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NOTICES 

CLARIFICATION: REFERENCE LETTERS FOR RCDA AND FIRST GRANT APPLICATIONS 

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

Div i s ion  o f  Research Grants 

The announcement i n  t h e  March 18, 1988, i s s u e  of  t h e  N I H  Guide f o r  Grants  and 
Con t rac t s  (Vol. 17, No. 1 0 )  i n s t r u c t e d  a p p l i c a n t s  t o  use t h e  r e f e r e n c e  forms 
i n  t h e  PHS 398 K i t .  Only t h e  RCDA has  r e fe rence  g u i d e l i n e s  inc luded  i n  t h e  PHS 
398 K i t  t o  be s e n t  t o  referees. For t h e  FIRST g r a n t  a p p l i c a t i o n ,  t h e r e  a r e  no 
s p e c i a l  r e f e r e n c e  forms o r  p r i n t e d  g u i d e l i n e s  t o  be s e n t  t o  r e f e r e e s .  

PHS POLICY RELATING TO DISTRIBUTION OF UNIQUE RESEARCH RESOURCES PRODUCED WITH 
PHS FUNDING 

P.T. 36; K.W. 0780010 

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


I n v e s t i g a t o r s  conducting biomedical r e sea rch  f r e q u e n t l y  develop unique 

r e sea rch  r e sources .  Categor ies  of  t h e s e  r e sources  inc lude  organisms, ce l l s , 

v i r u s e s ,  c e l l  products ,  cloned DNA, as w e l l  as DNA sequences, mapping

in format ion  and c r y s t a l l o g r a p h i c  coord ina te s .  Some s p e c i f i c  examples are: 

s p e c i a l i z e d  and/or g e n e t i c a l l y  de f ined  ce l l s ,  i nc lud ing  normal and d i seased  

human c e l l s ;  monoclonal c e l l  l i n e s ;  hybridoma c e l l  l i n e s ;  microbia l  c e l l s  and 

products ;  v i r u s e s  and v i r a l  products ;  recombinant n u c l e i c  a c i d  molecules; DNA 

probes; n u c l e i c  a c i d  and p r o t e i n  sequences; and t r a n s g e n i c  mice. The Pub l i c  

Health S e r v i c e  (PHS) p rov ides  t h e  fo l lowing  s ta tement  of p o l i c y  concerning 

unique r e s e a r c h  r e sources  developed through i ts  awards. 


A.  PHS Po l i cy  on D i s t r i b u t i o n  of  Research Resources. 


It is  t h e  p o l i c y  o f  t h e  PHS t o  make a v a i l a b l e  t o  t h e  p u b l i c  t h e  r e s u l t s  and 

accomplishments o f  t h e  a c t i v i t i e s  t h a t  it funds.  R e s t r i c t e d  a v a i l a b i l i t y  o f  

unique r e sources  upon which f u r t h e r  s t u d i e s  are dependent can impede t h e  

advancement o f  r e s e a r c h  and t h e  d e l i v e r y  of  medical c a r e .  Therefore ,  when 

t h e s e  r e sources  are developed with PHS funds and t h e  a s s o c i a t e d  r e sea rch  

f i n d i n g s  have been publ i shed  o r  a f t e r  t hey  have been provided t o  N I H  under 

c o n t r a c t ,  t h e y  should be made r e a d i l y  a v a i l a b l e  f o r  r e sea rch  purposes t o  t h e  

s c i e n t i f i c  community. Th i s  p o l i c y  a p p l i e s  t o  N I H  in t ramura l  r e sea rch  a s  wel l  

as  ex t ramura l  r e s e a r c h  funded by g r a n t s ,  and coope ra t ive  agreements, and 

c o n t r a c t s .  


I n v e s t i g a t o r s  who have such r e sources  are encouraged t o  c o n s u l t  t h e  

a p p r o p r i a t e  PHS Program Adminis t ra tors  who may be of  a s s i s t a n c e  i n  determining 

a s u i t a b l e  d i s t r i b u t i o n  mechanism. For r e sea rch  and development c o n t r a c t s , 

approval should be obta ined  from t h e  N I H  Cont rac t ing  O f f i c e r  before  

d i s t r i b u t i o n  of unique r e sources ,  u n l e s s  t h e  terms o f  t h e  c o n t r a c t  permit 

d i s t r i b u t i o n  without p r i o r  c l ea rance  of  t h e  Cont rac t ing  O f f i c e r .  I n  o rde r  t o  

f a c i l i t a t e  t h e  a v a i l a b i l i t y  of  unique o r  novel b i o l o g i c a l  m a t e r i a l s  and 

r e sources  developed with PHS funds,  i n v e s t i g a t o r s  may d i s t r i b u t e  t h e  materials 

through t h e i r  own l a b o r a t o r y  o r  i n s t i t u t i o n  o r  submit them, i f  appropr i a t e ,  t o  

e n t i t i e s  such as t h e  American Type Cu l tu re  C o l l e c t i o n  o r  s i m i l a r  r e p o s i t o r i e s . 

I n  t h e  case of unique b i o l o g i c a l  in format ion  such as DNA sequences o r  

c r y s t a l l o g r a p h i c  coord ina te s ,  i n v e s t i g a t o r s  are expected t o  submit them t o  t h e  

a p p r o p r i a t e  d a t a  banks because they  o therwise  are no t  t r u l y  a c c e s s i b l e  t o  t h e  

s c i e n t i f i c  community. When d i s t r i b u t i n g  unique r e sources ,  i n v e s t i g a t o r s  are 

encouraged t o  inc lude  p e r t i n e n t  in format ion  on t h e  n a t u r e ,  o r  q u a l i t y ,  o r  

c h a r a c t e r i z a t i o n  of  t h e  materials. 


I n v e s t i g a t o r s  must e x e r c i s e  g r e a t  care t o  ensure  t h a t  

r e sources  do not i d e n t i f y  o r i g i n a l  donors o r  s u b j e c t s ,  d i r e c t l y  o r - t h r o u g h 

i d e n t i f i e r s ,  such as codes l i n k e d  t o  t h e  donors o r  s u b j e c t s .  


B .  D i s t r i b u t i o n  Costs 


I n s t i t u t i o n s  and i n v e s t i g a t o r s  may charge t h e  r e q u e s t e r ,  if necessary ,  f o r  t h e  

reasonable  c o s t  o f  product ion  of  unique b i o l o g i c a l  m a t e r i a l s ,  and f o r  

packaging and sh ipp ing .  Such c o s t s  may inc lude  personnel ,  s u p p l i e s ,  and o t h e r  

d i r e c t l y  r e l a t e d  expenses.  It should be noted, however, t h a t  such a charge 

acc rues  as gene ra l  program income. This  should not  be an impediment t o  t h e  

d i s t r i b u t i o n  of  m a t e r i a l s ,  bu t  i n v e s t i g a t o r s  and i n s t i t u t i o n s  a r e  advised  

t h a t  : 
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a )  f o r  g r a n t s ,  t h e  income is governed by 45 CFR P a r t  74 and it must be 
r e p o r t e d  on t h e  F i n a n c i a l  S t a t u s  Report .  Q u e s t i o n s  regard ing  t h e s e  p o l i c i e s
and t h e  t rea tment  o f  income should be d i r e c t e d  t o  t h e  Grants  Management
Officer . 
b )  	f o r  c o n t r a c t s ,  t h e  income i s  governed by Federa l  Acquis i t ion  Regulat ions
(FAR) 45.610-3. Cont rac t ing  Officers must be contac ted  b e f o r e  genera t ing  any 
revenues from t h e  d i s t r i b u t i o n  o f  materials. Any c o n t r a c t  under which 
r e s e a r c h  r e s o u r c e s  would be s o l d  r e q u i r e  s p e c i f i c  c o n t r a c t  i n s t r u c t i o n s .  
E x i s t i n g  c o n t r a c t s  may r e q u i r e  an amendment and s p e c i f i c  approval o f  t h e  
Cont rac t ing  Officer t o  render  them a l lowable .  

C .  Invent ions  and Commercialization 

This  p o l i c y  does n o t  discourage,  impede o r  p r o h i b i t  t h e  o r g a n i z a t i o n  t h a t  
develops unique b i o l o g i c  m a t e r i a l s  o r  i n t e l l e c t u a l  p r o p e r t y  from 
commercializing t h e  m a t e r i a l s  o r  l i c e n s i n g  them f o r  commercial purposes .
I n v e s t i g a t o r s  may make t h e i r  materials a v a i l a b l e  t o  o t h e r s  with a p p r o p r i a t e
r e s t r i c t i o n s  and l i c e n s i n g  terms as t h e y  and t h e i r  i n s t i t u t i o n s  deem 
necessary .  

I n s t i t u t i o n s  are reminded t h a t  some of  t h e s e  products  may be invent ions  
s u b j e c t  t o  t h e  v a r i o u s  l a w s  and r e g u l a t i o n s  a p p l i c a b l e  t o  p a t e n t s  and need t o  
be r e p o r t e d .  When r e p o r t i n g  is requi red ,  it should occur a t  t h e  ear l ies t  
p o s s i b l e  t i m e .  (See P.L. 96-517 P.L. 98-620 and 37 CFR 401) 

DATED ANNOUNCEMENTS (RFPs AND RFAs) 

INFORMATION SYSTEMS BRANCH AUTOMATED DATA PROCESSING (ADP) 

RFP AVAILABLE: NHLBI-HO-88-08 

P.T. 18, 38; K.W. 1004017 

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

The o v e r a l l  o b j e c t i v e  o f  t h i s  c o n t r a c t  is  t o  analyze,  design,  implement,
document, maintain,  and program seven mainframe and microcomputer a p p l i c a t i o n s
and systems over  a f ive-year  p e r i o d .  These seven systems are: 1 )  Tracking
and Budget System (TABS); 2)  Contrac ts  Tracking and Budget System (CTABS); 3 )
TABS Microcomputer Budget System; 4 )  Trans-National I n s t i t u t e  o f  Heal th  (NIH),
Basic/Applied/ Developmental, and P r i v a t e  S e c t o r  Microcomputer System; 5)
Council Microcomputer System; 6 )  Nat ional  Program Microcomputer System, and 7 )
Computer R e t r i e v a l  o f  Information and S c i e n t i f i c  P r o j e c t s  (CRISP)
Microcomputer System. 

Proposa ls  must c l e a r l y  p r e s e n t  p l a n s  d e t a i l i n g  t h e  t e c h n i c a l  approaches,
procedures ,  and t i m e  schedules  f o r  completing t h e  f i v e  performances s t a g e s  f o r  
each o f  t h e  seven p r o j e c t s .  These performance s t a g e s  are:  1 )  Analysis ;  2)
Evaluat ion;  3) Design/Specif icat ion;  4) Programming; and 5) Test ing/
Implementation. N e w  systems and/or modi f ica t ions  t o  e x i s t i n g  systems s h a l l  be 
thoroughly t e s t e d  and documented before  implementation, and system u s e r s  are 
t o  be t r a i n e d  by t h e  c o n t r a c t o r .  

O f f e r o r s  w i l l  be asked t o  p r e s e n t  p l a n s  f o r  t r a i n i n g  s ta f f  i n  t h e  use  of  t h e  
seven computer p r o j e c t s .  Design and implementation of microcomputer systems 
must a l s o  address  t h e  fact: t h a t  systems implemented on i n d i v i d u a l  
microcomputers w i l l  be moved t o  Local A r e a  Networks (LANs) as t h e y  become 
o p e r a t i o n a l  . 
It is a n t i c i p a t e d  t h a t  f o u r  f u l l - t i m e  e q u i v a l e n t s  with t h e  fol lowing e x p e r t i s e
w i l l  be r e q u i r e d  f o r  t h e  s u c c e s s f u l  completion o f  t h e  s tudy :  1 )  a s e n i o r  
programmer/analyst wi th  managerial  s k i l l s  t o  s e r v e  as p r o j e c t  manager; 2 )  a 
s e n i o r  programmer/analyst; and 3) two programmers. 

T h i s  announcement i s  n o t  a reques t  f o r  proposal  (RFP). It is a n t i c i p a t e d  t h a t  
RFP-NHLBI-HO-88-08 w i l l  be a v a i l a b l e  on o r  about September 1 ,  1988, with 
proposa ls  due on November 1 ,  1988. To r e c e i v e  a copy of  t h e  RFP, p l e a s e
supply t h i s  o f f i c e  with t h r e e  (3)  se l f -addressed  mail ing l a b e l s .  The RFP 
package w i l l  be 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 :  
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Joanne C .  Pao lucc i  

Contrac t  S p e c i a l i s t  f o r  

Div i s ion  of  Lung Diseases 

Cont rac t s  Operations Branch 

Westwood Bui ld ing ,  Room 654 

Bethesda, Maryland 20892 


This  proposed program is t o t a l l y  100 percent  set  a s i d e  f o r  small bus iness  

compet i t ion .  Only r e spons ib l e  s m a l l  bus ines s  f i r m s  as de f ined  pursuant  t o  

P a r t  19 of t h e  Fede ra l  Acqu i s i t i on  Regulation are asked t o  respond t o  t h i s  

synops i s .  The Standard I n d u s t r i a l  C l a s s i f i c a t i o n  Number is 7379. 


M I N O R I T Y  H I G H  SCHOOL STUDENT RESEARCH APPRENTICE PROGRAM 

P.T.  34, 44, FF; K.W. 0720005 

Divis ion  of  Research Resources 

Appl ica t ion  Receipt Date: December I ,  1988 

BACKGROUND AND OBJECTIVES 

The Div is ion  o f  Research Resources ( D R R ) ,  Nat iona l  I n s t i t u t e s  o f  Heal th  ( N I H )
c u r r e n t l y  p l a n s  t o  cont inue  t h e  Minority High School S tudent  Research 
Apprentice Program i n  1989. 

The purpose of t h e  program i s  t o  provide  minor i ty  high school s t u d e n t s  with a 
meaningful exper ience  i n  va r ious  a s p e c t s  o f  h e a l t h - r e l a t e d  r e sea rch  i n  o rde r  
t o  s t i m u l a t e  t h e i r  i n t e r e s t  i n  careers i n  sc i ence .  

E L I G I B I L I T Y  

E l i g i b l e  i n s t i t u t i o n s  are t h o s e  t h a t  were awarded g r a n t s  dur ing  t h e  l a t e s t  
complete Fede ra l  f i sca l  yea r  1988 from e i t h e r  t h e  Biomedical Research Support
Grant (BRSG) Program o r  t h e  Minority Biomedical Research Support (MBRS)
Program, both  of which are adminis te red  by DRR, N I H .  Only one a p p l i c a t i o n  f o r  
t h e  Apprentice Program can be submitted by a component of  an i n s t i t u t i o n  t h a t  
is  t h e  r e c i p i e n t  of  bo th  t h e  BRSG and MBRS awards. 

S tuden t s  e l i g i b l e  f o r  suppor t  under t h i s  program are t h o s e  who: ( 1 )  i d e n t i f y
themselves as minor i ty  ( i . e . ,  Black, Hispanic,  American Indian ,  Alaskan 
Native,  P a c i f i c  I s l a n d e r ,  o r  As ian) ;  ( 2 )  are U.S. c i t i z e n s  o r  have a permanent
v i s a ;  and ( 3 )  are e n r o l l e d  i n  high school dur ing  t h e  1988-89 academic yea r
(Students  who w i l l  g raduate  from high  school i n  1989 are e l i g i b l e ,  a s  i s  a 
s tuden t  who p a r t i c i p a t e d  i n  a previous  yea r  - provided he/she is st i l l  
e n r o l l e d  a t  t h e  h igh  school l e v e l . )  

MECHANISM OF SUPPORT 

The mechanism o f  suppor t  f o r  t h i s  program w i l l  be t h e  N I H  g ran t - in -a id .
Support w i l l  be provided a t  a l e v e l  of  $1,500 f o r  each appren t i ce  p o s i t i o n
a l l o c a t e d .  No i n d i r e c t  c o s t s  w i l l  be pa id .  Direct suppor t  t o  t h e  appren t i ce
must be as s a l a r y ;  s t i p e n d s  are no t  allowed. Within t h e  $1,500 per  s tuden t  
a l l o c a t i o n ,  funds may a l s o  be u t i l i z e d  f o r  s u p p l i e s ,  ex tending  t h e  r e sea rch  
exper ience ,  o r  i f  adequate funds e x i s t ,  f o r  t h e  a d d i t i o n  of  an a p p r e n t i c e .
However, funds from t h e s e  g r a n t s  may only  be used f o r  t h e  c o s t s  of  t h e  
appren t i ce  program. The Program Di rec to r  is re spons ib l e  f o r  recru i tment  and 
s e l e c t i o n  of t h e  a p p r e n t i c e s  and assignment of  each t o  an i n v e s t i g a t o r .
Recruitment and s e l e c t i o n  o f  s t u d e n t s  should emphasize f a c t o r s  of t h e  
s t u d e n t s '  mot iva t ion ,  a b i l i t y  and s c h o l a s t i c  a p t i t u d e  and accomplishments. I n  
a d d i t i o n ,  cons ide ra t ion  should be given t o  sc i ence  t e a c h e r s '  recommendations 
and where p o s s i b l e  t h e  degree of  p a r e n t a l  commitment. Assignments should be 
made t o  i n v e s t i g a t o r s  involved i n  h e a l t h - r e l a t e d  r e sea rch  who a r e  committed t o  
developing i n  t h e  high school  s t u d e n t s  both unders tanding  o f  t h e  r e sea rch  i n  
which t h e y  p a r t i c i p a t e  and t h e  t e c h n i c a l  s k i l l s  needed. 

APPLICATION 

E l i g i b l e  i n s t i t u t i o n s  should submit an a p p l i c a t i o n  c o n s i s t i n g  o f  no more than :  

1 .  A one-page l e t t e r  s t a t i n g  t h e  number of  s tuden t  p o s i t i o n s  reques ted ,  p l u s  

2 .  An o r i g i n a l  and two s igned  and completed cop ie s  o f  t h e  Grant Appl ica t ion
Form, PHS 398 (Rev. 09/86) face page on ly .  

Mark t h e  "YES" box i n  i t e m  2 and i n d i c a t e  t h e  announcement t i t l e  as "Minority
High School S tudent  Research Apprentice Program." 
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Mark i t e m s  numbered 4 ,  5 ,  7, 8b, 10 and 14 Not a p p l i c a b l e  ( N . A . ) .  Complete

i t e m  8a with t h e  t o t a l  d o l l a r  amount o f  your r e q u e s t ,  which is  t h e  sum of  t h e  

number o f  s t u d e n t  p o s i t i o n s  reques ted  t imes $1,500 p e r  s t u d e n t .  


The o r i g i n a l  and one copy o f  t h e  s igned Program D i r e c t o r ' s  r e p o r t  and each 

s t u d e n t  r e p o r t  should be submitted with t h e  renewal a p p l i c a t i o n  due December 1 

annual ly  i n  o r d e r  t h a t  t h e  d a t a  contained i n  t h e s e  r e p o r t s  can be used by DRR 

t o  dec ide  about p o l i c i e s  and f u t u r e  funding f o r  t h e  Minori ty  High School 

Student  Research Apprent ice  Program. These r e p o r t s  should a l s o  be submit ted 

a t  t h e  same time even i f  renewal support  is n o t  reques ted .  


I n  any even t ,  a l l  r e p o r t s  inc luding  t h e  F i n a n c i a l  S t a t u s  Report must be 

submit ted t o  t h e  N I H  by t h e  gran tee  i n s t i t u t i o n  no l a t e r  t h a n  May 31 ,  1989 

u n l e s s  an ex tens ion  o f  t h e  budget p e r i o d  end d a t e  has  been au thor ized .  


P l e a s e  Note: Limited funds and increased  r e q u e s t s  f o r  such s t u d e n t  p o s i t i o n s  

may restrict t h e  f i n a l  a l l o c a t i o n s  by DRR t o  t h r e e  o r  f o u r  s t u d e n t s  per 

e l i g i b l e  a p p l i c a n t  i n s t i t u t i o n .  Upon recommendation o f  t h e  Nat ional  Advisory 

Research Resources Council ,  t h e  Div is ion  w i l l  g i v e  preference  i n  making awards 

t o  t h o s e  i n s t i t u t i o n s  t h a t  can support  a summer program having a " c r i t i c a l  

mass" o f  a t  least  f i v e  o r  s i x  s t u d e n t s  us ing  i n s t i t u t i o n a l  as w e l l  as DRR 

funds.  


The a p p l i c a t i o n s  should be submit ted t o :  


Biomedical Research Support Program

Divis ion  o f  Research Resources 

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

Bui ld ing  31, Room 5B-23 

9000 Rockvi l le  Pike 

Bethesda, Maryland 20892 


I n q u i r i e s  can be  made of  D r .  Marjor ie  A.  T i n g l e  a t  t h e  above i n d i c a t e d  address  

or by c a l l i n g  (301) 496-6743. 


The f i r m  deadl ine  f o r  r e c e i p t  of a p p l i c a t i o n s  is  December 1 ,  1988. Awards 

w i l l  be  e f f e c t i v e  March 1 ,  1989, cont ingent  upon a v a i l a b i l i t y  o f  appropr ia ted 

funds.  


EPIDEMIOLOGIC STUDIES OF HIV-ASSOCIATED MALIGNANCIES 


RFA AVAILABLE: 88-CA-16 


P.T. 3 4 ;  K.W. 1002045, 0715035, 0785055 


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


Letter o f  I n t e n t  Receipt  Date: November 4, 1988 

Appl ica t ion  Receipt  Date: December 19, 1988 


INTRODUCTION 


The Extramural Programs Branch, Epidemiology and B i o s t a t i s t i c s  Program,

Divis ion  o f  Cancer Et io logy ,  Nat ional  Cancer I n s t i t u t e ,  is i n v i t i n g  g r a n t 

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

e s t a b l i s h  t h e  inc idence  rates, n a t u r a l  h i s t o r y ,  and e t i o l o g y  o f  malignancies 

i n  i n d i v i d u a l s  a t  e l e v a t e d  r i s k  f o r  human immunodeficiency v i r u s  ( H I V ) 

i n f e c t i o n .  T h i s  RFA announcement is f o r  a s i n g l e  competi t ion wi th  a d e a d l i n e  

of December 19, 1988 f o r  r e c e i p t  of a p p l i c a t i o n s .  Appl ica t ions  should be  

prepared and submit ted i n  accordance with t h e  aims and requirements  descr ibed  

i n  t h e  complete RFA document and summarized i n  t h e  fol lowing s e c t i o n s .  


RESEARCH GOALS AND SCOPE 


The o b j e c t i v e  o f  t h e  proposed RFA is  t o  encourage epidemiologic  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  HIV-associated malignancies .  Ques t ions  o f  i n t e r e s t  i nc lude :  

whether any epidemiologic  r i s k  f a c t o r  p a t t e r n s  o r  l a b o r a t o r y  a n a l y s e s  suggest  

a mechanism o f  carc inogenes is  i n  c o n t r a s t  t o  o t h e r  c l i n i c a l  outcomes o f  H I V  

i n f e c t i o n ;  t h e  r e l a t i o n s h i p  between t h e  s p e c i f i c  express ion  o f  immune 

a l t e r a t i o n  i n  HIV-infected i n d i v i d u a l s  and development and progress ion  o f  

cancer;  t h e  effect  o f  H I V  a n t i g e n i c  v a r i a t i o n  and c o i n f e c t i o n  wi th  o t h e r  

v i r u s e s  on t h e  development o f  s p e c i f i c  malignancies;  t h e  determinants  o f  

i n t e r n a t i o n a l  v a r i a t i o n  i n  incidence of  HIV-related malignancies;  t h e  

r e l a t i o n s h i p  o f  acqui red  immunodeficiency syndrome (AIDS) prophylaxis  and 

t r e a t m e n t s ,  and r e l a t e d  immune a l t e r a t i o n s ,  t o  tumor development and 

progress ion;  t h e  determinants  of t h e  l a t e n c y  per iod  between exposure t o  


u 


II 
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i n i t i a t i n g  agen tc s )  and development o f  premalignant c o n d i t i o n s  or malignancy;
and t h e  effects  of drug and chemical exposures.  

I n v e s t i g a t i o n s  cons idered  respons ive  t o  t h e  proposed RFA inc lude ,  bu t  are not  
l i m i t e d  t o :  

o Epidemiologic s t u d i e s ,  i n  t h e  d i v e r s e  groups a t  e l e v a t e d  r i s k  f o r  
“W 	 H I V  i n f e c t i o n ,  comparing i n d i v i d u a l s  who develop malignancies t o  

t h o s e  with o t h e r  outcomes of  H I V  i n f e c t i o n ;  

o 	 Epidemiologic s t u d i e s  comparing i n d i v i d u a l s  wi th  HIV-associated 
tumors t o  t h o s e  with nonepidemic tumors of  t h e  same pa tho log ic  
type ,  i nc lud ing  t h o s e  occur r ing  i n  o t h e r  immunosuppressed s ta tes ;  
o r  

o 	 Epidemiologic s t u d i e s  of  malignancies occur r ing  i n  i n d i v i d u a l s  
r e c e i v i n g  t r ea tmen t  f o r  AIDS with p a r t i c u l a r  a t t e n t i o n  t o  
t r ea tmen t - r e l a t ed  immune a l t e r a t i o n s .  

MECHANISM OF SUPPORT 


The mechanism o f  suppor t  f o r  t h i s  RFA w i l l  be t h e  t r a d i t i o n a l  Nat iona l  

I n s t i t u t e s  of  Health ( N I H )  r e sea rch  p r o j e c t  g r a n t .  R e s p o n s i b i l i t y  f o r  t h e  

planning, d i r e c t i o n  and execut ion  of  t h e  proposed r e sea rch  w i l l  be s o l e l y  t h a t  

of  t h e  a p p l i c a n t .  The t o t a l  p r o j e c t  per iod  f o r  a p p l i c a t i o n s  submitted i n  

response t o  t h e  p r e s e n t  RFA should no t  exceed f i v e  y e a r s .  Approximately

$1,500,000 w i l l  be set  a s i d e  i n  FY89 t o  fund a p p l i c a t i o n s  which a r e  submitted 

i n  response t o  t h i s  RFA. It is  a n t i c i p a t e d  t h a t  a t  l e a s t  fou r  or f i v e  

a p p l i c a t i o n s  w i l l  be funded. This  funding l e v e l  is  dependent on t h e  r e c e i p t 

of  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  of  h igh  s c i e n t i f i c  merit. The ear l ies t  

f e a s i b l e  s tar t  d a t e  f o r  t h e  i n i t i a l  awards w i l l  be June 1,  1989. Although

t h i s  program is provided f o r  i n  t h e  f i n a n c i a l  p l a n s  of  t h e  Nat iona l  Cancer 

I n s t i t u t e  ( N C I ) ,  t h e  award of  g r a n t s  pursuant t o  t h i s  RFA is con t ingen t ,upon 

t h e  a v a i l a b i l i t y  of  funds f o r  t h i s  purpose.  Non-profit and 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  t o  apply .  Foreign as w e l l  as domestic i n s t i t u t i o n s  

a r e  e l i g i b l e .  The p r e s e n t  RFA announcement is f o r  a s i n g l e  compet i t ion  wi th  a 

dead l ine  of  December 19, 1988 f o r  r e c e i p t  of  a p p l i c a t i o n s .  PHS g r a n t  p o l i c i e s 

governing 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 s  apply t o  a p p l i c a t i o n s  r ece ived  i n  

response t o  t h i s  r e q u e s t .  


INQUIRIES 


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

c r i t e r i a ,  and t h e  procedure f o r  applying can be obta ined  by sending two 

se l f - addres sed  mai l ing  l a b e l s  t o :  


G .  Iris Obrams, M . D . ,  Ph.D. 

Extramural Programs Branch 

Epidemiology and B i o s t a t i s t i c s  Program

Divis ion  of  Cancer Et io logy 

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

Executive P laza  North, Room 535 

Bethesda, Maryland 20892 

Telephone: (301)  496-9600 


STUDIES OF CHRONOBIOLOGICAL EFFECTS I N  CANCER TREATMENT WITH 

BIOLOGICAL RESPONSE MODIFIERS AND/OR DRUGS 


RFA AVAILABLE: 88-CA-19 


P.T. 3 4 ;  K . W .  0715035,  0745005, 0740015, 1002000 

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

Appl ica t ion  Receipt Date: December 12, 1988 
L e t t e r  of  I n t e n t  Receipt Date: October 7 ,  1988 

The B io log ica l  Response Modif ie rs  Program (BRMP) and t h e  Cancer Therapy
Evalua t ion  Program (CTEP) of  t h e  Div is ion  of Cancer Treatment (DCT)  o f  t h e  
Nat iona l  Cancer I n s t i t u t e  ( N C I )  r eques t  g ran t  a p p l i c a t i o n s  from i n t e r e s t e d  
i n v e s t i g a t o r s  f o r  well-focused s t u d i e s  r e l a t i n g  t iming  v a r i a b l e s  t o  increased  
e f f i c a c y  of cancer t r ea tmen t  with BRMs and/or c y t o t o x i c  agen t s .  

BACKGROUND 

Chronobiology is t h e  s tudy  of  t h e  effect  of  p e r i o d i c  v a r i a t i o n s  and c y c l e s  o f  
time on b i o l o g i c a l  phenomena. I n  t h e  f i e l d  of  cancer t r ea tmen t ,  p r e c l i n i c a l  
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and c l i n i c a l  chronobio logica l  s t u d i e s  have r e s u l t e d  i n  obse rva t ions  o f  
s i g n i f i c a n t  e f f e c t s  on t h e  tumor response and on t o x i c i t y  of  a t  l e a s t  15 
d i f f e r e n t  t h e r a p e u t i c  agen t s  when t h e  c i r c a d i a n  schedules  of  t r ea tmen t  were 
v a r i e d .  The b a s i s  f o r  t h e s e  f i n d i n g s  is f o r  t h e  most p a r t  unknown but  c e l l  
c y c l e  k i n e t i c s  and accompanying c e l l  phys io log ica l  changes, v a r i a t i o n s  i n  
pharmacokinetics,  d i u r n a l  changes i n  growth and o t h e r  f a c t o r s  may p lay  an 
important r o l e .  By unders tanding  t h e  d i f f e r e n c e s  i n  t h e  c i r c a d i a n  dependence
of  t h e  response of  normal and tumor c e l l s  t o  t h e r a p e u t i c  agen t s ,  anti-tumor 
e f f e c t s  may be optimized while t o x i c i t y  t o  normal t i s s u e  may be minimized 
dur ing  cancer  t he rapy .  

OBJECTIVE AND SCOPE 

Proposa ls  i n  response  t o  t h i s  RFA should focus  on i n  v i t r o  and i n  v ivo  
p r e c l i n i c a l  i n v e s t i g a t i o n s  o f  chronobio logica l  effects on tumor the rapy  us ing
BRMs and/or drugs .  Hypotheses t o  be t e s t e d  must have a s o l i d  b a s i s  and must 
be s t u d i e d  i n  c l i n i c a l l y  r e l e v a n t  tumor-bearing animal models. C l i n i c a l  
p r o t o c o l s  are no t  respons ive  t o  t h i s  RFA but  suppor t ive  l a b o r a t o r y  a s says
which measure chronobio logica l  e f f e c t s  i n  ongoing c l i n i c a l  s t u d i e s  are 
respons ive .  

The fo l lowing  areas of cancer  t he rapy  i n v e s t i g a t i o n  are encouraged: 

o 	 I n  v ivo  ch ronocy tok ine t i c  s t u d i e s  r e l a t i n g  t h e  t iming  of  
a d m i n i s t r a t i o n  and dose o f  BRMs and/or drugs  with t h e  c e l l  c y c l e  o f  
tumor ce l l s  or developing bone marrow and o t h e r  p recu r so r  ce l l s .  

o 	 Chronopharmacokinetic s t u d i e s  i n  animal models of BRMs and/or
drugs .  S t u d i e s  which inc lude  adopt ive  immunotherapy a r e  
encouraged. 

o 	 Chronobiological effects  on l e t h a l  or organ t o x i c i t y  of  BRMs and/or
drugs .  

o Chronobiological e f f e c t s  on hos t  e f f e c t o r  f u n c t i o n s .  

I n  a l l  s t u d i e s  proposed, t h e  anti-tumor e f f e c t  o f  t h e  agent  must be measured. 
Hypotheses t o  be t e s t e d  must be addressed by employing well-defined,
we l l - con t ro l l ed ,  r ep roduc ib le  immunological and b i o l o g i c a l  a s says  i n  o rde r  t o  
provide  a r igo rous  experimental  b a s i s  f o r  unders tanding  chronobio logica l
effects  i n  cancer  t he rapy  us ing  BRMs andlor  drugs .  N e w  and novel approaches
which may inc lude  c o l l a b o r a t i o n  between i n v e s t i g a t o r s  i n  s e v e r a l  d i s c i p l i n e s
is encouraged. The long-term goal  i s  t h e  development o f  c l i n i c a l  p r o t o c o l s
based upon t h e  f i n d i n g s  r e s u l t i n g  from t h e s e  s t u d i e s .  

MECHANISM OF SUPPORT 

Grants may be awarded t o  p r o f i t  and nonpro f i t  o r g a n i z a t i o n s  and i n s t i t u t i o n s ,  
governments and t h e i r  agencies ,  and occas iona l ly  t o  i n d i v i d u a l s .  Support f o r  
t h i s  program w i l l  be through t h e  Nat iona l  I n s t i t u t e s  O f  Health ( N I H )
gran t - in-a id  ( R o l l .  Approximately $ 5 0 0 , 0 0 0  i n  t o t a l  c o s t s  per  year  f o r  5 
y e a r s  w i l l  be committed t o  s p e c i f i c a l l y  fund a p p l i c a t i o n s  which are submitted 
i n  response t o  t h i s  RFA. It i s  a n t i c i p a t e d  t h a t  2 t o  3 awards w i l l  be made. 
This  funding l e v e l  i s  dependent on t h e  r e c e i p t  of  a s u f f i c i e n t  number of  
a p p l i c a t i o n s  o f  h igh  s c i e n t i f i c  m e r i t .  The t o t a l  p r o j e c t  pe r iod  for 
a p p l i c a t i o n s  submitted i n  response  t o  t h e  p r e s e n t  RFA should no t  exceed 5 
y e a r s .  The ear l ies t  f e a s i b l e  s t a r t  d a t e  f o r  t h e  i n i t i a l  awards w i l l  be J u l y  
1 ,  1989. 

REVIEW PROCEDURES AND CRITERIA 

App l i ca t ions  i n  response t o  t h i s  RFA judged t o  be both  compet i t ive  and 
respons ive  w i l l  be reviewed accord ing  t o  t h e  review c r i t e r i a  s t a t e d  below 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 s i n g l e  a p p r o p r i a t e  pee r  review group
convened by t h e  Div i s ion  o f  Extramural A c t i v i t i e s ,  N C I .  The f i n a l  review by
t h e  Nat iona l  Cancer Advisory Board cons ide r s  t h e  s p e c i a l  need of  t h e  I n s t i t u t e  
and t h e  p r i o r i t i e s  o f  t h e  Nat iona l  Cancer Program. 

The p r e s e n t  RFA announcement is f o r  a s i n g l e  compet i t ion  wi th  a s p e c i f i e d  d a t e  
of  December 12, 1988 f o r  r e c e i p t  of  a p p l i c a t i o n s .  Future  renewal a p p l i c a t i o n s
w i l l  be cons idered  as u n s o l i c i t e d  g r a n t  a p p l i c a t i o n s  which w i l l  compete with 
o t h e r  u n s o l i c i t e d  a p p l i c a t i o n s  r ece ived  by t h e  N I H .  

Review c r i t e r i a  i nc lude  t h e  e x t e n t  of  re levance  and/or c o n t r i b u t i o n  o f  t h e  
proposed r e s e a r c h  t o  t h e  o v e r a l l  goa l s  and o b j e c t i v e s  of  t h e  RFA, t h e  
s i g n i f i c a n c e  and o r i g i n a l i t y  of t h e  p r o j e c t  from a s c i e n t i f i c  and t e c h n i c a l  
viewpoint , f e a s i b i l i t y  o f  t h e  r e sea rch  and adequacy of  t h e  experimental
des ign ,  t h e  adequacy of t i m e  which t h e  i n v e s t i g a t o r ( s 1  and s t a f f  would devote 
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t o  t h e  proposed s t u d i e s ,  t h e  exper ience ,  t r a i n i n g  and r e s e a r c h  competence of  

t h e  i n v e s t i g a t o r ( s 1 ,  adequacy of  a v a i l a b l e  f a c i l i t i e s ,  and p rov i s ion  f o r  t h e  

adequate p r o t e c t i o n  of  human s u b j e c t s  and t h e  humane care o f  animals.  


INQUIRIES 


Requests f o r  cop ie s  o f  t h e  RFA i n  i ts  expanded form should be addressed t o :  


D r .  Toby T. Hecht 

Program Di rec to r ,  BRMP, DCT, NCI-FCRF 

Bui ld ing  321, Room 7A 

Freder ick ,  Maryland 21701-1013 

Telephone: (301)  698-1098 


LETTER OF INTENT 

Although a l e t t e r  o f  i n t e n t  is no t  r equ i r ed ,  p rospec t ive  a p p l i c a n t s  are asked 
t o  submit, by October 7, 1988, a l e t t e r  of i n t e n t  t h a t  i nc ludes  a d e s c r i p t i v e
t i t l e  of  t h e  proposed r e sea rch ,  t h e  name and addres s  of t h e  p r i n c i p a l
i n v e s t i g a t o r ,  t h e  names o f  t h e  o t h e r  key personnel ,  t h e  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 ,  and t h e  number and t i t l e  of t h e  RFA i n  response  t o  which t h e  
a p p l i c a t i o n  is be ing  submi t ted .  

The l e t t e r  o f  i n t e n t  should be s e n t  t o  D r .  Toby T. Hecht a t  t h e  above addres s .  

SMOKING CESSATION STRATEGIES FOR MINORITIES 

RFA AVAILABLE: 88-HL-26-P 

P.T. 12, 34, FF; K.W. 040419 

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

Appl ica t ion  Rece ip t  Dater January 23, 1989 

The Prevent ion  and Demonstration Research Branch (PDRB) of  t h e  Div i s ion  o f  
Epidemiology & C l i n i c a l  App l i ca t ions  (DECA), Nat iona l  Heart, Lung, and Blood 
I n s t i t u t e  ( N H L B I )  announces t h e  a v a i l a b i l i t y  of  a Request f o r  App l i ca t ions
(RFA) on t h e  above s u b j e c t .  Copies of  t h e  RFA are a v a i l a b l e  from s ta f f  o f  t h e  
NHLBI.  Awards w i l l  be made t o  f o r e i g n  i n s t i t u t i o n s  only  f o r  r e s e a r c h  of  very
unusual m e r i t ,  need, and promise. 

Smoking remains t h e  ch ie f  p reven tab le  cause o f  ca rd iovascu la r  and r e s p i r a t o r y
d i s e a s e  and dea th  among Blacks,  Hispanics ,  Asians, and Native Americans a s  it 
is  f o r  a l l  Americans. Among some m i n o r i t i e s ,  high ra tes  of  smoking o r  h igh
preva lence  of o t h e r  ca rd iovascu la r  d i s e a s e  r i s k  f a c t o r s  are r e f l e c t e d  i n  
smoking-related m o r t a l i t y  rates sugges t ing  t h e  need f o r  minor i ty - spec i f i c
c e s s a t i o n  approaches.  Language o r  c u l t u r a l  b a r r i e r s  may i n h i b i t  t h e  success  
o f  c u r r e n t l y - a v a i l a b l e  smoking c e s s a t i o n  programs. However, l i t t l e  is known 
about smoking c e s s a t i o n  s t r a t e g i e s  t h a t  might be most e f f e c t i v e  i n  achiev ing
increased  rates of  smoking c e s s a t i o n  i n  a def ined  minor i ty  popula t ion .
Consequently, t a i l o r e d  smoking c e s s a t i o n  programs are needed t o  meet 
p a r t i c u l a r  needs of m i n o r i t i e s  i n  reducing  smoking-related morbidity and 
m o r t a l i t y .  

This  program i n v i t e s  g r a n t  a p p l i c a t i o n s  f o r  demonstration r e sea rch  p r o j e c t s  t o  
develop and t e s t  minor i ty - spec i f i c  s t r a t e g i e s  f o r  r ec ru i tmen t  t o  smoking
c e s s a t i o n ,  f o r  ach iev ing  c e s s a t i o n ,  and/or f o r  main ta in ing  smoking abs t inence .  
App l i ca t ions  must i nc lude  ca rd iovascu la r  d i s e a s e  o r  r e s p i r a t o r y  d i s e a s e  
v a r i a b l e s  i n  t h e  proposed r e sea rch  des ign .  

This  s o l i , c i t a t i o n  may be of  i n t e r e s t  t o  i n v e s t i g a t o r s  from a broad range o f  
d i s c i p l i n e s  such as epidemiology, p u b l i c  h e a l t h ,  card io logy ,  physiology,
pulmonology, soc io logy ,  psychology, h e a l t h  educa t ion ,  and communication 
s c i e n c e s .  M u l t i d i s c i p l i n a r y  approaches involv ing  s e v e r a l  special t ies  are 
a p p r o p r i a t e .  Appl icants  must demonstrate access  t o  a def ined  t a r g e t
popula t ion ,  a c o n t r o l  o r  comparison group, and e x p e r t i s e  wi th in  t h e  proposed
team t o  c a r r y  ou t  r e sea rch  s e n s i t i v e  t o  t h e  s o c i o c u l t u r a l  elements o r  language
needs o f  a minor i ty  popula t ion .  It i s  a n t i c i p a t e d  t h a t  up t o  f i v e  g r a n t s ,  o f  
t h r e e  y e a r s  each, w i l l  be awarded under t h i s  program with t o t a l  first year  
c o s t s  f o r  a l l  g r a n t s  o f  $1,750,000. 

Request f o r  cop ie s  o f  t h e  RFA should be addressed t o :  
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K a t r i n a  W .  Johnson, Ph.D. 
PDRB, DECA, NHLBI, N I H  
Federa l  Bui lding,  Room 604 
7550 Wisconsin Avenue 
Bethesda, Maryland 20892 
Telephone: (301) 496-3503 

PARTURITION: MYOMETRIAL FUNCTION AND RELATED MECHANISMS 

RFA AVAILABLE: 88-HD-17 

P.T. 34; K.W. 0710115, 0710110, 0785135 

Nat iona l  I n s t i t u t e  o f  Chi ld  Heal th  and Human Development 


Appl ica t ion  Receipt  Date: December 5, 1988 


The N I C H D  i n v i t e s  g r a n t  a p p l i c a t i o n s  t o  support  b a s i c  r e s e a r c h  on human 

p a r t u r i t i o n  with p a r t i c u l a r  emphasis on: ( 1 )  myometrial physiology and 

biochemistry;  (2) mechanisms o f  a c t i o n  o f  a g e n t s  a l r e a d y  known o r  thought  t o  

be  involved i n  t h e  c o n t r a c t i l e  e v e n t s  o f  p a r t u r i t i o n ;  (3) biomolecular 

i n t e r a c t i o n s  between chor iont rophoblas t  and u t e r i n e  ep i the l ium,  and t h e  

p o t e n t i a l  importance o f  p a r a c r i n e l  a u t o c r i n e  c o n t r o l  systems; (4) t h e  r o l e s  of  

a g e n t s  which promote u t e r i n e  preparedness  f o r  p a r t u r i t i o n ,  inc luding  f a c t o r s  

t h a t  favor  remodeling o f  connect ive t i s s u e  o f  t h e  u t e r u s  and f e t a l  membranes;

(51 s i m i l a r i t i e s  and d i f f e r e n c e s  i n  biomolecular processes  involved i n  

myometrial f u n c t i o n  and c o n t r o l  i n  preterm l a b o r .  


MECHANISM OF SUPPORT 


Support  w i l l  be  a v a i l a b l e  through 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  (Roll.

Support  f o r  g r a n t s  is cont ingent  upon receipt o f  appropr ia ted  funds.  It i s  

a n t i c i p a t e d  t h a t  10-12 m e r i t o r i o u s  a p p l i c a t i o n s  w i l l  be  funded under t h i s  

program. 


APPLICATION PROCEDURE 


Appl ica t ion  must be  submit ted on form N I H  398 (Revised 9/86). 


ADDITIONAL INFORMATION 


P o t e n t i a l  a p p l i c a n t s  are encouraged t o  r e q u e s t  a d e t a i l e d  reques t  f o r  

a p p l i c a t i o n  by te lephoning:  


Pregnancy and Per ina to logy  Branch 

Center f o r  Research f o r  Mothers and Children 

National  I n s t i t u t e  o f  Chi ld  Heal th  and Human Development

EPN, Room 643 

6130 Execut ive Boulevard 

Bethesda, Maryland 20892 

Telephone: (301) 496-5576 


CYSTIC FIBROSIS RESEARCH CENTERS 


RFA AVAILABLE: 88-DK-13 

P.T. 0 4 ;  K.W. 0715135, 1002019 

Nat iona l  I n s t i t u t e  o f  Diabetes  and Diges t ive  and Kidney Diseases 

Appl ica t ion  Receipt  Date: January 13, 1989 

The Divis ion  o f  Diabe tes ,  Endocrinology, and Metabolic Diseases o f  t h e  
Nat iona l  I n s t i t u t e  o f  Diabetes  and Diges t ive  and Kidney Diseases ( N I D D K ) ,  
announces a n a t i o n a l  compet i t ion f o r  awards t o  e s t a b l i s h  a l i m i t e d  number o f  
C y s t i c  F i b r o s i s  Research Centers  f o r  t h e  purpose o f  i n v e s t i g a t i n g  t h e  
e t i o l o g y ,  pathophysiology, and t rea tment  o f  c y s t i c  f i b r o s i s .  

I .  BACKGROUND 

C y s t i c  f i b r o s i s  (CF) is t h e  most common l e t h a l  g e n e t i c  d i s o r d e r  i n  t h e  
Caucasian popula t ion .  It i s  i n h e r i t e d  as an autosomal r e c e s s i v e  t r a i t  and 
many p a t i e n t s  d i e  wi th in  t h e  first two decades of l i f e .  The c l i n i c a l  syndrome 
appears  as a genera l ized  dysfunct ion of  exocr ine  g lands  o r  e p i t h e l i a l  s u r f a c e s  
and is c h a r a c t e r i z e d  by e l e v a t e d  sweat e l e c t r o l y t e s ,  s e c r e t i o n  o f  h i g h l y  
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v i scous  mucus, pulmonary i n f e c t i o n s ,  and p rogres s ive  l o s s  o f  f u n c t i o n  i n  t h e  
lungs ,  pancreas ,  l i v e r ,  i n t e s t i n e s ,  and o t h e r  organs .  

The CF gene has  been l o c a l i z e d  t o  wi th in  300,000 DNA base  p a i r s  of  a 
gene-linkage marker on t h e  long a r m  o f  chromosome 7 .  Research e f f o r t s  are now 
focused on i d e n t i f y i n g  t h e  CF gene and t h e  p r o t e i n  which it encodes.  I t  is 
hoped t h a t  i s o l a t i o n  of t h e  d e f e c t i v e  gene r e spons ib l e  f o r  c y s t i c  f i b r o s i s  
w i l l  e l u c i d a t e  t h e  under ly ing  biochemical d e f e c t ( s 1 .  It i s  a l s o  hoped t h a t  
i d e n t i f i c a t i o n  of t h e  CF gene w i l l  l e a d  t o  methods of  i d e n t i f y i n g  its 
asymptomatic carr iers  and u l t i m a t e l y  t o  a neona ta l  s c reen ing  technique  f o r  t h e  
gene ra l  popu la t ion .  Research i n  CF has  l e d  t o  t h e  hypothes is  t h a t  a 
diminished nega t ive  ion  pe rmeab i l i t y  i n  t h e  d i s t a l  sweat duc t  u n d e r l i e s  t h e  
e l e v a t e d  sweat concen t r a t ions  of  sodium c h l o r i d e  cons idered  d i a g n o s t i c  f o r  t h e  
d i s e a s e .  It is  p o s t u l a t e d  t h a t  i n  normal c e l l s ,  c h l o r i d e  fo l lows  sodium 
p a s s i v e l y  v i a  a ch lo r ide /b i ca rbona te  exchange o r  by a c h l o r i d e  ion  channel.  
I n  CF, t h i s  a n t i p o r t l c h a n n e l  o r  i ts  r e g u l a t i o n  is d e f e c t i v e  wi th  sodium only
being  p a r t i a l l y  reabsorbed r e s u l t i n g  i n  h igh  sodium and c h l o r i d e  ion  
concen t r a t ions  and low b iocarbonate  ion  concen t r a t ions  i n  t h e  sweat duc t  
lumen. Recent r e s u l t s  sugges t  t h a t  t h e  problem i n  c y s t i c  f i b r o s i s  re la tes  n o t  
t o  t h e  presence  o r  absence of  t h e  c h l o r i d e  ion  conductance but  t o  t h e  
r e g u l a t i o n  of  t h i s  conductance by a c y c l i c  AMP dependent p rocess .  

These r a p i d  advances were made p o s s i b l e  by a p p l i c a t i o n  o f  new s t a t e - o f - t h e - a r t  
t echn iques  o f  molecular and c e l l  biology t o  t h e  s tudy  of  CF. With suppor t
through Cys t i c  F i b r o s i s  Research Centers ,  s c i e n t i s t s  can pursue e x c i t i n g  
c u r r e n t  o p p o r t u n i t i e s  t o  advance fundamental understanding of t h e  pa thogenes is
of  CF and u l t i m a t e l y ,  t he rapy  of  t h e  d i s e a s e .  

I n  FY 1988, an  RFA f o r  CF Centers  w a s  j o i n t l y  i s sued  by N I D D K  and NHLBI.  
N I D D K  now seeks  t o  f u r t h e r  expand i ts  CF Centers  Program and t h u s  is i s s u i n g
another  RFA f o r  CF Centers .  

11. RESEARCH GOALS AND SCOPE 

The o v e r a l l  goa l  o f  a Cys t i c  F i b r o s i s  Research Center is  t o  s t i m u l a t e  a 
m u l t i d i s c i p l i n a r y  approach aimed a t  promoting advances i n  b a s i c  s c i ence  
r e s e a r c h  on t h e  c e l l u l a r  and molecular mechanisms under ly ing  c y s t i c  f i b r o s i s  
and t h e  i n t e g r a t i o n  and a p p l i c a t i o n  of  t h i s  knowledge t o  c l i n i c a l  
i n v e s t i g a t i o n s .  CF Centers  should have a c e n t r a l  theme t o  which a l l  
c o n s t i t u e n t  p r o j e c t s  re la te  and which serves as an i n t e g r a t i n g  f o r c e  t o  
achieve  an  o v e r a l l  common g o a l .  Emphasis i n  proposed p r o j e c t s  should be on 
t h e  e x p l o r a t i o n  o f  b a s i c  mechanisms under ly ing  CF, t h e  e l a b o r a t i o n  o f  new and 
s i g n i f i c a n t  hypotheses,  and t h e  gene ra t ion  o f  novel s t r a t e g i e s  f o r  approaching 
c u r r e n t  c l i n i c a l  and fundamental i s s u e s .  

The scope of r e s e a r c h  t h a t  could meet t h e  goa l s  of  t h e  CF Center program
inc ludes :  1 )  i d e n t i f i c a t i o n ,  c loning ,  and c h a r a c t e r i z a t i o n  of t h e  CF gene and 
i t s  p r o t e i n  product;  2) s t u d i e s  aimed a t  d e f i n i n g  e t i o l o g i c a l  f a c t o r s  and 
pa thogene t i c  mechanisms; 3) i n v e s t i g a t i o n s  i n t o  t h e  r e l a t i o n s h i p  between t h e  
g e n e t i c  d e f e c t ( s 1  and t h e  r e s u l t i n g  pathophysiology; 4) development of  
improved c o n d i t i o n s  f o r  r o u t i n e l y  growing and passaging CF c e l l s  and 
development o f  immortalized CF c e l l  l i n e s ,  f a c i l i t a t i n g  s t u d i e s  p r e s e n t l y
hampered by a s c a r c i t y  of cel ls ;  5) development of  r e l i a b l e  phenotypic markers 
c h a r a c t e r i s t i c  of CF ce l l s  i n  c u l t u r e ,  bes ides  c h l o r i d e  impermeabili ty;  6 )
s t u d i e s  focused on biochemical and molecular a s p e c t s  of t h e  r e g u l a t i o n  of i on  
t r a n s p o r t  i n  e p i t h e l i a l  c e l l s  such as c h a r a c t e r i z a t i o n  o f  t h e  in t e rmed ia t e s  
involved i n  c h l o r i d e  channel r e g u l a t i o n ;  7 )  development and eva lua t ion  of new 
and/or improved t h e r a p e u t i c  approaches e f f e c t i v e  i n  a l l e v i a t i n g  t h e  c l i n i c a l  
symptoms o f  t h e  d i sease ;  8 )  development of gene replacement the rapy  o r  
a n t i s e n s e  RNA as p o s s i b l e  t h e r a p e u t i c  moda l i t i e s ;  9 )  development of d i a g n o s t i c
tes t s  u s e f u l  f o r  carrier assessment and p r e n a t a l  sc reening;  10)  s t u d i e s  of 
growth and development and of  s t r a t e g i e s  f o r  op t imiz ing  growth and development
i n  c h i l d r e n  with CF; 11)  s t u d i e s  of  t h e  effects  o f  CF on s p e c i f i c  organs and 
systems and development o f  t h e r a p i e s  d i r e c t e d  a t  o rgan- spec i f i c  d i s e a s e  
man i fe s t a t  i ons .  

The key elements of  N I D D K ' s  CF Center Program inc lude :  ( 1 )  b a s i c  and c l i n i c a l  
r e sea rch  p r o j e c t s ;  (2 )  r e sea rch  c o r e s  provid ing  shared  r e sources  such as:  
techniques ,  ins t ruments ,  t i s s u e s ,  p a t i e n t  popula t ions ,  and r e sea rch  seminars;
and (3) p i l o t  and f e a s i b i l i t y  s t u d i e s .  

111. MECHANISM OF SUPPORT 

Support f o r  t h i s  program w i l l  be through a c e n t e r  g r a n t .  Success fu l  
a p p l i c a n t s  w i l l  d i r e c t  and c a r r y  out  t h e  c e n t e r ' s  r e sea rch  p r o j e c t s .  However, 
any s u b s t a n t i v e  mod i f i ca t ions  i n  t h a t  program must be mutually agreed on by
t h e  c e n t e r  d i r e c t o r ,  t h e  g ran tee  i n s t i t u t i o n ,  and N I D D K .  It i s  a n t i c i p a t e d
t h a t  N I D D K  w i l l  suppor t  two a d d i t i o n a l  c e n t e r s  a t  a l e v e l  no t  t o  exceed 
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$800,000 per  yea r  pe r  Center i nc lud ing  i n d i r e c t  c o s t s .  These awards w i l l  be 
made f o r  f i v e  y e a r s  and t h e  p rogres s  of  each Center w i l l  be eva lua ted  
annua l ly .  

I V .  APPLICATION AND REVIEW PROCEDURES 

The a p p l i c a t i o n s  f o r  c e n t e r s  s o l i c i t e d  i n  t h i s  announcement w i l l  be eva lua ted  
i n  n a t i o n a l  compet i t ion  by a s p e c i a l  review committee. Deadline f o r  t h e  
r e c e i p t  of  t h e  a p p l i c a t i o n s  w i l l  be January 1 3 ,  1989.  Appl i ca t ions  r ece ived  
a f te r  t h a t  d a t e  w i l l  be cons idered  unacceptab le  and r e tu rned  t o  t h e  a p p l i c a n t .
P rospec t ive  a p p l i c a n t s  a r e  s t r o n g l y  encouraged t o  submit a l e t t e r  of  i n t e n t  by
December 9 ,  1988 .  Appl i ca t ions  deemed by I n s t i t u t e  s ta f f  no t  t o  meet t h e  
publ i shed  g u i d e l i n e s  w i l l  be judged unacceptab le  and w i l l  be r e tu rned  t o  t h e  
a p p l i c a n t  . 
V. INQUIRIES 

P o t e n t i a l  a p p l i c a n t s  must r eques t  CF Center Guide l ines  from: 


Nancy Lamontagne, Ph.D. 

Cys t i c  F i b r o s i s  Program D i r e c t o r  

Westwood Bui ld ing ,  Room 607 

N I D D K ,  N I H  

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-4980 


O N G O I N G  PROGRAM ANNOUNCEMENTS 

IMMUNOGERONTOLOGY PROGRAM 

P.T. 3 4 ,  4 4 ;  K . W .  0710010, 07 0070 

Nat iona l  I n s t i t u t e  on Aging 

INTRODUCTION 

The Molecular and C e l l  Biology Branch (MCBB) o f  t h e  Nat iona l  I n s t i t u t e  on 
Aging ( N I A )  has  r e s p o n s i b i l i t y  f o r  an ex t ramura l  program o f  r e sea rch  and 
t r a i n i n g  i n  immunology as r e l a t e d  t o  ag ing .  The program has  been a c t i v e  f o r  
s e v e r a l  y e a r s  and has  r e s u l t e d  i n  a number o f  advances i n  t h e  f i e l d ,  i nc lud ing  
a b e t t e r  d e l i n e a t i o n  of  t h e  behavior of  t h e  immune system i n  aging and an 
unders tanding  of  t h e  s p e c i f i c  d e f i c i t s  o f  v a r i o u s  components of  t h e  immune 
system t h a t  occur i n  senescence. 

It has  been we l l  e s t a b l i s h e d  t h a t  immune func t ion  d e c l i n e s  wi th  advancing age.
Given t h e  complex i t i e s  of  t h e  immune system, however, it would be u s e f u l  t o  
know t h e  d e t a i l s  o f  t h e  age - re l a t ed  loss of  immune func t ion  and i d e n t i f y  t h e  
primary causes  of  t h e  d e c l i n e  of  t h e  immune respons iveness .  The r e l a t i o n s h i p
between t h e  immune system and t h e  ag ing  p rocess  is a l s o  an a p p r o p r i a t e  f i e l d  
o f  s c i e n t i f i c  i n q u i r y .  It has  been proposed t h a t  t h e  d e c l i n e  o r  de regu la t ion
of  t h e  immune system is  a primary cause of  aging o r  a p a c e - s e t t e r  of  t h e  aging 
p rocess .  Research is  a l s o  i n d i c a t e d  i n  t h e  p a t h o l o g i c a l  consequences of  t h e  
age - re l a t ed  changes i n  t h e  immune system, such as decreased  r e s i s t a n c e  t o  
pathogens and tumors, and increased  p ropens i ty  f o r  autoimmunity and 
immunopathology. Another area of  r e sea rch  t h a t  should be encouraged concerns 
t h e  means t o  prevent  o r  c o r r e c t  t h e  immunologic d e f i c i t s  o f  ag ing .  

SPECIFIC OBJECTIVES 

The N I A  i n v i t e s  q u a l i f i e d  r e s e a r c h e r s  t o  submit a p p l i c a t i o n s  f o r  r e sea rch  and 
r e s e a r c h  t r a i n i n g  i n  a l l  a r e a s  o f  immunology as it relates t o  ag ing .  The 
fo l lowing  t o p i c s  are i l l u s t r a t i v e  of  a p p r o p r i a t e  r e sea rch  a r e a s .  However,
a p p l i c a t i o n s  need not  be l i m i t e d  t o  t h e  i s s u e s  l i s t e d  below. Proposa ls  t o  
s tudy  t h e  ag ing  of  t h e  immune system i n  humans, animals o r  c e l l  c u l t u r e s  a r e  
welcome. 

o 	 Age-related changes i n  molecules involved i n  s p e c i f i c  a n t i g e n
r e c o g n i t i o n  (B-cell and T-cell r e c e p t o r s ,  MHC-encoded molecules)
and i n  lymphocyte and macrophage a c t i v a t i o n ;  

o 	 Age-related changes i n  biochemical p rocesses  l e a d i n g  t o  lymphocyte
and macrophage a c t i v a t i o n ;  

o 	 Age-related changes i n  t h e  product ion  of  lymphokines and o t h e r  
cy tok ines  (and t h e i r  r e c e p t o r s )  involved i n  t h e  immune response; 
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o 	 Age-related changes i n  t h e  r e g u l a t i o n  o f  t h e  immune response  ( e . g . ,
r e g u l a t o r y  ce l l s ,  t h e  i d i o t y p i c  network); 

o Immune response  t o  i n f e c t i o u s  agen t s  and t o  vacc ines  i n  senescence; 

o Generalized immunosuppression due t o  v i r a l ,  p ro tozoa l ,  and 
*W 

b a c t e r i a l  i n f e c t i o n s  i n  aged i n d i v i d u a l s ;  

o Effects of drugs  on t h e  immune system o f  o l d e r  people;  

o Immunity t o  tumors i n  aged i n d i v i d u a l s ;  

o 	 Immunologic t o l e r a n c e ,  autoimmunity, and immunopathology i n  
senescence; 

o 	 Age-related behavior o f  p a t h o l o g i c a l  m a n i f e s t a t i o n s  of  
autoimmunity ; 

o 	 Attempts t o  prevent  o r  reverse t h e  immunologic d e f i c i t s  o f  ag ing  by
immunotherapy ( e . g . ,  immune augmentation, b i o l o g i c a l  response
modi f i e r s  1; 

o 	 Attempts t o  prevent  o r  r e v e r s e  t h e  immunologic d e f i c i t s  of aging
through c e l l u l a r  or g e n e t i c  engineer ing;  

o Gender-related d i f f e r e n c e s  i n  any of  t h e  above areas o f  r e sea rch .  

APPLICATION AND REVIEW PROCEDURES 

The primary mechanisms f o r  suppor t  o f  t h i s  program are: 

o Research g r a n t  (Rol l  

o Program P r o j e c t  Award (PO11 

o 	 F i r s t  Independent Research Support and T r a n s i t i o n  (FIRST) Award 
(R291 

o 	 Career g r a n t s ,  which inc lude :  Research career development award 
(KO41 C l i n i c a l  i n v e s t i g a t o r  award ( K O 8 1  

o T ra in ing  g r a n t s  (T32) 

o Fellowships (F32, F33) 

Research p r o j e c t  g r a n t  (R01 and R29) a p p l i c a t i o n s ,  f e l lowsh ips  (F32, F33) and 
r e sea rch  c a r e e r  development awards (KO41 w i l l  be reviewed f o r  s c i e n t i f i c  and 
t e c h n i c a l  mer i t  by an a p p r o p r i a t e  s tudy  s e c t i o n  i n  t h e  Div is ion  of Research 
Grants .  A l l  o t h e r  a p p l i c a t i o n s  w i l l  be reviewed by an a p p r o p r i a t e  review 
group. Secondary review w i l l  be by t h e  Nat iona l  Advisory Council on Aging o r  
another  a p p r o p r i a t e  adv i so ry  c o u n c i l .  

There are no s e t - a s i d e  funds f o r  funding t h e s e  a p p l i c a t i o n s .  App l i ca t ions  
compete on t h e  b a s i s  o f  s c i e n t i f i c  merit wi th  a l l  o t h e r  a p p l i c a t i o n s .  The 
review c r i t e r i a  are t h e  t r a d i t i o n a l  c o n s i d e r a t i o n s  under ly ing  s c i e n t i f i c  
mer i t .  

Researchers cons ide r ing  an a p p l i c a t i o n  i n  response  t o  t h i s  announcement are 
encouraged t o  d i s c u s s  t h e i r  p r o j e c t ,  and t h e  range o f  g r a n t  mechanisms 
a v a i l a b l e ,  wi th  N I A  s t a f f  i n  advance of formal submission. Th i s  can be done 
e i t h e r  through a te lephone  conversa t ion  o r  a b r i e f  l e t t e r  g iv ing  t h e  
d e s c r i p t i v e  t i t l e  of t h e  proposed p r o j e c t  and i d e n t i f y i n g  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, when known, o t h e r  key p a r t i c i p a n t s .  App l i ca t ions  r e l a t e d  t o  
t h e  h e a l t h  o f  women and m i n o r i t i e s  are p a r t i c u l a r l y  encouraged. 

Appl icants  should u s e  t h e  r e g u l a r  r e sea rch  p r o j e c t  and program p r o j e c t  g r a n t
a p p l i c a t i o n  form (PHS 398 Rev. 9/86),  a v a i l a b l e  a t  t h e  a p p l i c a n t ' s
i n s t i t u t i o n a l  Appl ica t ion  Control Office o r  from: 

Office of  Grants I n q u i r i e s
Divis ion  of Research Grants 
Westwood Bui ld ing ,  Room 449 
Nat iona l  I n s t i t u t e s  of  Health 
Bethesda, Maryland 20892 
Telephone: ( 3 0 1 )  496-7441 

'I 

To exped i t e  t h e  a p p l i c a t i o n ' s  r o u t i n g  wi th in  NIH, p l e a s e  check t h e  box on t h e  
face s h e e t  of  t h e  a p p l i c a t i o n  i n d i c a t i n g  t h a t  your proposa l  is i n  response  t o  
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t h i s  announcement and t y p e  (nex t  t o  t h e  checked box) N I A :  Immunogerontology

Program. I n  a s s i g n i n g  appl . ica t ions  t o  N I A  o r  o t h e r  I n s t i t u t e s ,  accepted 

referral  g u i d e l i n e s  w i l l  be followed. 


Mail t h e  cover l e t te r  and t h e  completed a p p l i c a t i o n  (wi th  6 c o p i e s )  t o :  


Div i s ion  of  Research Grants 

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

Westwood Bui ld ing ,  Room 240 

Bethesda, Maryland 20892 


Receipt d a t e s  f o r  Research Grant, Program P r o j e c t  Grant, Career Award and 

F i r s t  Award a p p l i c a t i o n s  are February 1 ,  June 1 ,  and October 1; t h o s e  f o r  

Tra in ing  Grant and Fellowship a p p l i c a t i o n s  are January 10, May 10, and 

September 10. 


Correspondence and i n q u i r i e s  should be d i r e c t e d  t o :  


Immunology Program Adminis t ra tor  

Bui ld ing  31, Room 5C21 

Nat iona l  I n s t i t u t e  on Aging

Bethesda, Maryland 20892 

Telephone: (301) 496-6402 


EFFECT OF ENVIRONMENTAL AGENTS ON THE ENDOCRINE SYSTEM 


P.T. 34; K.W. 1007003, 0705030, 0785050, 1007009 

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

App l i ca t ion  Rece ip t  Dates: February 1 ,  June 1 ,  October 1 

I. BACKGROUND 

The Nat iona l  I n s t i t u t e  o f  Environmental Heal th  Sc iences  (NIEHS) is  t h e  
p r i n c i p a l  Federa l  funding agency f o r  suppor t  o f  b a s i c  r e s e a r c h  on 
environmental  f a c t o r s  t h a t  c o n t r i b u t e  t o  human h e a l t h  problems and d i s e a s e .  
Major emphasis by NIEHS i s  p laced  upon r e sea rch  examining t h o s e  phys ica l  and 
chemical subs t ances  r e s u l t i n g  from i n d u s t r i a l  p rog res s .  However, t h e r e  are 
a l s o  many n a t u r a l  environmental  subs t ances  which have been found t o  have 
d e l e t e r i o u s  effects on human h e a l t h  and a l s o  a r e  wi th in  t h e  purview of  t h e  
NIEHS miss ion .  Many of  t h e s e  subs tances  cause human h e a l t h  problems by
d i s r u p t i n g  normal endocr ine  homeostasis which i n  t u r n  can l e a d  t o  a d i s e a s e  
s t a t e .  

S y n t h e t i c  chemicals have been i d e n t i f i e d  which interfere  with mixed func t ion  
oxidase  a c t i v i t y  of  t h e  ad rena l  c o r t e x ,  d i s r u p t i n g  t h e  s t e ro idogen ic
c a p a b i l i t i e s  of  t h i s  gland and i n t e r f e r i n g  wi th  normal phys io log ica l  response 
t o  stress. Exposure t o  e x t e r n a l  r a d i a t i o n  has  been demonstrated t o  i n c r e a s e  
t h e  r i s k  of t h y r o i d  cancer ,  and r a d i o a c t i v e  iod ine  uptake by t h e  t h y r o i d  can 
l e a d  t o  t h y r o i d  dys func t ion .  Our c u r r e n t  technology poses a myriad o f  
phys i ca l  f a c t o r s  ( r a d i a t i o n ,  microwaves, e t c . )  which a l s o  may have d e l e t e r i o u s  
consequences on human h e a l t h  brought about through t h e  d i s r u p t i o n  o f  one o r  
more endocr ine  systems. Seve ra l  foods c o n t a i n  hormone-like subs tances  ( e . g . ,
a l f a l f a  has  a t h y r o i d  r e l e a s i n g  hormone-like f a c t o r ;  o a t s  have subs tances  t h a t  
m i m i c  l u t e i n i z i n g  hormone-releasing hormone), and many p l a n t s  con ta in  
compounds which are e s t r o g e n i c .  These r e p r e s e n t  bu t  a f e w  examples of  
environmental  subs t ances  t h a t  are capable  o f  u p s e t t i n g  endocr ine  ba lance .  
Thus, it is  t h e  i n t e n t  of t h i s  r e v i s e d  program i n i t i a t i v e  t o  f u r t h e r  i d e n t i f y
specif ic  problems r e l a t e d  t o  chemical, p h y s i c a l ,  and b i o l o g i c a l  agen t s  of  
environmental  concern,  and t o  s tudy  t h e i r  e f f e c t s  on endocrine f u n c t i o n .  

Ir .  RESEARCH GOALS AND SCOPE 
This  announcement is i s sued  to encourage 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  
toward and t o  f o s t e r  r e s e a r c h  a c t i v i t y  i n  environmental  endocrinology ( i . e . ,
t h e  i n t e r a c t i o n  of environmental  agen t s  with and t h e i r  e f f e c t s  on t h e  
endocr ine  g lands ,  hormones, and t a r g e t  c e l l  f u n c t i o n ) .  Co l l abora t ive  r e s e a r c h  
e f f o r t s  between e n d o c r i n o l o g i s t s  and t o x i c o l o g i s t s  o r  s c i e n t i s t s  i n  c l o s e l y
r e l a t e d  d i s c i p l i n e s  are  e s p e c i a l l y  encouraged. 

Research i n t e r e s t s  inc lude ,  bu t  are not  l i m i t e d  t o ,  s t u d i e s  o f :  1 )  t h e  d i r e c t  
and i n d i r e c t  e f f e c t  o f  environmental agen t s  on t h e  endocr ine  and 
neuroendocrine system, 21 t h e  b locking  of  hormone r e l e a s e  by environmental  
agen t s ,  3) chemical i n t e r f e r e n c e  of  hormone a c t i v i t y  a t  t a r g e t  c e l l  sites, 4)
hormonal-like a c t i o n s  o f  environmental agen t s ,  mycotoxins and o t h e r  
environmental  p o l l u t a n t s ,  5) t h e  effect  o r  r o l e  o f  hormones on t h e  metabolism 
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and t o x i c i t y  o f  chemicals,  and 6 )  development and s t a n d a r d i z a t i o n  o f  more 
s e n s i t i v e  tests f o r  d e t e c t i n g  e a r l y  damage by environmental  a g e n t s .  

111. MECHANISM OF SUPPORT 

The mechanism o f  support  f o r  t h i s  a c t i v i t y  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  
rei g r a n t  - Research P r o j e c t  Grant and FIRST Award as a p p l i c a b l e .  

I V .  APPLICATION AND REVIEW PROCEDURES 

A .  Deadline 


Appl ica t ions  w i l l  be accepted i n  accordance with t h e  u s u a l  r e c e i p t  d a t e s  f o r  

new r e s e a r c h  g r a n t  a p p l i c a t i o n s ;  i . e . ,  February 1 ,  June 1 ,  and October 1 .  The 

ea r l i e s t  p o s s i b l e  award d a t e s  w i l l  be approximately n i n e  months a f t e r  t h e  

r e s p e c t i v e  r e c e i p t  d a t e s .  Appl ica t ions  rece ived  t o o  l a t e  f o r  one c y c l e  o f  

review w i l l  be he ld  u n t i l  t h e  next  r e c e i p t  d a t e .  


B .  Method o f  Applying 


Appl ica t ions  w i l l  be rece ived  by t h e  N I H ' s  Div is ion  o f  Research Grants  ( D R G ) 

and r e f e r r e d  t o  an a p p r o p r i a t e  s tudy  s e c t i o n  f o r  s c i e n t i f i c  and t e c h n i c a l  

merit  review. I n s t i t u t e  assignment d e c i s i o n s  w i l l  be governed by normal 

programmatic c o n s i d e r a t i o n s  as s p e c i f i e d  i n  t h e  N I H  R e f e r r a l  Guide l ines .  The 

review c r i t e r i a  cus tomar i ly  employed by t h e  N I H  f o r  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 s  w i l l  p r e v a i l .  Following t h e  i n i t i a l  s c i e n t i f i c  review, t h e  

a p p l i c a t i o n s  w i l l  be eva lua ted  by t h e  Nat ional  Advisory Environmental Heal th  

Sciences Council o r  another  a p p r o p r i a t e  I n s t i t u t e  c o u n c i l .  


Appl ica t ions  should be submit ted on form PHS-398 ( r e v i s e d  9 / 8 6 )  which i s  

a v a i l a b l e  i n  t h e  b u s i n e s s  o r  g r a n t s  and c o n t r a c t  o f f i c e s  a t  most academic and 

r e s e a r c h  i n s t i t u t i o n s  o r  from t h e  DRG. To i d e n t i f y  t h e  a p p l i c a t i o n  a s  a 

response t o  t h i s  announcement, check "yes" i n  Item 2 on t h e  face page o f  t h e  

a p p l i c a t i o n  and e n t e r  t h e  t i t l e  "Effects o f  Environmental Agents on t h e  

Endocrine System." 


The o r i g i n a l  and s i x  ( 6 )  c o p i e s  o f  t h e  a p p l i c a t i o n  should be d i r e c t e d  t o :  


Appl ica t ions  Receipt  O f f  ice  

Divis ion  o f  Research Grants  

National  I n s t i t u t e s  o f  Heal th  

Westwood Building,  Room 240 

Bethesda, Maryland 20892 


I n q u i r i e s  r e l a t e d  t o  t h i s  Program Announcement should be d i r e c t e d  t o :  


D r .  J e r r y  A .  Robinson 

Program Adminis t ra tor  

S c i e n t i f i c  Programs Branch 

Divis ion  o f  Extramural Research and Tra in ing 

National  I n s t i t u t e  o f  Environmental Heal th  Sciences 

P.  0. B o x  12233 

Research T r i a n g l e  Park,  North Caro l ina  27709 

Telephone: ( 9 1 9 )  541-7724 


To b e t t e r  ensure a p p r o p r i a t e  Program and I n s t i t u t e  assignment,  a p p l i c a n t s 

should submit a l e t t e r  of i n t e n t  andlor  a copy o f  t h e  a p p l i c a t i o n  face page t o  

t h e  Program Adminis t ra tor ,  NIEHS. 


RESEARCH ON SEVERELY MENTALLY I L L  PERSONS AT RISK OF OR WITH H I V  INFECTIONS 


P.T. 3 4 ;  K.W. 0715095, 0715045, 1002045 

National  I n s t i t u t e  o f  Mental Heal th  

The Nat ional  I n s t i t u t e  o f  Mental Heal th  ( N I M H )  r e q u e s t s  a p p l i c a t i o n s  f o r  
Research on Severely Mentally I11 Persons A t  Risk o f  o r  with H I V  I n f e c t i o n s .  
The purpose o f  t h e s e  awards is  t o  encourage 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  on 
t h e  r i s k  o f  H I V  i n f e c t i o n s  i n  s e v e r e l y  mental ly  ill persons,  and on t h e  
management o f  s e r o p o s i t i v i t y  i n  t h o s e  with severe  mental i l l n e s s .  This  
r e s e a r c h  w i l l  assess t h e  r i s k s  o f  developing H I V  i n f e c t i o n s  among t h i s  
popula t ion  and t e s t  t h e  e f f ec t iveness  of  methods t o  reduce t h e  r i s k  o r  t o  
manage t h o s e  who have a l r e a d y  become i n f e c t e d .  Applicants  may reques t  support
f o r  a per iod  o f  up t o  5 y e a r s .  I n  f i s ca l  year  1989,  it is es t imated  t h a t  up 

U r  	 t o  $2 ,000 ,000  w i l l  be a v a i l a b l e  t o  support  new g r a n t  awards under t h i s  
announcement. N I M H  w i l l  accept  a p p l i c a t i o n s  i n  response t o  t h i s  announcement 
under t h e  P u b l i c  Heal th  Serv ice  r e c e i p t  d a t e s  f o r  AIDS a p p l i c a t i o n s ,  beginning 
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January 2 ,  1989. Potential. applicants interested  i n  obtaining further 

information should contact:  


Dave Larson, M.D.,M.S.P.H.

Biometric and Cl in ica l  Applications Branch 

Division o f  Biometry and Applied Sciences 

National I n s t i t u t e  of  Mental Health W 


Room 18C-14 

5600 Fishers Lane 

Rockville,  Maryland 20857 

Telephone: (301)  443-1330 
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