW. For pu rposes 

o f  i d e n t i f i c a t i o n  and p r o c e s s i n g ,  t h e  RFA number "89-AI-08" and t h e  words 

"LONG TERM CULTIVATION AND PRESERVATION OF HUMAN IMMUNOCYTE PROGENITORS" 

shou ld  be  typed  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 .  The o r i g i n a l 

a p p l i c a t i o n ,  i n c l u d i n g  one set o f  t h e  appendix,  and f o u r  c o p i e s  shou ld  be  

submi t t ed  t o :  


D i v i s i o n  o f  Research Gran t s  

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

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

Bethesda,  Maryland 20892xx 


To e x p e d i t e  t h e  review,  two e x a c t  c o p i e s  o f  t h e  a p p l i c a t i o n  and f o u r  sets o f  

t h e  append ices  shou ld  be  s e n t  d i r e c t l y  t o :  


D r .  N i r m a l  K. D a s  

Execu t ive  S e c r e t a r y 

T r a n s p l a n t a t i o n  Biology and Immunology Subcommittee 

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

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

Westwood B u i l d i n g ,  Room 3A-07 

Bethesda,  Maryland 20892 


ERRATUM 

SPECIALIZED CENTERS FOR NURSING RESEARCH (RFA 89-NR-01)
EXPLORATORY CENTERS FOR NURSING RESEARCH (RFA 89-NR-02) 

P.T. 04; K.W. 0785130, 0710030 

N a t i o n a l  Cen te r  f o r  Nursing Research 

These two RFAs were announced i n  t h e  N I H  Guide f o r  Gran t s  and C o n t r a c t s  on 
November 18, 1988 (Vo l .  17, No. 38 ) .  T h i s  e r r a tum i s  t o  c o r r e c t  a s e c t i o n  i n  
t h e  Request f o r  A p p l i c a t i o n  t h a t  was d i s t r i b u t e d  by t h e  N a t i o n a l  Cen te r  f o r  
Nursing Research.  P l e a s e  s u b s t i t u t e  t h e  f o l l o w i n g  pa rag raph  f o r  i t e m  11, B 
(page 4 ) .  

B .  E l i g i b i l i t y  f o r  Submission o f  A p p l i c a t i o n s  

I n s t i t u t i o n s  e l i g i b l e  f o r  S p e c i a l i z e d  Cen te r  Gran t s  are  s c h o o l s  o f  n u r s i n g  o r  
depa r tmen t s  o f  n u r s i n g  w i t h i n  c l i n i c a l  s e t t i n g s  a t  which t h e r e  are  a t  l ea s t  
t h r e e  p r i n c i p a l  i n v e s t i g a t o r s  w i t h  any PHS, o r  comparable p e e r  reviewed 
r e s e a r c h  p r o j e c t  ( R 0 1 ,  PO11 g r a n t s  w i t h  a minimum o f  $ 2 0 0 , 0 0 0  p e r  y e a r  i n  
r e s e a r c h  p r o j e c t  funds  i n  a spec i f i c  area of  n u r s i n g  r e s e a r c h .  The 
S p e c i a l i z e d  Cen te r  Grant w i l l  have a t  l e a s t  two new r e s e a r c h  p r o j e c t s  proposed 
as p a r t  o f  t h i s  a p p l i c a t i o n .  No more t h a n  one S p e c i a l i z e d  Cen te r  Grant w i l l  
b e  made t o  any one i n s t i t u t i o n  ( o r ,  f o r  multi-campus i n s t i t u t i o n s ,  no more 
t h a n  one t o  each campus).  J o i n t  a p p l i c a t i o n s  may a l s o  be submi t t ed  by
n e i g h b o r i n g  i n s t i t u t i o n s  which demons t r a t e  a h i g h  degree  o f  m u l t i d i s c i p l i n a r y
c o l l a b o r a t i o n .  

C L I N I C A L  INVESTIGATOR AWARD I N  GERIATRIC OTOLARYNGOLOGY (KO81 

P.T. 34; K.W. 0785160, 0710010, 0715050 


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  o f  Neuro log ica l  and Communicative D i s o r d e r s  and S t r o k e  


T h i s  announcement i s  t o  c o r r e c t  t h e  a p p l i c a t i o n  d e a d l i n e  f o r  t h e  C l i n i c a l  

I n v e s t i g a t o r  Award i n  G e r i a t r i c  Otolaryngology (KO81 which w a s  p u b l i s h e d  i n  

t h e  N I H  Guide f o r  Gran t s  and C o n t r a c t s ,  Vol.  17,  No. 37,  page 5, November 11, 

1988. A p p l i c a t i o n s  f o r  t h e  C I A  must be r e c e i v e d  by February 1 ,  June  1 ( r a t h e r 

t h a n  J u l y  1 as e r r o n e o u s l y  s t a t e d ) ,  and October 1 .  A l l  o t h e r  i n f o r m a t i o n  

c o n t a i n e d  i n  t h e  o r i g i n a l  announcement remains t h e  same. 
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