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NOTICES 

INCREASED STIPENDS FOR J U N I O R  AND SENIOR APPOINTEES TO MINORITY ACCESS 
TO RESEARCH CAREERS HONORS UNDERGRADUATE RESEARCH T R A I N I N G  GRANTS 

P.T. 44; K.W. 0720005, 1014006 v 

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  

Alcoho l ,  Drug Abuse, and Mental H e a l t h  A d m i n i s t r a t i o n  


E f f e c t i v e  October  1, 1990, t h e  annua l  s t i p e n d  l e v e l  f o r  a l l  j u n i o r s  and 

s e n i o r s  r e c e i v i n g  s u p p o r t  t h rough  t h e  Minor i ty  Access t o  Research Careers 

(MARC) Honors Undergraduate  Research T r a i n i n g  Gran t s  made under  S e c t i o n  487 o f  

t h e  P u b l i c  H e a l t h  S e r v i c e  A c t  w i l l  i n c r e a s e  3.5 p e r c e n t  t o  $6,732 p e r  y e a r .  


S t i p e n d  l e v e l  a d j u s t m e n t s  can  be made o n l y  on t h e  appointment  d a t e  o f  t h e  

t r a i n e e .  These s t i p e n d  l e v e l s  are e f f e c t i v e  o n l y  f o r  awards made beg inn ing 

w i t h  FY 1991 f u n d s ;  no r e t r o a c t i v e  a d j u s t m e n t s  o r  supp lemen ta t ion  of  s t i p e n d s  

may be  made w i t h  MARC funds  f o r  awards made p r i o r  t o  October 1, 1990, o r  f o r  

any appointment  made t o  a g r a n t  made w i t h  FY 1990 f u n d s .  These s t i p e n d s  app ly 

o n l y  t o  j u n i o r s  and s e n i o r s  on awards made under t h e  MARC Honors Undergraduate 

Program. 


The new s t i p e n d  l e v e l s  are t o  be  used i n  t h e  p r e p a r a t i o n  o f  f u t u r e  MARC 

i n s t i t u t i o n a l  t r a i n i n g  a p p l i c a t i o n s .  They w i l l  b e  a d m i n i s t r a t i v e l y  a p p l i e d  t o  

a l l  a p p l i c a t i o n s  now i n  t h e  review p r o c e s s .  


WORLD AIDS FOUNDATION 

P.T. 44; K . W .  0715008, 0502000 

Fogar ty  I n t e r n a t i o n a l  Cen te r  

The World AIDS Foundat ion (WAF), j o i n t l y  sponsored by t h e  U . S .  Department o f  
H e a l t h  and Human S e r v i c e s  and t h e  I n s t i t u t  P a s t e u r  o f  P a r i s ,  France,  announces 
i t s  i n t e n t  t o  s u p p o r t  r e s e a r c h  and e d u c a t i o n  r e l a t i n g  t o  AIDS i n  t h e  
deve lop ing  world.  The g o a l  o f  t h e  WAF i s  t o  f a c i l i t a t e  i n f o r m a t i o n  exchange
and t o  a s s i s t  deve lop ing  c o u n t r i e s  t o  respond t o  t h e  AIDS pandemic. 

u 

The WAF is p a r t i c u l a r l y  i n t e r e s t e d  i n  p r o j e c t s  t h a t  are c a t a l y t i c ,  and, once 
i n  p l a c e ,  cou ld  have a m u l t i p l i c a t i v e  e f f ec t .  The WAF i s  s p e c i f i c a l l y
i n t e r e s t e d  i n  s u p p o r t i n g :  

A )  	s h o r t - t e r m ,  in -coun t ry  t r a i n i n g  f o r  c l i n i c i a n s ,  a l l i e d  h e a l t h  
p r o f e s s i o n a l s ,  and t e c h n i c i a n s ;  

B) f e l l o w s h i p s  t o  s u p p o r t  t r a i n i n g  f o r  n a t i o n a l  e x p e r t s ;  

C) development and t e s t i n g  of new c o n c e p t s  and demons t r a t ions  f o r  
p r e v e n t i n g  t h e  s p r e a d  o f  H I V ;  and 

D) h i g h l y  focused  workshops t h a t  enhance t h e  s c i e n t i f i c  p r o c e s s  and 
t r a n s f e r  knowledge needed i n  t h e  e f f o r t  a g a i n s t  H I V  i n f e c t i o n s  and 
AIDS. 

The l i m i t  o f  any s i n g l e  fund ing  r e q u e s t  t o  t h e  WAF i s  

$200,000. 


A p p l i c a t i o n  P rocedures :  


Concept l e t t e r s  and a p p l i c a t i o n s  may be p r e p a r e d  i n  e i t h e r  E n g l i s h  o r  French.  

A p p l i c a n t s  shou ld  submit concept  l e t t e r s  f o r  i n i t i a l  c o n s i d e r a t i o n .  Fol lowing 

review o f  concep t  l e t te rs ,  a p p l i c a n t s  may b e  i n v i t e d  t o  submit complete 

p r o p o s a l s .  The annua l  d e a d l i n e  f o r  r e c e i p t  o f  concept  l e t t e r s  i s  A p r i l  1 .  


Concept l e t t e r s ,  f u l l  a p p l i c a t i o n s ,  and i n q u i r i e s  conce rn ing  t h e  programs o f  

t h e  WAF shou ld  be  d i r e c t e d  t o  e i t h e r :  


World AIDS Foundat ion 

A s s i s t a n t  S e c r e t a r y  f o r  Hea l th  

c /o  D i r e c t o r ,  Foga r ty  I n t e r n a t i o n a l  Cen te r  

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  

B u i l d i n g  31, Room B2C39 .-

Bethesda,  MD 20892 

U.S.A. 


o r  
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World AIDS Foundat ion 
c /o  D i r e c t o r  
I n s t i t u t  P a s t e u r  
28 r u e  du Docteur Roux 
75724 P a r i s ,  Cedex 15  
FRANCE 

NOTICES OF AVAILABILITY (RFPs AND RFAs) 

MUCOSAL IMMUNIZATION RESEARCH GROUP 

RFP AVAILABLE: NIH-NIAID-DMID-91-31 

P.T. 34; K.W. 0710070, 0740023 

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 

The E n t e r i c  Diseases Branch, D i v i s i o n  o f  Microbiology 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  o f  A l l e r g y  and I n f e c t i o u s  D i s e a s e s ,  r e q u i r e s  one Mucosal 

Immunization Research Group ( M I R G ) .  The MIRG conduc t s  p r e c l i n i c a l  r e s e a r c h  i n  

an ima l s  t o  t e s t  and deve lop  nove l  s t r a t e g i e s  f o r  mucosal immunization a g a i n s t  

a v a r i e t y  o f  i n f e c t i o u s  a g e n t s .  T h i s  work i n c l u d e s  b a s i c  mucosal immunology 

as w e l l  as  a p p l i e d  r e s e a r c h  on a n t i g e n  d e l i v e r y  and immune enhancement. 


RFP-NIH-NIAID-DMID-91-31 w i l l  b e  a v a i l a b l e  on o r  about  February 19, 1991. 

Responses are due A p r i l  19, 1991. 


It  i s  e s t i m a t e d  t h a t  a l e v e l - o f - e f f o r t  c o n t r a c t  w i l l  b e  awarded w i t h  

i nc remen ta l  fund ing  o v e r  a p e r i o d  o f  f i v e  (5) y e a r s .  Any r e s p o n s i b l e  o f f e r o r  

may submit a p r o p o s a l  t h a t  w i l l  b e  c o n s i d e r e d  by t h e  Government. 


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

s e l f - a d d r e s s e d  m a i l i n g  l a b e l s .  A l l  i n q u i r i e s  must be  i n  w r i t i n g  and a d d r e s s e d  

t o  t h e  o f f i c e  below: 


Mr. Carl Henn 

C o n t r a c t  Management Branch 


#,J 	 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  
C o n t r o l  Data B u i l d i n g ,  Room 326P 
6003 Execu t ive  Boulevard 
Bethesda,  MD 20892 

T h i s  adve r t i s emen t  does n o t  commit t h e  Government t o  make a n  award. 

ROLE OF ENHANCED CELL PROLIFERATION I N  CHEMICAL CARCINOGENESIS 

RFP AVAILABLE: NIH-ES-91-14 

P.T. 34; K.W.  0715035, 0710040, 0755010, 0755020 

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

The purpose of t h i s  c o n t r a c t  is  t o  p r o v i d e  t h e  Government w i t h  t h e  s k i l l s ,
e x p e r i e n c e ,  and f a c i l i t i e s  t o  perform expe r imen t s  a d d r e s s i n g  t h e  r o l e  o f  
enhanced c e l l  p r o l i f e r a t i o n  i n  chemical  c a r c i n o g e n e s i s .  S t u d i e s  des igned  t o  
assess t h e  e x t e n t  o f  c e l l  p r o l i f e r a t i o n  and c e l l  d e a t h  i n  r a t s  and mice w i l l  
b e  performed under similar c o n d i t i o n s  as t h e  c a r c i n o g e n i c i t y  s t u d i e s  o f  each 
chemical  be ing  e v a l u a t e d  ( e . g . ,  animal  s p e c i e s  and s t r a i n ,  r o u t e  o f  exposure,
dose ,  d i e t ,  environmental  c o n d i t i o n s ) .  S t a n d a r d i z e d  p rocedures  w i l l  b e  
u t i l i z e d  f o r  necropsy and h i s t o l o g y ,  c l i n i c a l  chemis t ry ,  immunohistochemistry,
h i s t o p a t h o l o g i c a l  e v a l u a t i o n s  o f  s t a i n e d  t i s s u e  s e c t i o n s ,  s t e r e o l o g i c a l
a n a l y s e s  of  a l t e r e d  h e p a t i c  f o c i ,  and c e l l  p r o l i f e r a t i o n  a n a l y s e s  u s i n g
osmotic  minipumps t o  d e l i v e r  t h e  DNA p r e c u r s o r  l a b e l .  I t  i s  expec ted  t h a t  t h e  
r e s u l t s  o f  t h e s e  s t u d i e s  w i l l  p r o v i d e  g r e a t e r  i n s i g h t  on t h e  r o l e  o f  
chemica l ly  enhanced c e l l  p r o l i f e r a t i o n  i n  chemical  c a r c i n o g e n e s i s  and w i l l  
p r o v i d e  guidance f o r  r i s k  assessment p r o c e s s e s  i n  d e t e r m i n i n g  how 
c a r c i n o g e n i c i t y  d a t a  o b t a i n e d  i n  animal  models shou ld  be  e x t r a p o l a t e d  t o  
assess t h e  r i s k  o f  human c a n c e r  due t o  exposure t o  nongenotoxic  chemica l s .  
The RFP f o r  t h i s  5-year  c o m p e t i t i v e  procurement w i l l  b e  r e l e a s e d  on o r  about  
February 25, 1991, and r e s p o n s e s  w i l l  be due by A p r i l  11, 1991. A l l  

IJ r e s p o n s i b l e  s o u r c e s  may submit a p r o p o s a l  t h a t  s h a l l  be c o n s i d e r e d .  The 
I n s t i t u t e  p l a n s  t o  make one award from t h i s  s o l i c i t a t i o n .  
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Reques t s  must r e f e r e n c e  RFP NIH-ES-91-14 and must be forwarded t o :  

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

C o n t r a c t s  and Procurement Management Branch 

ATTN: Thomas M .  Hardee, C o n t r a c t i n g  Off icer  

79 T.W. Alexander Dr ive ,  4401 B u i l d i n g 

P.O. Box 12874 

Research T r i a n g l e  Park,  NC 27709 

Telephone: (919)  541-7893 


NON-HUMAN PRIMATE MODEL TO STUDY THE EFFECTS OF VACCINES I N  PREGNANT FEMALES 

AND T H E I R  OFFSPRING 


RFP AVAILABLE: NIH-NIAID-DMID-91-34 


P.T. 34; K.W. 0755020, 0740075, 0775020, 0715125 


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 


The R e s p i r a t o r y  Diseases Branch, D i v i s i o n  o f  Microbiology 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  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 ) ,  h a s  a 

r equ i r emen t  t o  deve lop  and c h a r a c t e r i z e  a non-human p r i m a t e  animal  model 

system t o  s t u d y  t h e  e f f ec t s  o f  v a c c i n a t i o n  o f  p regnan t  females on t h e i r  

o f f s p r i n g .  The long-term g o a l  o f  t h e  r e s e a r c h  i s  t o  g a t h e r  ev idence  f o r  t h e  

s a f e t y  and e f f i c a c y  o f  ma te rna l  immunization d u r i n g  pregnancy f o r  t h e  

p r o t e c t i o n  o f  t h e  newborn by p l a c e n t a l l y  t r a n s f e r r e d  an t ibody  a g a i n s t  f r e q u e n t 

i n f a n t  pa thogens .  The purpose o f  t h i s  r e s e a r c h  e f f o r t  would be  t o  p r o v i d e 

b a s e l i n e  i n f o r m a t i o n ,  u s i n g  a p r i m a t e  model, on s e v e r a l  c a n d i d a t e  v a c c i n e s  �or  

t h e  ma te rna l  immunization approach .  The t h e o r y  is t h a t  b a c t e r i a l ,  o r  v i r a l  

a n t i g e n s  ( e . g . ,  t y p e - s p e c i f i c  c a p s u l a r  p o l y s a c c h a r i d e s  o f  GBS and Hib o r  

p u r i f i e d  s u r f a c e  p r o t e i n s  o f  RSV) can p r o t e c t  a g a i n s t  s y s t e m i c  i n f e c t i o n ,  and 

t h a t  a n t i b o d y  e l i c i t e d  by v a c c i n a t i o n  o f  women cou ld  c o n f e r  p r o t e c t i o n  t o  

t h e i r  i n f a n t s  t h r o u g h  p l a c e n t a l  t r a n s f e r .  Maternal  immunization cou ld  

t h e r e f o r e  be  viewed as  a n  approach t h a t  might p r o v i d e  s h o r t - t e r m  p a s s i v e 

immunity, o b v i a t i n g  t h e  need f o r  n e o n a t a l  immunization when it is less l i k e l y  

t o  be  e f f e c t i v e .  Indeed,  t h e r e  i s  c i r c u m s t a n t i a l  ev idence  t h a t  p l a c e n t a l l y 

t r a n s f e r r e d  n a t u r a l  ma te rna l  a n t i b o d y  can a f f o r d  p r o t e c t i o n  t o  t h e  o f f s p r i n g 

a g a i n s t  i n f e c t i o n  w i t h  Group B S t r e p t o c o c c u s  t y p e s  111, I b ,  and Ia  Hib, E .  

c o l i  K T ,  N .  m e n i n g i t i d i s  groups A and C ,  and RSV. P a s s i v e  p r o t e c t i o n  o f  

newborns f o r  t h e  f i r s t  f e w  months o f  l i f e  would b r i n g  them i n t o  age r ange 

where subsequent  v a c c i n a t i o n  c o u l d  s t i m u l a t e  e f f e c t i v e  immunity. 


T h i s  NIAID-sponsored p r o j e c t  w i l l  t a k e  approx ima te ly  f i v e  ( 5 )  y e a r s  t o  

complete .  One cost-reimbursement  l e v e l  o f  e f f o r t  c o n t r a c t  i s  a n t i c i p a t e d  and 

t h a t  one award w i l l  be made. T h i s  i s  a n  announcement �or 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). RFP-NIH-NIAID-DMID-91-34 s h a l l  be  i s s u e d  on o r  

abou t  February 15, 1991, w i t h  a closing d a t e  t e n t a t i v e l y  s e t  f o r  A p r i l  9 ,  

1991. 


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


P h i l l i p  H a s t i n g s 

C o n t r a c t  Management Branch 

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  

Cont ro l  Data B u i l d i n g ,  Room 326P 

6003 Execu t ive  Blvd. 

Bethesda,  MD 20892 


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

a d d r e s s e d  m a i l i n g  l a b e l s .  A l l  r e s p o n s i b l e  s o u r c e s  may submit  a p r o p o s a l  t h a t  

w i l l  be  c o n s i d e r e d .  All r e q u e s t s  must be i n  w r i t i n g .  T h i s  a d v e r t i s e m e n t  does  

n o t  commit t h e  Government t o  award a c o n t r a c t .  


COLLECTION AND TAXONOMY OF SHALLOW WATER MARINE ORGANISMS 


RFP AVAILABLE: NCI-CM-27704-30 


P.T. 3 4 ;  K . W .  0'180005, 0740012, 3740020 


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


The N a t i o n a l  Cancer I n s t i t u t e  ( N C I I ,  D i v i s i o n  o f  Cancer Treatment  ( D C T ) , 

Developmental T h e r a p e u t i c s  Program (DCT), wishes t o  e s t a b l i s h  a c o n t r a c t  f o r  

t h e  c o l l e c t i o n  and i d e n t i f i c a t i o n  o f  marine organism samples  from t h e  

I n d o - P a c i f i c  r e g i o n ,  f o r  e v a l u a t i o n  as s o u r c e s  o f  p o t e n t i a l  a n t i n e o p l a s t i c  and 
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anti-AIDS a g e n t s ,  w i t h  t h e  u l t i m a t e  g o a l  b e i n g  t h e  d i s c o v e r y  o f  nove l  
s t r u c t u r a l  t y p e s  t h a t  can  be  developed f o r  t h e  s e l e c t i v e  t r e a t m e n t  o f  cance r  
and AIDS i n  humans. The s u c c e s s f u l  o f f e r o r s  w i l l  he expec ted  t o  p r o v i d e
q u a l i f i e d  p e r s o n n e l ,  materials,  and equipment f o r  t h e  c o l l e c t i o n ,
i d e n t i f i c a t i o n ,  s t o r a g e ,  and s h i p p i n g  o f  1000  marine samples p e r  y e a r  t o  an 
N C I  d e s i g n a t e d  e x t r a c t i o n  f a c i l i t y .  C o l l e c t i o n s  w i l l  comprise approx ima te ly  

%.i* 	 0 .3 -1 .5  kg ( w e t  weight1 of  each sample, c o l l e c t e d  from d e p t h s  s a f e l y  a c c e s s e d  
by SCUBA t e c h n i q u e s ,  and each  sample w i l l  be i d e n t i f i e d  as  f a r  as  p o s s i b l e  a t  
t h e  t i m e  o f  d e l i v e r y .  P r o p e r l y  p repa red  vaucher  specimens o f  each  organism
w i l l  be c c l l e c t e d  f o r  t h e  pu rposes  o f  unambiguous i d e n t i f i c a t i o n  and f o r  
permanent d e p o s i t i o n  a t  a minimum of  two (2 )  r e p o s i t o r i e s  d e s i g n a t e d  by t h e  
N C I .  The c o n t r a c t o r  w i l l  b e  expec ted  t o  p r o v i d e  d e t a i l e d  documentat ion,  
i n c l u d i n g  complete  i d e n t i f i c a t i o n  o f  each sample c o l l e c t e d .  

The c o l l e c t i o n  team shou ld  i n c l u d e  q u a l i f i e d  t axonomis t s ,  p e r s o n n e l 

expe r i enced  i n  SCUBA t e c h n i q u e s  and marine organism c o l l e c t i o n .  The P r i n c i p a l 

I n v e s t i g a t o r  shou ld  be  t r a i n e d  i n  marine b io logy ,  o r  a r e l a t e d  f i e l d ,  and have 

a t  l ea s t  f i v e  ( 5 )  y e a r s  o f  e x p e r i e n c e  i n  marine organism c o l l e c t i o n  and 

i d e n t i f i c a t i o n .  It i s  a n t i c i p a t e d  t h a t  r e c o l l e c t i o n s  o f  up t o  50 marine 

samples  p e r  y e a r ,  i n  q u a n t i t i e s  o f  10-50 kg, w i l l  b e  r e q u i r e d .  The number of  

i n i t i a l  small-scale c o l l e c t i o n s  w i l l  be reduced i n  p r a p o r t i o n  t o  t h e  number 

and s ize  o f  t h e  l a r g e - s c a l e  r e c o l l e c t i o n s  unde r t aken .  C o l l e c t i o n s  w i l l  

i n c l u d e  s p e c i e s  from as  wide a v a r i e t y  o f  fami l ies  and p h y l a  as  p o s s i b l e .  The 

c o l l e c t i o n  w i l l  b e  h e a v i l y  weighted f o r  i n v e r t e b r a t e s  w i t h  al lowance f o r  up t o  

approx ima te ly  20 p e r c e n t  marine p l a n t s  and w i t h  t h e  specif ic  e x c l u s i o n  sf 

v e r t e b r a t e s .  A l i s t  o f  s p e c i e s  and gene ra  e x t e n s i v e l y  sc reened  by N C I  w i l l  b e  

prov ided  i n  o r d e r  t o  a i d  i n  t h e  d e t e r m i n a t i o n  o f  p r i o r i t i e s  i n  t h e  c o l l e c t i o n  

program t o  t h e  s u c c e s s f u l  c o n t r a c t o r .  The c o n t r a c t o r  w i l l  b e  r e s p o n s i b l e  f o r  

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

e x p o r t  p e r m i t s  from f o r e i g n  governments and a g e n c i e s ,  f o r  d e l i v e r y  o f  samples 

and voucher specimens t o  f a c i l i t i e s  i n  t h e  United S t a t e s .  Where n e c e s s a r y , 

t h e  Government w i l l  p r o v i d e  l e t t e r s  of  s u p p o r t .  T h i s  is a r e c o m p e t i t i o n  o f  a 

c o n t r a c t  w i t h  t h e  A u s t r a l i a n  I n s t i t u t e  o f  Marine S c i e n c e .  The I n s t i t u t e  p l a n s  

t o  make one award from t h i s  s o l i c i t a t i o n .  


RFP No. NCI-CM-27704-30 w i l l  be i s s u e d  on or about  February 25, 1991, and 

p r o p o s a l s  w i l l  b e  due approx ima te ly  A p r i l  12, 1991. 


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


M s .  E l s a  B .  C a r l t o n .  C o n t r a c t  S p e c i a l i s t 

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

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

Research C o n t r a c t s  Branch, TCS 

Execu t ive  P l a z a  South,  Room 603 

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

Bethesda,  MD 20892 


-.MOLECULAR ANALYSES OF RADIATION-INDUCED GENETIC DAMAGE 

RFA AVAILABLE: CA-91-07 

P.T. 3 4 ;  K.W. 1002028, 0725015, 1002019, 1002004 

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

A p p l i c a t i o n  R e c e i p t  Date; May 2 4 ,  1991 

INTRODUCTION 

The D i v i s i o n  o f  Cancer E t i o l o g y  o f  t h e  N a t i o n a l  Cancer I n s t i t u t e  i n v i t e s  
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  molecu la r  s t u d i e s  on t h e  
mutagenic e f fec ts  of i o n i z i n g  r a d i a t i o n  on mammalian DNA, i n  v i t r o  and i n  
v i v o .  

RESEARCH GOALS AND SCOPE 

The purpose o f  t h i s  Request f o r  A p p l i c a t i o n s  (RFA) i s  t o  encourage r e s e a r c h  t o  
c h a r a c t e r i z e  t h e  d i s t r i b u t i o n s  o f  muta t ions  induced i n  t h e  DNA o f  mammalian 
cells exposed t o  i o n i z i n g  r a d i a t i o n s .  The o b j e c t i v e  w i l l  be t h e  q u a n t i t a t i v e
a n a l y s e s  o f  muta t ions  by t h e i r  l o c a t i o n  and f r equency  o f  occur rence  i n  d e f i n e d  
DNA-targets ( o r  chromosomal 3.ocati o n s  for l a r g e - s c a l e  g e n e t i c  e v e n t s  1 w i t h  
s u f f i c i e n t  s e n s i t i v i t y  t o  be  a p p l i e d  d i r e c t l y  t o  small  p o p u l a t i o n s  o f  somat i c  

-J 	 c e l l s .  Primary emphasis shou ld  be p l aced  on b a s i c  s t u d i e s  w i t h  c u l t u r e d  
mammalian c e l l s ,  i n c l u d i n g  human c e l l s .  Such r e s e a r c h  cou ld  i n v c l v e  a v a r i e t y
o f  g e n e t i c  e n d p o i n t s  and t e c h n i q u e s  i n c l u d i n g  t h e  u s e  o f  s p e c i f i c  gene 
t a r g e t s ,  r e p e t i t i v e  DNA sequences,  and chromosome-specific DNA p r o b e s .  
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T h i s  RFA w i l l  p e r m i t  a wide r ange  o f  r e s e a r c h  a c t i v i t i e s ,  i n c l u d i n g ,  b u t  n o t  
l i m i t e d  t o ,  t h e  f o l l o w i n g  s t u d i e s :  

o 	 To de te rmine  i f  muta t ion  s p e c t r a  based on p o i n t  mu ta t ions ,  
d e l e t i o n s ,  a n d l o r  o t h e r  m u t a t i o n a l  e n d p o i n t s  may be  u n i q u e l y
c h a r a c t e r i s t i c  o f  exposure t o  r a d i a t i o n  and can be  used t o  
d i s c r i m i n a t e  between c e l l u l a r  exposures  t o  t h e  d i f f e r e n t  forms o f  '10 

i o n i z i n g  r a d i a t i o n ,  between exposures  t o  i o n i z i n g  r a d i a t i o n s  v e r s u s  
exposure  t o  o t h e r  t y p e s  o f  mutagens, o r  between m u t a t i o n s  induced 
by exposure  t o  i o n i z i n g  r a d i a t i o n  and t h o s e  o f  spontaneous o r i g i n .  

o 	 To de te rmine  t h e  f e a s i b i l i t y  and m e r i t  o f  a m p l i f y i n g  muta t ions  
d i r e c t l y  from somat i c  c e l l s  wi thou t  u s i n g  g e n e t i c  s e l e c t i o n  and 
s u b c u l t u r i n g  t o  ampl i fy  mutated DNA f o r  molecular  a n a l y s e s .  I n  
v i v o  s t u d i e s  shou ld  c o n s i d e r  t h e  p o s s i b l e  c o m p l i c a t i o n s  t h a t  may
r e s u l t  from c l o n a l  expans ion  o f  m u t a t i o n s  i n  p r o g e n i t o r  c e l l s  i n t o  
p o p u l a t i o n s  o f  somat i c  ce l l s .  

o 	 To i n v e s t i g a t e  m u t a t i o n a l  r e s p o n s e s  i n  r a d i a t i o n - e x p o s e d  somat i c  
c e l l s  as f u n c t i o n s  o f  v a r y i n g  d o s e s  and dose ra tes .  

o 	 To compare and v a l i d a t e  r a d i a t i o n - i n d u c e d  muta t ion  s p e c t r a  o b t a i n e d  
w i t h  c u l t u r e d  c e l l s  exposed i n  v i t r o  w i t h  muta t ion  s p e c t r a  o b t a i n e d  
from s o m a t i c  cel ls  exposed i n  v i v o .  

I V .  MECHANISM OF SUPPORT 

T h i s  program w i l l  b e  suppor t ed  th rough  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 X )
t r a d i t i o n a l  r e s e a r c h  p r o j e c t  g r a n t  ( R o l l .  The i n t e n t  o f  t h i s  r e s e a r c h  
i n i t i a t i v e  is t o  fund approx ima te ly  6 i n d i v i d u a l  r e s e a r c h  g r a n t s ,  w i t h  t o t a l  
program c o s t s  n o t  t o  exceed $950,000 f o r  t h e  f i r s t  y e a r .  

Copies of t h e  RFA may be obtained from: 

D r .  R . A .  P e l r o y ,  Ph.D. 

R a d i a t i o n  E f fec t s  Branch 

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

Execu t ive  P l a z a  North,  S u i t e  530 

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

Bethesda,  MD 20892 

Telephone: ( 3 0 1 )  496-9326 


PREDOCTORAL FELLOWSHIP AWARDS FOR MINORITY STUDENTS 


RFA : GM-9 1 -0 I 


P.T. 22, FF; K . W .  0720005, 1014002 


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


A p p l i c a t i o n  Receipt  Date: May 1 0 ,  1991 


PURPOSE AND BACKGROUND INFORMATION 


The N a t i o n a l  I n s t i t u t e  o f  General  Medical S c i e n c e s  (NIGMS) i s  a c c e p t i n g 

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  Na t iona l  Research S e r v i c e  Award (NRSA) P r e d o c t o r a l  

Fe l lowsh ips  f o r  Minor i ty  S t u d e n t s .  T h i s  program w i l l  p r o v i d e  f e l l o w s h i p s  f o r  

up t o  5 y e a r s  o f  s u p p o r t  f o r  r e s e a r c h  t r a i n i n g  l e a d i n g  t o  e i t h e r  t h e  Ph.D. 

degree  o r  t h e  combined M.D./Ph.D. d e g r e e s  i n  t h e  biomedical  s c i e n c e s  f o r  

h i g h l y  q u a l i f i e d  s t u d e n t s  from u n d e r r e p r e s e n t e d  m i n o r i t y  g roups .  Support  is  

n o t  a v a i l a b l e  f o r  i n d i v i d u a l s  e n r o l l e d  i n  medical  o r  o t h e r  p r o f e s s i o n a l 

s c h o o l s ,  u n l e s s  t h e y  are  e n r o l l e d  i n  a combined M.D./Ph.D. deg ree  program i n  

b iomed ica l  r e s e a r c h .  


S i n c e  1981, t h e  Minor i ty  Access t o  Research Careers (MARC) Program o f  NIGMS 

h a s  had a P r e d o c t o r a l  Fe l lowsh ip  Program t h a t  p r o v i d e s  s u p p o r t  f o r  g r a d u a t e s 

o f  i t s  v a r i o u s  MARC Honors Undergraduate Research T r a i n i n g  programs t o  a t t e n d  

g r a d u a t e  schoo l  i n  t h e  biomedical  s c i e n c e s .  The i n t e n t  o f  t h e  new NIGMS 

Minor i ty  P r e d o c t o r a l  Fe l lowsh ip  Program i s  t o  make g r a d u a t e  f e l l o w s h i p s 

a v a i l a b l e  t o  u n d e r r e p r e s e n t e d  m i n o r i t y  g r a d u a t e s  from a l l  i n s t i t u t i o n s ,  

i n c l u d i n g  t h e  many m i n o r i t y  unde rg radua te  s t u d e n t s  who have p a r t i c i p a t e d  i n  

o t h e r  NIH-sponsored prograrns p r e p a r i n g  them for r e s e a r c h  c a r e e r s .  I t  i s  

a n t i c i p a t e d  t h a t ,  i n  t h i s  way, t h e  number o f  a p p l i c a n t s  w i l l  be g r e a t l y 

i n c r e a s e d ,  thus f u l i i l l  j.ng t h e  g o a l  o f  i n c r e a s i n g  t h e  number of m i n o r i t y  --,
s t u d e n t s  t r a i n e d  t o  pu r sue  careers i n  biomedical  r e s e a r c h .  
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ELIGIBILITY REQUIREMENTS 

E l i g i b i l i t y  f o r  t h e s e  awards is l i m i t e d  t o  s t u d e n t s  who are U.S. c i t i z e n s ,
n o n - c i t i z e n  n a t i o n a l s ,  and permanent r e s i d e n t s  from e t h n i c / r a c i a l  groups t h a t  
are u n d e r r e p r e s e n t e d  i n  r e s e a r c h  i n  t h e  biomedical  s c i e n c e s .  An a p p l i c a n t  
must c u r r e n t l y  be  e n r o l l e d  i n  a Ph.D. o r  M.D.1Ph.D. g r a d u a t e  program i n  t h e  

" -4 	 biomedical  s c i e n c e s  o r  have been accep ted  by and ag reed  t o  e n r o l l  i n  such a 
g r a d u a t e  program t h e  f o l l o w i n g  academic y e a r .  For t h e  purpose o f  t h i s  
announcement, u n d e r r e p r e s e n t e d  m i n o r i t y  s t u d e n t s  are d e f i n e d  as i n d i v i d u a l s  
be long ing  t o  a p a r t i c u l a r  e t h n i c  o r  r ac i a l  group t h a t  h a s  been determined by
t h e  a p p l i c a n t ' s  g r a d u a t e  i n s t i t u t i o n  t o  be u n d e r r e p r e s e n t e d  i n  biomedical  o r  
b e h a v i o r a l  r e s e a r c h  a t  t h a t  i n s t i t u t i o n .  I n  making t h e s e  awards,  t h e  N I H  w i l l  
g i v e  p r i o r i t y  c o n s i d e r a t i o n  t o  a p p l i c a t i o n s  from Black,  H i span ic ,  Na t ive  
American, and P a c i f i c  I s l a n d e r  and o t h e r  e t h n i c  o r  r ac i a l  group members who 
have been found t o  be  u n d e r r e p r e s e n t e d  i n  biomedical  o r  b e h a v i o r a l  r e s e a r c h  
n a t i o n a l l y .  

MECHANISM OF SUPPORT 

T h i s  Request f o r  A p p l i c a t i o n s  (RFA) s o l i c i t s  a p p l i c a t i o n s  f o r  N a t i o n a l  
I n s t i t u t e s  o f  H e a l t h  ( N I H )  i n d i v i d u a l  f e l l o w s h i p s  under t h e  a u s p i c e s  o f  t h e  
N a t i o n a l  Research S e r v i c e  Award A c t .  P r o s p e c t i v e  s t u d e n t  a p p l i c a n t s  are 
s t r o n g l y  a d v i s e d  t o  s e e k  t h e  a s s i s t a n c e  o f  t h e i r  r e s e a r c h  a d v i s o r  o r  g r a d u a t e  
program d i r e c t o r  i n  p r e p a r i n g  t h e  a p p l i c a t i o n .  Except as  o t h e r w i s e  s t a t e d  i n  
t h i s  RFA, awards w i l l  b e  a d m i n i s t e r e d  under t h e  PHS Gran t s  P o l i c y  S ta t emen t  
and t h e  G u i d e l i n e s  f o r  N a t i o n a l  Research S e r v i c e  Awards. 

For FY 1991, approx ima te ly  $1.5  m i l l i o n  i s  a v a i l a b l e  f o r  t h i s  RFA. 50 t o  75 
f e l l o w s h i p  awards are a n t i c i p a t e d ,  i f  s u f f i c i e n t  numbers o f  h i g h  q u a l i t y
a p p l i c a t i o n s  are r e c e i v e d .  The t o t a l  p e r i o d  o f  f e l l o w s h i p  s u p p o r t  r e q u e s t e d
i n  r e sponse  t o  t h i s  RFA may n o t  exceed 5 y e a r s .  Con t inua t ion  o f  t h e  award 
beyond t h e  f irst  y e a r  is based on ev idence  o f  s a t i s f a c t o r y  p r o g r e s s  i n  a 
g r a d u a t e  program by t h e  a p p l i c a n t .  

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  is May 10, 1991. The NIGMS w i l l  announce 
subsequent  r e c e i p t  d a t e s  a t  a l a t e r  t i m e .  

STIPENDS AND OTHER EXPENSES 

The annual  s t i p e n d  f o r  t h i s  Minor i ty  P r e d o c t o r a l  Fel lowship is $ 8 , 8 0 0 .  T h i s,' 	 s t i p e n d  is p rov ided  t o  h e l p  meet t h e  f e l l o w ' s  l i v i n g  expenses .  A t u i t i o n  and 
fee al lowance i s  p a i d  i n  accordance w i t h  N I H  p o l i c y .  Also p rov ided  a n n u a l l y
is a $2 ,000  i n s t i t u t i o n a l  a l lowance t h a t  may be used f o r  t r a v e l  t o  s c i e n t i f i c  
mee t ings  as w e l l  as f o r  l a b o r a t o r y  and o t h e r  expenses .  

PAYBACK REQUIREMENTS 

Befo re  i n d i v i d u a l s  can  r e c e i v e  a n  NRSA f e l l o w s h i p ,  t h e y  must s i g n  a n  agreement
t h a t  t h e y  w i l l  f u l f i l l  t h e  payback r equ i r emen t s  l e g i s l a t i v e l y  mandated under 
t h e  NRSA. R e c i p i e n t s  must a g r e e  t o  engage i n  h e a l t h - r e l a t e d  biomedical  o r  
hea l th - r e l a t ed  b e h a v i o r a l  research and/or t e a c h i n g  f o r  a p e r i o d  equal  to t h e  
p e r i o d  o f  NRSA s u p p o r t  i n  e x c e s s  o f  12 months. Details  are found i n  Pa r t  V o f  
t h e  a p p l i c a t i o n  i n s t r u c t i o n s  (PHS 416-1).  

REVIEW PROCEDURE 

Upon r e c e i p t ,  a p p l i c a t i o n s  w i l l  b e  reviewed by N I H  s t a f f  f o r  completeness  and 
r e s p o n s i v e n e s s  t o  t h i s  announcement. Incomplete  o r  non-responsive
a p p l i c a t i o n s  w i l l  b e  r e t u r n e d  t o  t h e  a p p l i c a n t  w i thou t  f u r t h e r  c o n s i d e r a t i o n .  
A p p l i c a t i o n s  t h a t  are complete  and r e s p o n s i v e  w i l l  be e v a l u a t e d  f o r  s c i e n t i f i c  
merit  and t r a i n i n g  p o t e n t i a l  i n  acco rdance  w i t h  t h e  c r i t e r i a  s t a t e d  below by 
a n  a p p r o p r i a t e  p e e r  review group convened by t h e  NIGMS. A p p l i c a t i o n s  may be  
s u b j e c t e d  t o  p r e l i m i n a r y  review t o  de t e rmine  t h e i r  meri t  r e l a t i v e  t o  o t h e r  
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 N I H  w i l l  a d m i n i s t r a t i v e l y
withdraw from c o m p e t i t i o n  t h o s e  a p p l i c a t i o n s  judged t o  be  noncompe t i t i ve  and 
n o t i f y  t h e  a p p l i c a n t  o f  such wi thd rawa l .  Those a p p l i c a t i o n s  judged t o  be 
c o m p e t i t i v e  w i l l  undergo f u r t h e r  s c i e n t i f i c  merit  review.  The second l e v e l  of 
review w i l l  b e  p rov ided  by t h e  NIGMS Fe l lowsh ip  Overview Group. 

REVIEW CRITERIA 

The review c r i t e r i a  i n c l u d e :  

o academic r e c o r d  and r e s e a r c h  e x p e r i e n c e  of  t h e  a p p l i c a n t ;  
e' 

o q u a l i t y  o f  t h e  g r a d u a t e  program i n  which t h e  a p p l i c a n t  i s  a l r e a d y
e n r o l l e d  	o r  p l a n s  t o  e n r o l l ;  
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o 	 q u a l i f i c a t i o n s  and r e s e a r c h / r e s e a r c h  t r a i n i n g  e x p e r i e n c e  o f  t h e  
mentor ( f o r  advanced g r a d u a t e  s t u d e n t s ) ;  and 

o 	 s c i e n t i f i c  s i g n i f i c a n c e  and o r i g i n a l i t y  o f  proposed r e s e a r c h  ( f o r
advanced g r a d u a t e  s t u d e n t s ) .  

METHOD OF APPLYING 

The f e l l o w s h i p  a p p l i c a t i o n  form PHS 416-1 ( r e v i s e d  4/89)  must be  used i n  
a p p l y i n g  f o r  t h e s e  g r a n t s .  These forms are a v a i l a b l e  a t  most u n i v e r s i t y
b u s i n e s s  o f f i c e s ;  from t h e  O f f i c e  o f  Gran t s  I n q u i r i e s ,  D i v i s i o n  o f  Research 
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 ,  5333 Westbard Avenue, Westwood 
B u i l d i n g ,  Room 449, Bethesda,  Maryland 20892; and from t h e  N I H  program
a d m i n i s t r a t o r s  named below. 

The a p p l i c a n t  MUST f o l l o w  a l l  i n s t r u c t i o n s  i n  t h e  a p p l i c a t i o n .  I n  a d d i t i o n ,  
t h e  a p p l i c a t i o n  MUST i n c l u d e  each  o f  t h e  f o l l o w i n g :  

o a n  o f f i c i a l  copy o f  t h e  r e s u l t s  o f  e i t h e r  t h e  Graduate  Record Examination o r  
t h e  Medical Co l l ege  Admission T e s t  ( f o r  M.D.1Ph.D. a p p l i c a n t s ) .  

o 	 an o f f i c i a l  copy o f  t h e  a p p l i c a n t ' s  unde rg radua te  t r a n s c r i p t  and, i f  
a p p l i c a b l e ,  a n  o f f i c i a l  copy of t h e  a p p l i c a n t ' s  g r a d u a t e  t r a n s c r i p t .  

o a d e s c r i p t i o n  o f  t h e  g r a d u a t e  o r  combined degree  program i n  which t h e  
a p p l i c a n t  e i t h e r  is  e n r o l l e d  o r  h a s  been a d m i t t e d  (Item 2 9 a ) .  

The Research P r o p o s a l ,  I t e m  29b, shou ld  be  completed o n l y  by s t u d e n t s  who have 
developed t h e s i s  r e s e a r c h  p l a n s .  

A s t a t e m e n t  s u p p o r t i n g  t h i s  a p p l i c a t i o n  p r e p a r e d  by t h e  a p p l i c a n t ' s  r e s e a r c h  
a d v i s o r  ( i f  s e l e c t e d )  o r  t h e  g r a d u a t e  t r a i n i n g  program d i r e c t o r  must be  
i n c l u d e d  i n  I t e m s  33-37. I n  a d d i t i o n ,  I t e m  35 m u s t  i n c l u d e  ( 1 )  c e r t i f i c a t i o n  
t h a t  t h e  a p p l i c a n t  h a s  been accep ted  i n t o  t h e  g r a d u a t e  t r a i n i n g  program and 
(2) a s t a t e m e n t  e s t a b l i s h i n g  t h e  e l i g i b i l i t y  o f  t h e  u n d e r r e p r e s e n t e d  m i n o r i t y
i n d i v i d u a l  f o r  s u p p o r t  under  t h i s  program, i n c l u d i n g  i n f o r m a t i o n  on 
c i t i z e n s h i p / r e s i d e n c y  s t a t u s .  I n c l u d e  i n  I t e m  33 t h e  a p p l i c a b l e  t u i t i o n .  

I n  Item 1 o f  t h e  face page (IITITLE OF RESEARCH T R A I N I N G  PROPOSAL"), t y p e
MINORITY PREDOCTORAL FELLOWSHIP PROGRAM - NIGMS. I n  Item 3 o f  t h e  face page
("PROGRAM ANNOUNCEMENT AREA"), t y p e  RFA GM-91-01. F a i l u r e  t o  c a r r y  o u t  t h e s e  
i n s t r u c t i o n s  c o u l d  r e s u l t  i n  de l ayed  p r o c e s s i n g  o f  t h e  a p p l i c a t i o n  t h a t  would 
p r e c l u d e  t h e  p o s s i b i l i t y  o f  r e c e i v i n g  a g r a n t  award. 

Submit a s i g n e d ,  t y p e w r i t t e n  o r i g i n a l  o f  t h e  a p p l i c a t i o n  ( i n c l u d i n g  t h e  
C h e c k l i s t ,  P e r s o n a l  Data form, a t  l ea s t  t h r e e  s e a l e d  r e f e r e n c e  l e t t e r s ,  and 
a l l  o t h e r  r e q u i r e d  m a t e r i a l s )  and two ( 2 )  s i g n e d ,  e x a c t ,  c lear ,  s i n g l e - s i d e d
pho tocop ies  o f  t h e  a p p l i c a t i o n ,  i n  one package t o :  

DIVISION OF RESEARCH GRANTS 
N a t i o n a l  I n s t i t u t e  o f  H e a l t h  
Westwood B u i l d i n g ,  Room 240 
Bethesda,  MD 20892XX 

A p p l i c a t i o n s  must b e  r e c e i v e d  by May 1 0 ,  1991. If an a p p l i c a t i o n  is r e c e i v e d  
a f t e r  t h a t  d a t e ,  it w i l l  b e  r e t u r n e d  t o  t h e  a p p l i c a n t .  

If t h e  a p p l i c a t i o n  submi t t ed  i n  r e sponse  t o  t h i s  RFA i s  s u b s t a n t i a l l y  similar 
t o  a r e s e a r c h  g r a n t  a p p l i c a t i o n  a l r e a d y  submi t t ed  t o  t h e  N I H  f o r  r ev iew,  b u t  
h a s  n o t  y e t  been reviewed,  t h e  a p p l i c a n t  w i l l  b e  asked t o  withdraw e i t h e r  t h e  
pending a p p l i c a t i o n  or t h e  new o n e .  Simultaneous submission o f  i d e n t i c a l  
a p p l i c a t i o n s  w i l l  n o t  be al lowed,  n o r  w i l l  e s s e n t i a l l y  i d e n t i c a l  a p p l i c a t i o n s
be  reviewed by d i f f e r e n t  review commit tees .  T h e r e f o r e ,  a n  a p p l i c a t i o n  cannot  
be  submi t t ed  i n  r e s p o n s e  t o  t h i s  RFA t h a t  is  e s s e n t i a l l y  i d e n t i c a l  t o  one t h a t  
h a s  a l r e a d y  been reviewed.  T h i s  does n o t  p r e c l u d e  t h e  submission o f  
s u b s t a n t i a l  r e v i s i o n s  o f  a p p l i c a t i o n s  a l r e a d y  reviewed, b u t  such a p p l i c a t i o n s  
must i n c l u d e  a n  i n t r o d u c t i o n  a d d r e s s i n g  t h e  p r e v i o u s  c r i t i q u e .  

APPLICATIONS SUBMITTED WITHOUT THE REFERENCE LETTERS WILL BE RETURNED WITHOUT 
REVIEW. 

INQUIRIES 

W r i t t e n  o r  t e l e p h o n e  i n q u i r i e s  conce rn ing  t h i s  RFA are encouraged and shou ld  
be  d i r e c t e d  t o :  
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D r .  John C .  N o r v e l l  o r  D r .  Classie Hoyle

Westwood B u i l d i n g  Westwood B u i l d i n g 

Room 907 Room 950 

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


General  Medical S c i e n c e s  General  Medical S c i e n c e s  
Bethesda,  MD 20892 Bethesda,  MD 20892 

yb4 Telephone: (301)  496-7260 Telephone: (301)  496-7941 

SCHEDULE 

A p p l i c a t i o n  R e c e i p t  Date: May 10, 1991 
I n i t i a l  Review: J u n e / J u l y  1991 
Secondary Review: August 1991 
A n t i c i p a t e d  Award Date: September 1991 

Awards are made under  a u t h o r i z a t i o n  o f  t h e  P u b l i c  Hea l th  S e r v i c e  A c t ,  T i t l e  
I V ,  P a r t  A ( P u b l i c  Law 78-410, as amended by P u b l i c  Law 99-158, 42 USC 288 and 
285) and a d m i n i s t e r e d  under  PHS g r a n t  p o l i c i e s  and F e d e r a l  R e g u l a t i o n s  42 CFR 
P a r t  66. T h i s  program is n o t  s u b j e c t  t o  t h e  in t e rgove rnmen ta l  review 
requ i r emen t s  o f  Execu t ive  Order 12372 o r  Hea l th  Systems Agency r ev iew.  

BASIC RESEARCH ON OSTEOPOROSIS 

RFA AVAILABLE: AR-91-02 

P.T. 34; K.W. 0705050, 0785050, 0760020, 0765030, 0760025, 0760075 

N a t i o n a l  I n s t i t u t e  of  A r t h r i t i s  and Muscu loske le t a l  and S k i n  Diseases 
N a t i o n a l  I n s t i t u t e  of D i a b e t e s  and D i g e s t i v e  and Kidney Diseases 

A p p l i c a t i o n  Rece ip t  Date: May 15, 1991 

BACKGROUND 

Os teoporos i s ,  a c o n d i t i o n  i n  which bone mass is low, r e p r e s e n t s  a major p u b l i c
h e a l t h  problem i n  t h e  Un i t ed  S t a t e s ,  e x a c t i n g  an enormous s o c i e t a l  t o l l  
a n n u a l l y  i n  m o r b i d i t y  and m o r t a l i t y .  It a f f ec t s  more t h a n  24 m i l l i o n  
Americans and i s  r e s p o n s i b l e  f o r  a t  l eas t  1 . 3  m i l l i o n  f r a c t u r e s  each y e a r .
Moreover, t h e  f r equency  o f  o s t e o p o r o s i s  and o s t e o p o r o s i s - r e l a t e d  f r a c t u r e s  is

#+’ 	expec ted  t o  i n c r e a s e  w i t h  t h e  expansion o f  t h e  e l d e r l y  p o p u l a t i o n  i n  t h e  
upcoming decades .  

Bone remodel ing is r e g u l a t e d  by a complex i n t e r p l a y  o f  bone ce l l s  and f a c t o r s  
t h a t  modulate t h e  growth and f u n c t i o n a l  a c t i v i t y  o f  t h e  c e l l s .  Although t h e r e  
h a s  been an e x p l o s i o n  o f  i n fo rma t ion  on t h e  n a t u r e  o f  t h e  bone forming and 
bone r e s o r b i n g  c e l l s  and numerous bone -ac t ive  f a c t o r s  have been i d e n t i f i e d ,
t h e  r e g u l a t i o n  o f  bone remodel ing by mechanical ,  endoc r ine ,  and l o c a l  f a c t o r s ,  
e s p e c i a l l y  as t h e y  re la te  t o  o s t e o p o r o s i s ,  remains p o o r l y  unde r s tood .  

Fol lowing a n a t i o n a l  s c i e n t i f i c  confe rence  on RESEARCH ADVANCES IN 
OSTEOPOROSIS i n  February 1990, a meeting o f  l e a d e r s  i n  b a s i c  and c l i n i c a l  
o s t e o p o r o s i s  r e s e a r c h  m e t  t o  deve lop  f u t u r e  r e s e a r c h  d i r e c t i o n s  and 
o p p o r t u n i t i e s .  These r e s e a r c h  d i r e c t i o n s  became p a r t  o f  a r e p o r t  t h a t  was 
r e q u e s t e d  l a s t  y e a r  by t h e  S e n a t e  A p p r o p r i a t i o n s  Committee. The Report  on 
HHS-wide Research,  Educa t ion ,  and Hea l th  Promotion A c t i v i t i e s  i n  O s t e o p o r o s i s
a l s o  c o n t a i n e d  i n f o r m a t i o n  on t h e  s t a t u s  o f  c u r r e n t  r e s e a r c h  i n  o s t e o p o r o s i s
th roughou t  t h e  Department o f  Hea l th  and Human S e r v i c e s .  A copy o f  t h i s  r e p o r t  
may be  r e q u e s t e d  by c o n t a c t i n g  D r .  Joan McGowan a t  t h e  a d d r e s s  l i s t e d  below. 
A s  follow-up t o  t h e  r e p o r t  t o  t h e  Sena te  A p p r o p r i a t i o n s  Committee and t o  be  
r e s p o n s i v e  t o  c u r r e n t  c o n g r e s s i o n a l  i n t e r e s t  and s u p p o r t  f o r  o s t e o p o r o s i s
r e s e a r c h ,  a Request f o r  A p p l i c a t i o n s  (RFA)  h a s  been i s s u e d  t o  s o l i c i t  
a p p l i c a t i o n s  i n  t h e  p a r t i c u l a r  areas o f  b a s i c  r e s e a r c h  i n  bone b i o l o g y  t h a t  
are s p e c i f i c a l l y  and d i r e c t l y  a p p l i c a b l e  t o  o s t e o p o r o s i s .  

RESEARCH GOALS AND SCOPE 

Some o f  t h e  b a s i c  r e s e a r c h  areas t h a t  were i d e n t i f i e d  as  h i g h l y  promising
r e s e a r c h  o p p o r t u n i t i e s  are:  ( 1 )  t h e  e f fec t  o f  l o c a l  and s y s t e m i c  growth
r e g u l a t o r s  and o s t e o i n d u c t i v e  f a c t o r s  on bone metabolism r e l e v a n t  t o  
o s t e o p o r o s i s ;  (2 )  t h e  development o f  animal and c e l l  c u l t u r e  models f o r  
o s t e o p o r o s i s ;  (3) t h e  r o l e  o f  mechanical/gravitational stress i n  m a i n t a i n i n g
bone mass and p r e v e n t i n g  bone loss; ( 4 )  s t u d i e s  o f  t h e  mechanism o f  a c t i o n  on 
hone o f  f a c t o r s  w i t h  t h e r a p e u t i c  p o t e n t i a l ,  such as fluoride, e s t r o g e n ,  and 

-, 	 other hormones, b i sphosphona te s ;  ( 5 )  t h e  i w l e s  of bone a r c h i t e c t u r e  and 
s t r e n g t h  i n  o s t e o p o r o t i c  f r a c t u r e s ;  and ( 6 )  i d e n t i f i c a t i o n ,  c h a r a c t e r i z a t i o n ,  
and molecu la r  mechanisms o f  a c t i o n  of r e c e p t o r s  f o r  hormones, growth f a c t o r s ,  
and c y t o k i n e s  a c t i v e  i n  bone c e l l s  and r e l e v a n t  t o  t h e  e t i o l o g y  o f  
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o s t e o p o r o s i s .  A p p l i c a t i o n s  a d d r e s s i n g  o t h e r  t o p i c s  d i r e c t l y  and s p e c i f i c a l l y
p e r t i n e n t  t o  o s t e o p o r o s i s  and o s t e o p o r o s i s - i n d u c e d  f r a c t u r e s  are encouraged.  

MECHANISM OF SUPPORT 

The s u p p o r t  mechanism f o r  t h i s  RFA w i l l  b e  t h e  t h e  t r a d i t i o n a l ,
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  ( R o l l .  Approximately $ 2 , 0 0 0 , 0 0 0  i n  1 

t o t a l  c o s t s  p e r  y e a r  f o r  t h r e e  t o  f i v e  y e a r s  w i l l  b e  committed by t h e  N a t i o n a l  
I n s t i t u t e  o f  A r t h r i t i s  and Muscu loske le t a l  and S k i n  Diseases (NIAMS),
S p e c i f i c a l l y  t o  fund a p p l i c a t i o n s  t h a t  are submi t t ed  i n  r e sponse  t o  t h i s  RFA. 
The N a t i o n a l  I n s t i t u t e  of  D i a b e t e s  and D i g e s t i v e  and Kidney D i s e a s e s  ( N I D D K )
w i l l  p r o v i d e  a d d i t i o n a l  funds  t o  s u p p o r t  approx ima te ly  two p r o j e c t s .  The 
N a t i o n a l  I n s t i t u t e  on Aging may r e c e i v e  secondary assignment  on a p p r o p r i a t e
a p p l i c a t i o n s .  

REVIEW PROCEDURES AND CRITERIA 

A p p l i c a t i o n s  w i l l  b e  reviewed i n i t i a l l y  by t h e  D i v i s i o n  o f  Research Gran t s  f o r  

comple t eness  and w i l l  b e  a s s i g n e d  t o  a s p e c i a l  NIAMS review group.  E v a l u a t i o n  

f o r  r e s p o n s i v e n e s s  t o  t h e  RFA is a n  NIAMS and N I D D K  program s t a f f  f u n c t i o n .  

A p p l i c a t i o n s  t h a t  are judged non-responsive w i l l  b e  r e t u r n e d  t o  t h e  a p p l i c a n t 

b u t  may be  submi t t ed  as  i n v e s t i g a t o r - i n i t i a t e d  a p p l i c a t i o n s  a t  t h e  n e x t  

r e c e i p t  d a t e .  Those a p p l i c a t i o n s  judged t o  be  b o t h  r e s p o n s i v e  and c o m p e t i t i v e 

w i l l  b e  e v a l u a t e d  f o r  s c i e n t i f i c / t e c h n i c a l  merit  by a n  a p p r o p r i a t e  i n i t i a l  

review group convened by t h e  NIAMS Review Branch. The second l e v e l  o f  review 

by t h e  N a t i o n a l  Advisory Counc i l s  of  NIAMS, N I D D K  and, i n  some cases, N I A  w i l l  

make recommendations r e g a r d i n g  fund ing .  


METHOD OF APPLYING 


The 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 i s e d  10/88)  must be  used i n  

a p p l y i n g  f o r  t h e s e  g r a n t s .  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 ices ;  from t h e  Off ice  of  Gran t s  I n q u i r i e s ,  D i v i s i o n  of  Research 

G r a n 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 i t h ,  Room 449, Westwood B u i l d i n g ,  5333 

Westbard Avenue, Be thesda ,  Maryland 20892. 


A p p l i c a t i o n s  must be  r e c e i v e d  by May 15, 1991. If a n  a p p l i c a t i o n  i s  r e c e i v e d  

af te r  t h a t  d a t e ,  it w i l l  b e  r e t u r n e d  t o  t h e  a p p l i c a n t .  


If t h e  a p p l i c a t i o n  submi t t ed  i n  r e sponse  t o  t h i s  RFA i s  s u b s t a n t i a l l y  s imi la r  

t o  a r e s e a r c h  g r a n t  a p p l i c a t i o n  a l r e a d y  submi t t ed  t o  t h e  N I H  f o r  review,  b u t  1 


h a s  not y e t  been reviewed,  t h e  a p p l i c a n t  w i l l  b e  asked t o  withdraw e i t h e r  t h e  

pending a p p l i c a t i o n  o r  t h e  new o n e .  Simultaneous submission o f  i d e n t i c a l  

a p p l i c a t i o n s  w i l l  n o t  be  a l lowed ,  no r  w i l l  e s s e n t i a l l y  i d e n t i c a l  a p p l i c a t i o n s 

be  reviewed by d i f f e r e n t  review commit tees .  T h e r e f o r e ,  a n  a p p l . i c a t i o n  cannot  

be  submi t t ed  i n  r e sponse  t o  t h i s  RFA t h a t  i s  e s s e n t i a l l y  i d e n t i c a l  t o  one t h a t  

h a s  a l r e a d y  been reviewed.  T h i s  does n o t  p r e c l u d e  t h e  submission o f  

s u b s t a n t i a l  r e v i s i o n s  of a p p l i c a t i o n s  a l r e a d y  reviewed,  b u t  such a p p l i c a t i o n s  

must i n c l u d e  a n  i n t r o d u c t i o n  a d d r e s s i n g  t h e  p r e v i o u s  c r i t i q u e .  


INQUIRIES 


Reques t s  f o r  c o p i e s  o f  t h e  f u l l  RFA may b e  o b t a i n e d  from: 


D r .  Joan A .  McGowan 

Bone Biology and Bone Diseases Program D i r e c t o r  

N a t i o n a l  I n s t i t u t e  of  A r t h r i t i s  and Muscu loske le t a l  and S k i n  Diseases 

5333 Westbard Avenue 

Westwood B u i l d i n g ,  Room 403 

Eethesda ,  MD 20892 

Telephone:  (301) 496-7495 


o r  


D r .  Ronald Margo l i s 

D i r e c t o r ,  Endocrinology Research Program

D i v i s i o n  of  D i a b e t e s ,  Endocrinology and Metabo l i c  Diseases 

NIDDWNIH 

5333 Westbard Avenue 

Idestwood B u i l d i n g ,  Room 604 

Bethesda,  MD 20892 

Telephone:  (301 1 496--7504 
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CLINICAL AND EPIDEMIOLOGY RESEARCH ON OSTEOPOROSIS 

RFA AVAILABLE8 AR-91-03 

P.T. 3 4 ;  K.W.  0 7 0 5 0 5 0 ,  0785055 ,  0760020 ,  0760025 ,  0755030 ,  0745027 

*I*.Hu' 	 Nat iona l  I n s t i t u t e  of A r t h r i t i s  and Musculoske le ta l  and Skin  Diseases 
Na t iona l  I n s t i t u t e  o f  D iabe te s  and D i g e s t i v e  and Kidney Diseases 

A p p l i c a t i o n  Rece ip t  Date: May 15, 1991 

BACKGROUND 

Os teoporos i s  is a d i s e a s e  c h a r a c t e r i z e d  by low bone mass, m i c r o a r c h i t e c t u r a l  
d e t e r i o r a t i o n  o f  bone t i s s u e ,  and a consequent  i n c r e a s e  i n  f r a c t u r e  r i s k .  
Os teoporos i s  r e p r e s e n t s  a major p u b l i c  h e a l t h  problem i n  t h e  Uni ted  S t a t e s ,  
e x a c t i n g  an  enormous s o c i e t a l  t o l l  a n n u a l l y  i n  morb id i ty  and m o r t a l i t y .  I t  
affects  more t h a n  2 4  m i l l i o n  Americans and i s  r e s p o n s i b l e  for a t  l ea s t  1 . 3  
m i l l i o n  f r a c t u r e s  each  y e a r .  Moreover t h e  f requency  o f  o s t e o p o r o s i s  and 
o s t e o p o r o s i s - r e l a t e d  f r a c t u r e s  is expec ted  t o  i n c r e a s e  w i t h  t h e  expans ion  o f  
t h e  e l d e r l y  p o p u l a t i o n  i n  t h e  upcoming decades .  

Fol lowing a n a t i o n a l  s c i e n t i f i c  confe rence  on RESEARCH ADVANCES I N  
OSTEOPOROSIS i n  February  1990, a meet ing o f  l e a d e r s  i n  b a s i c  and c l i n i c a l  
o s t e o p o r o s i s  r e s e a r c h  m e t  t o  deve lop  f u t u r e  r e s e a r c h  d i r e c t i o n s  and 
o p p o r t u n i t i e s .  These r e s e a r c h  d i r e c t i o n s  became p a r t  of  a r e p o r t  t h a t  was 
r e q u e s t e d  l a s t  y e a r  by t h e  Sena te  Appropr i a t ions  Committee. The Report  on 
HHS-wide Research,  Educa t ion ,  and Hea l th  Promotion A c t i v i t i e s  i n  Os teoporos i s
a l s o  con ta ined  i n f o r m a t i o n  on t h e  s t a t u s  o f  c u r r e n t  r e s e a r c h  i n  o s t e o p o r o s i s
throughout  t h e  Department o f  Hea l th  and Human S e r v i c e s .  A copy o f  t h i s  r e p o r t  
may be  r e q u e s t e d  by c o n t a c t i n g  D r .  Joan  McGowan a t  t h e  a d d r e s s  l i s t e d  below. 
A s  fol low-up t o  t h e  r e p o r t  t o  t h e  Sena te  A p p r o p r i a t i o n s  Committee and t o  be 
r e s p o n s i v e  t o  c u r r e n t  c o n g r e s s i o n a l  i n t e r e s t  and suppor t  f o r  o s t e o p o r o s i s
r e s e a r c h ,  a Request  f o r  A p p l i c a t i o n s  (RFA) h a s  been i s s u e d  t o  s o l i c i t  
a p p l i c a t i o n s  i n  t h e  p a r t i c u l a r  a r e a s  o f  c l i n i c a l  and ep idemio log ic  r e s e a r c h  
t h a t  are s p e c i f i c a l l y  and d i r e c t l y  a p p l i c a b l e  t o  o s t e o p o r o s i s .  

RESEARCH GOALS AND SCOPE 

T h i s  RFA i s  in t ended  t o  f o s t e r  and enhance r e s e a r c h  s p e c i f i c a l l y  d i r e c t e d  t o  
-JI 	 p r e v e n t i o n  and t r e a t m e n t  s t r a t e g i e s ,  a s  w e l l  as ep idemio log ic  s t u d i e s  of  

o s t e o p o r o s i s .  These areas i n c l u d e :  1 )  s t u d i e s  on maximizing bone mass i n  
e a r l y  l i f e ;  2 )  biochemica l  markers  o f  bone remodel ing;  3) non- invas ive  
measurement o f  bone dens i tyymass  and s t r u c t u r e ;  4 )  f u r t h e r  s t u d i e s  o f  s e x  
hormone use  i n  o s t e o p o r o s i s ;  5 )  t h e  r o l e  o f  e x e r c i s e  i n  p r e v e n t i o n  and 
t r e a t m e n t  o f  o s t e o p o r o s i s ;  6 )  development o f  hormone a n a l o g s  w i t h  s p e c i f i c
t h e r a p e u t i c  a p p l i c a t i o n  i n  o s t e o p o r o s i s ;  7 )  t h e r a p e u t i c  p o t e n t i a l  f o r  growth
f a c t o r s ;  8 )  i n c i d e n c e  and e t i o l o g y  o f  o s t e o p o r o s i s  i n  men and b l a c k s ;  9)
e t i o l o g y  o f  j u v e n i l e  and a d u l t  i d i o p a t h i c  o s t e o p o r o s i s ;  1 0 )  a d d i t i o n a l  
r e s e a r c h  on r i s k  f a c t o r s ;  and 11 )  r e s e a r c h  on p r e v e n t i o n  s t r a t e g i e s .  

Other  c l i n i c a l  and ep idemio log ic  r e s e a r c h  a p p l i c a t i o n s  i n  t h e  f i e l d  o f  
o s t e o p o r o s i s  are encouraged.  I n  o r d e r  t o  be  c o n s i d e r e d  r e s p o n s i v e  t o  t h i s  
RFA, a p p l i c a t i o n s  must be  s p e c i f i c a l l y  d i r e c t e d  t o  o s t e o p o r o s i s .  

MECHANISM OF SUPPORT 

The suppor t  mechanism f o r  t h i s  RFA w i l l  be  t h e  t h e  t r a d i t i o n a l ,
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  ( R o l l .  Approximately $ 2 , 0 0 0 , 0 0 0  i n  
t o t a l  c o s t s  p e r  y e a r  f o r  t h r e e  t o  f i v e  y e a r s  w i l l  be  committed by t h e  N a t i o n a l  
I n s t i t u t e  o f  A r t h r i t i s  and Muscu loske le t a l  and Sk in  Diseases (NIAMS),
s p e c i f i c a l l y  t o  fund  a p p l i c a t i o n s  t h a t  are submi t t ed  i n  r e sponse  t o  t h i s  RFA. 
The Na t iona l  I n s t i t u t e  o f  D i a b e t e s  and D i g e s t i v e  and Kidney Di seases  ( N I D D K )
w i l l  p rov ide  a d d i t i o n a l  funds  t o  suppor t  approximate ly  two p r o j e c t s .  The 
N a t i o n a l  I n s t i t u t e  on Aging may r e c e i v e  secondary  ass ignment  on a p p r o p r i a t e
a p p l i c a t i o n s .  

SPECIAL INSTRUCTIONS FOR INCLUSION OF WOMEN AND MINORITIES I N  CLINICAL 
RESEARCH STUDIES 

For p r o j e c t s  i n v o l v i n g  c l i n i c a l  r e s e a r c h ,  NIH r e q u i r e s  a p p l i c a n t s  t o  g i v e
s p e c i a l  a t t e n t i o n  t o  t h e  i n c l u s i o n  o f  women and m i n o r i t i e s  i n  s t u d y
p o p u l a t i o n s .  If women o r  m i n o r i t i e s  a r e  n o t  i nc luded  i n  t h e  s t u d y  p o p u l a t i o n s
for c l i n i c a l  s t u d i e s ,  a s p e c i f i c  j u s t i f i c a t i o n  f o r  t h i s  e x c l u s i o n  must be 
p rov ided .  A p p l i c a t i o n s  wi thou t  such  documentat ion w i l l  n o t  be  accep ted  f o r  
rev iew.  
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REVIEW PROCEDURES AND C R I T E R I A  

A p p l i c a t i o n s  w i l l  b e  reviewed i n i t i a l l y  by t h e  D i v i s i o n  o f  Research Gran t s  f o r  
completeness  and w i l l  be a s s i g n e d  t o  a s p e c i a l  NIAMS review group.  E v a l u a t i o n  
f o r  r e s p o n s i v e n e s s  t o  t h e  RFA i s  an NIAMS and N I D D K  program s t a f f  f u n c t i o n .  
A p p l i c a t i o n s  t h a t  are  judged non-responsive w i l l  be r e t u r n e d  t o  t h e  a p p l i c a n t  
b u t  may be submi t t ed  as  i n v e s t i g a t o r - i n i t i a t e d  a p p l i c a t i o n s  a t  t h e  n e x t  ')II

r e c e i p t  d a t e .  Those a p p l i c a t i o n s  judged t o  be b o t h  r e s p o n s i v e  and c o m p e t i t i v e
w i l l  be e v a l u a t e d  f o r  s c i e n t i f i c / t e c h n i c a l  meri t  by an a p p r o p r i a t e  i n i t i a l  
review group convened by t h e  NIAMS Review Branch. The second l e v e l  o f  review 
by t h e  N a t i o n a l  Advisory Counc i l s  o f  NIAMS, N I D D K  and, i n  some cases, N I A  w i l l  
make recommendations r e g a r d i n g  fund ing .  

METHOD OF APPLYING 

The 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 i s e d  10/88) must be used i n  

a p p l y i n g  f o r  t h e s e  g r a n t s .  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  and from t h e  Office o f  Gran t s  I n q u i r i e s ,  D i v i s i o n  o f  Research 

G r a n t s ,  N a t i o n a l  I n s t i t u t e s  of Hea l th ,  Room 449, Westwood B u i l d i n g ,  5333 

Westbard Avenue, Bethesda,  Maryland 20892. 


A p p l i c a t i o n s  must be  r e c e i v e d  by May 15, 1991. If an a p p l i c a t i o n  is  r e c e i v e d  

a f t e r  t h a t  d a t e ,  it w i l l  be r e t u r n e d  t o  t h e  a p p l i c a n t .  If t h e  a p p l i c a t i o n 

submi t t ed  i n  r e sponse  t o  t h i s  RFA is  s u b s t a n t i a l l y  s imilar  t o  a r e s e a r c h  g r a n t 

a p p l i c a t i o n  a l r e a d y  submi t t ed  t o  t h e  N I H  f o r  review,  b u t  h a s  n o t  y e t  been 

reviewed,  t h e  a p p l i c a n t  w i l l  b e  asked t o  withdraw e i t h e r  t h e  pending 

a p p l i c a t i o n  o r  t h e  new one.  Simultaneous submission o f  i d e n t i c a l  a p p l i c a t i o n s 

w i l l  n o t  be  a l lowed ,  n o r  w i l l  e s s e n t i a l l y  i d e n t i c a l  a p p l i c a t i o n s  be reviewed 

by d i f f e r e n t  review commit tees .  T h e r e f o r e ,  an a p p l i c a t i o n  cannot  be submi t t ed  

i n  r e sponse  t o  t h i s  RFA t h a t  i s  e s s e n t i a l l y  i d e n t i c a l  t o  one t h a t  h a s  a l r e a d y 

been reviewed.  T h i s  does n o t  p r e c l u d e  t h e  submission o f  s u b s t a n t i a l  r e v i s i o n s  

of a p p l i c a t i o n s  a l r e a d y  reviewed,  bu t  such a p p l i c a t i o n s  must i n c l u d e  a n  

i n t r o d u c t i o n  a d d r e s s i n g  t h e  p r e v i o u s  c r i t i q u e .  


INQUIRIES 


Copies  o f  t h e  f u l l  RFA may be  o b t a i n e d  from: 


D r .  Joan  A .  McGowan 

Bone Biology and Bone Diseases Program D i r e c t o r  

N a t i o n a l  I n s t i t u t e  o f  A r t h r i t i s  and Muscu loske le t a l  and Sk in  Diseases 

5333 Westbard Avenue 

Westwood B u i l d i n g ,  Room 403 

Bethesda,  MD 20892 

Telephone: ( 3 0 1 )  496-7495 


o r  


D r .  Ronald Margo l i s 

D i r e c t o r ,  Endocrinology Research Program

D i v i s i o n  o f  D i a b e t e s ,  Endocrinology and 

N ID DK/ N IH 

5333 Westbard Avenue 

Westwood B u i l d i n g ,  Room 605 

Bethesda,  MD 20892 

Telephone:  (301) 496-7504 


Metabol ic  Diseases 

___I-EFFECTIVE DISSEMINAT'OF HEALTH SEaICES RESEARCH FINDINGS AND MEDICAL 
_I_ _ _ - ~ . _ _PRACTICE GUIDELINES 

:'FA A"Al LABLE : E.'iCFR--9 1 -01 

P.T. 16; K . W .  0730050, 0730000,  0403004 

Agency f o r  H e a l t h  Care P o l i c y  and Research 

A p p l i c a t i o n  R e c e i p t  Dates: A p r i l  26, June  1,  October 1 ,  1991, and February 1 ,  
1992 

RAC~"RC'.iNiI: The Agency f o r  Hea l th  Care P o l i c y  and Research (AHCPRI  i n v i t e s  
a p y l i c a t i o n s  to cor,duct a p p l i e d  research on e f f e c t i v e  d i s s e m i n a t  ion1 of 
c l i n i c a l  knowledge and rnedical pvac t  i c e  g u i d e l i n e s  t o  a f f e c t  changes i n  
y r a c t  i t i o : i e r  and consumer b e h a v i o r ,  jr1,prove p a t  Lent outcurlies arid. tiaerpby,
improve t h e  e f f e c t i v e n e s s ,  q u a l i t y ,  arid a p p r o p r i a t e n e s s  of h e a l t h  care. 

u.E
" E f f e c t i v e  d i s s e m i n a t i o n "  encompasses t h e  b roade r  concept  o f  d i f f u s i o n  as w e l l  
as t h e  a c t u a l  d i s t r i b u t i o n  of  knowledge and new i n f o r m a t i o n .  A d d i t i o n a l l y ,  
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t h e  p r o c e s s  t h r o u g h  which ta rge t  groups become aware o f ,  r e c e i v e ,  a c c e p t ,  and 
u t i l i z e  d i s s e m i n a t e d  i n f o r m a t i o n  and knowledge i s  r e f l e c t e d  i n  t h i s  term. 

PURPOSE AND OBJECTIVES: T h i s  Request f o r  A p p l i c a t i o n s  (RFA) s o l i c i t s  new 
g r a n t  a p p l i c a t i o n s  on i s s u e s  d e a l i n g  w i t h  t h e  ways i n  which s c i e n t i f i c  
i n f o r m a t i o n  can be  p r e s e n t e d  and d i s s e m i n a t e d  t o  f o s t e r  i ts  a s s i m i l a t i o n  and ~-~ u s e  by h e a l t h  care p r o v i d e r s  and p a t i e n t s  and, u l t i m a t e l y ,  t o  improve t h e  
e f f e c t i v e n e s s ,  q u a l i t y ,  and a p p r o p r i a t e n e s s  o f  medical  care.  The p r o c e s s  and 
s t r u c t u r a l  f a c t o r s  i n f l u e n c i n g  d i s s e m i n a t i o n  and a s s i m i l a t i o n  need t o  be  
examined. S t u d i e s  are encouraged t h a t  e v a l u a t e  t h e  d i s s e m i n a t i o n  o f ,  and 
outcomes a s s o c i a t e d  w i t h ,  c l i n i c a l  p r a c t i c e  g u i d e l i n e s  o r  p a r a m e t e r s  a s s i s t e d  
by AHCPR and o t h e r  p u b l i c  and p r i v a t e  e n t i t i e s .  I t  a l s o  encourages t h e  
assessment  and u s e  o f  models and t e c h n i q u e s  t h a t  e f f e c t i v e l y  d i s s e m i n a t e  
c l i n i c a l  i n f o r m a t i o n  and p r a c t i c e  g u i d e l i n e s .  

ELIGIBILITY: A p p l i c a n t s  must be  p u b l i c  e n t i t i e s  o r  n o n p r o 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 .  Proposed P r i n c i p a l  I n v e s t i g a t o r s  must have demonstrated 
e x p e r t i s e  i n  d i s s e m i n a t i o n  o f  h e a l t h  s e r v i c e s  r e s e a r c h  f i n d i n g s ,  c l i n i c a l  
r e s e a r c h  f i n d i n g s ,  o r  medical  p r a c t i c e  g u i d e l i n e s .  A p p l i c a n t s  must a l s o  have 
demonstrated ( 1 )  c a p a b i l i t y  t o  conduct and manage a p p l i e d  r e s e a r c h  o r  
demons t r a t ion  and e v a l u a t i o n  p r o j e c t s  i n  t h e  areacs) t h a t  w i l l  b e  t h e  s u b j e c t
o f  t h e  d i s s e m i n a t i o n  p r o j e c t ;  and ( 2 )  e x p e r t i s e  i n  communications.  

LENGTH OF SUPPORT: P r o j e c t s  w i l l  v a r y  from one t o  t h r e e  y e a r s  i n  l e n g t h .
P r o j e c t  l e n g t h s  c o u l d  be  up t o  f i v e  y e a r s  i n  rare cases. 

MECHANISM OF SUPPORT: A l l  p r o j e c t s  w i l l  b e  funded as  r e s e a r c h  g r a n t s  (Roll.
The e a r l i e s t  s tar t  d a t e  f o r  funded p r o j e c t s  w i t h  under $250,000 t o t a l  d i r e c t  
c o s t s  w i l l  b e  September 30,  1991. The e a r l i e s t  s tar t  d a t e  f o r  funded p r o j e c t s
w i t h  t o t a l  d i r e c t  c o s t s  g r e a t e r  t h a n  $250,000 w i l l  be December 1 ,  1991. 

Approximately f o u r  t o  t e n  g r a n t  awards w i l l  b e  i s s u e d  d u r i n g  FY 1991 and FY 
1992 depending upon t h e  number and c o s t  o f  approved a p p l i c a t i o n s .  It i s  
expec ted  t h a t  up t o  $4 m i l l i o n  w i l l  be s p e n t .  A p p l i c a t i o n s  f o r  d i s s e m i n a t i o n  
r e s e a r c h  g r a n t s  i n  subsequent  y e a r s  w i l l  compete e q u a l l y  f o r  fund ing  w i t h  
o t h e r  a p p l i c a t i o n s  t o  AHCPR. 

PREPARATION OF APPLICATIONS: Each a p p l i c a t i o n  must be  submi t t ed  i n  accordance 
w i t h  t h e  i n s t r u c t i o n s  o f  form PHS 398 ( r e v .  1 0 1 8 8 ) .  S t a t e  and l o c a l  
governments u s i n g  form DHHS 5161 must submit an o r i g i n a l  and two c o p i e s  o f  t h e,J	a p p l i c a t i o n .  The f o l l o w i n g  r equ i r emen t s  must be  d i s c u s s e d  i n  t h e  P r o j e c t
n a r r a t i v e  i n  a d d i t i o n  t o  t h e  r equ i r emen t s  s p e c i f i e d  i n  t h e  a p p l i c a t i o n  k i t :  

S p e c i f i c  A i m s  

o 	 Where a p p r o p r i a t e ,  t h e  long-term o b j e c t i v e s  o f  t h e  p r o j e c t  must 
s p e c i f y  t h e  p r o d u c t ( s 1  t o  be  d i s s e m i n a t e d  and t h e  a u d i e n c e s  t o  be  
t a r g e t e d .  

o The d i s s e m i n a t i o n  methods and q u e s t i o n s  t o  be  a d d r e s s e d  shou ld  be 
d i s c u s s e d  i n  terms o f  a s c e r t a i n i n g  t h e  e f fec ts  o f  d i s s e m i n a t i o n  on 
b e h a v i o r  change, c h a r a c t e r i s t i c s  o r  e f f e c t i v e n e s s  o f  d i s s e m i n a t i o n  
t e c h n i q u e s ,  o r  t h e  development o f  a n  i n n o v a t i v e  d i s s e m i n a t i o n  
model. 

P r o g r e s s  R e p o r t I P r e l i m i n a r y  S t u d i e s  

o 	 P r i o r  s t u d i e s  conducted by t h e  P r i n c i p a l  I n v e s t i g a t o r  p e r t a i n i n g  t o  
d i s s e m i n a t i o n ,  h e a l t h  s e r v i c e s  r e s e a r c h  ( e s p e c i a l l y  i n  t h e  areas 
which AHCPR h a s  ongoing work) ,  o r  communications r e s e a r c h  t h a t  w i l l  
c o n t r i b u t e  t o  t h e  proposed p r o j e c t  shou ld  be d e s c r i b e d .  

Experimental  Design and Methods 

o 	 The s p e c i f i c  d i s s e m i n a t i o n  model t h a t  w i l l  b e  used or developed i n  
t h e  p r o j e c t  shou ld  be  e x p l i c i t l y  addres sed  i n  terms o f :  aud iences ;  
t y p e  o f  p roduc t  o r  t h e  knowledge t o  be d i s s e m i n a t e d ;  t e c h n i q u e  o f  
d i s s e m i n a t i o n ;  c h a r a c t e r i s t i c s  o r  v a r i a b l e s  o f  d i s s e m i n a t i o n  t o  be 
used and/or  examined; and t h e  r e l a t i o n s h i p  o f  t h e  p r o j e c t  t o  t h e  
s t r u c t u r e  of t h e  h e a l t h  care system, c l i n i c a l  management, h e a l t h  
care outcomes, and h e a l t h  s t a t u s .  

REVIEW PROCEDURES AND CRITERIA: A p p l i c a t i o n s  must be  submi t t ed  t o :  

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

D i v i s i o n  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 

Bcthesda,  MD 20892XX 

A p p l i c a t i o n s  w i l l  b e  r e f e r r e d  t o  an AHCPR s t u d y  s e c t i o n  f o r  i n i t i a l  r ev iew.  ry 


A p p l i c a t i o n s  r e q u e s t i n g  t o t a l  d i r e c t  c o s t s  i n  e x c e s s  o f  $250,000 w i l l  a l s o  be  

reviewed by t h e  N a t i o n a l  Advisory Counci l  f o r  H e a l t h  Care P o l i c y ,  Research,  

and E v a l u a t i o n .  


A p p l i c a t i o n s  w i l l  b e  reviewed i n  accordance w i t h  t h e  s t a n d a r d  AHCPR p e e r 

review p r o c e d u r e s .  I n  a d d i t i o n ,  t h e  f o l l o w i n g  c r i t e r i a  w i l l  b e  c o n s i d e r e d :  

a b i l i t y  o f  t h e  p r o j e c t ' s  r e s u l t s  t o  be  a p p l i e d  t o  t h e  d i s s e m i n a t i o n  o f  AHCPR 

p r o d u c t s  now and i n  t h e  f u t u r e ;  adherence o f  t h e  p r o j e c t  approach t o  accep ted 

p r i n c i p l e s  o f  communications and d i s s e m i n a t i o n ;  and a b i l i t y  t o  ana lyze  t h e  

ef fec ts  o f  d i s s e m i n a t i o n  on b e h a v i o r  change among p r a c t i t i o n e r s  and consumers.  


APPLICATION PROCEDURES: Those c o n s i d e r i n g  an a p p l i c a t i o n  t o  t h , i s  RFA are 

s t r o n g l y  encouraged t o  d i s c u s s  t h e i r  p r o j e c t  w i t h  AHCPR program a d m i n i s t r a t o r s  

i n  advance o f  fo rma l  submiss ion .  


U s e  a p p l i c a t i o n  form PHS 398 ( r e v .  10188) ( S t a t e  and l o c a l  governments may 

u s e  form DHHS 5161) .  These forms may be s e c u r e d  from t h e  Office o f  S c i e n t i f i c  

Review, Agency f o r  H e a l t h  Care P o l i c y  and Research,  Room 18A-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 ( t e l e p h o n e 

301-443-3091) and from 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 .  


Type i n  l i n e  2 o f  t h e  f a c e  page o f  t h e  a p p l i c a t i o n  t h e  words "RFA AHCPR-91-01: 

AHCPR Dis semina t ion  E f f e c t i v e n e s s "  and u s e  t h e  RFA l a b e l  i n  t h e  a p p l i c a t i o n 

package.  


The o r i g i n a l  and 6 cop ies  of t h e  a p p l i c a t i o n  m u s t  be s u b m i t t e d  t o  t h e  D i v i s i o n  

o f  Research Gran t s  as d i r e c t e d  i n  t h e  a p p l i c a t i o n  i n s t r u c t i o n s .  S t a t e  and 

l o c a l  governments u s i n g  form DHHS 5161 must submit a n  o r i g i n a l  and two c o p i e s 

o f  t h e  a p p l i c a t i o n .  


INQUIRIES: For ass is tance,  c o n s u l t a t i o n  on program r e q u i r e m e n t s ,  and f o r  t h e  

f u l l  RFA c o n t a c t :  


Margaret VanAmringe

D i r e c t o r ,  Cen te r  f o r  Research Di s semina t ion  and L i a i s o n  

5600 F i s h e r s  Lane, Room 18A-10 

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

Telephone:  ( 3 0 1 )  443-2904 


For budgetary/administrative i n f o r m a t i o n ,  c o n t a c t :  

Ralph S l o a t  

G r a n t s  Management Officer 

Agency f o r  H e a l t h  Care P o l i c y  and Research 

5600 F i s h e r s  Lane, Room 18A-27 

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

Telephone:  ( 3 0 1 )  443-4033 


T h i s  program i s  d e s c r i b e d  i n  t h e  Ca ta log  o f  F e d e r a l  Domestic A s s i s t a n c e  No. 

93.180 and 93.226.  Execu t ive  Order 12372 does n o t  a p p l y  t o  AHCPR g r a n t  

programs. 


M I N O R I T Y  DISSERTATION RESEARCH GRANTS I N  A G I N G ,  1991 


RFA AVAILABLE: AG-91-07 


P.T. 34, FF; K.W. 0710010, 0720005 


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

, 

A p p l i c a t i o n  R e c e i p t  Da te :  A p r i l  29, 1991 

Small  g r a n t s  ( R 0 3 )  t o  s u p p o r t  d o c t o r a l  d i s s e r t a t i o n  researc.. w i l l  b e  a v a i l a - l e  
i n  1991 f o r  u n d e r r e p r e s e n t e d  m i n o r i t i e s . ( l )  Grant s u p p o r t  is des igned  t o  a i d  
t h e  r e s e a r c h  o f  new m i n o r i t y  i n v e s t i g a t o r s  and t o  encourage i n d i v i d u a l s  from a 
v a r i e t y  o f  academic d i s c i p l i n e s  and programs t o  s t u d y  problems i n  a g i n g .
S p e c i f i c  r e s e a r c h  t o p i c s  shou ld  be d i s c u s s e d  w i t h  t h e  N a t i o n a l  I n s t i t u t e  on '.,*e 

Aging ( N I A ) .  The i n t e r e s t s  o f  t h e  programs are g iven  i n  t h e  f u l l  Request f o r  
A p p l i c a t i o n s  (RFA). D i s s e r t a t i o n  r e s e a r c h  g r a n t s  w i l l  b e  a d m i n i s t e r e d  i n  
acco rdance  w i t h  t h e  U.S.  Code Annotated,  T i t l e  42,  P a r t  B ,  S e c t i o n  284. 
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Awards w i l l  depend on t h e  a v a i l a b i l i t y  o f  f u n d s .  N I A  e x p e c t s  t o  fund up t o  20 
d i s s e r t a t i o n  r e s e a r c h  p r o j e c t s  i n  1991. 

( 1 )  Underrepresented m i n o r i t y  i n v e s t i g a t o r s  are d e f i n e d  as  i n d i v i d u a l s  
be long ing  t o  a p a r t i c u l a r  e t h n i c  o r  r a c i a l  group t h a t  h a s  been determined by
t h e  g r a n t e e  i n s t i t u t i o n  t o  be u n d e r r e p r e s e n t e d  i n  biomedical  o r  b e h a v i o r a l- -my 	 r e s e a r c h  a t  t h a t  i n s t i t u t i o n .  N I A  w i l l  g i v e  p r i o r i t y  t o  p r o j e c t s  from 
African-Americans,  Na t ive  Americans, H i span ic s ,  P a c i f i c  I s l a n d e r s ,  o r  o t h e r  
e t h n i c  o r  r a c i a l  group members who have been found t o  be u n d e r r e p r e s e n t e d  i n  
g e r i a t r i c  and ge ron to logy  r e s e a r c h  n a t i o n a l l y .  

E L I G I B I L I T Y  

The a p p l i c a n t  i n v e s t i g a t o r  a p p l y i n g  f o r  a d i s s e r t a t i o n  r e s e a r c h  g r a n t  must be  
an i n d i v i d u a l  from an u n d e r r e p r e s e n t e d  m i n o r i t y  group e n r o l l e d  i n  an 
a c c r e d i t e d  d o c t o r a l  deg ree  program i n  t h e  biomedical ,  s o c i a l ,  o r  b e h a v i o r a l  
s c i e n c e s  and must have approva l  o f  t h e  d i s s e r t a t i o n  p roposa l  by a named 
committee.  The s t u d e n t  must a l s o  be conduc t ing  o r  i n t e n d i n g  t o  conduct  
d i s s e r t a t i o n  r e s e a r c h  on i s s u e s  r e l a t e d  t o  ag ing .  Research t o p i c s  shou ld  f i t  
w i t h i n  one o r  more o f  t h e  areas d e s c r i b e d  below f o r  each i n d i v i d u a l  program
(see N a t i o n a l  I n s t i t u t e  on Aging C o n t a c t s  be low) .  

The a p p l i c a n t  must be  a r e g i s t e r e d  d o c t o r a l  c a n d i d a t e  i n  r e s i d e n t  o r  
n o n r e s i d e n t  s t a t u s .  A l l  r equ i r emen t s  f o r  t h e  d o c t o r a l  deg ree  o t h e r  t h a n  t h e  
d i s s e r t a t i o n  must be completed by t h e  t i m e  o f  t h e  award. T h i s  i n f o r m a t i o n  
must be  v e r i f i e d  i n  a l e t t e r  o f  c e r t i f i c a t i o n  from t h e  t h e s i s  c h a i r p e r s o n  and 
submi t t ed  w i t h  t h e  g r a n t  a p p l i c a t i o n  (see A p p l i c a t i o n  P r o c e d u r e s ) .  

The a p p l i c a n t  i n s t i t u t i o n  must be domest ic  and w i l l  a d m i n i s t e r  t h e  g r a n t  on 
b e h a l f  o f  t h e  proposed i n v e s t i g a t o r .  The a p p l i c a n t  i n v e s t i g a t o r  f o r  
d i s s e r t a t i o n  r e s e a r c h  g r a n t  s u p p o r t  must be  a c i t i z e n  o f  t h e  United S t a t e s  o r  
ho ld  a permanent r e s i d e n t  v i s a .  The performance s i t e  may be  domes t i c  o r  
f o r e i g n .  

SCOPE OF AWARDS 

App l i can t  i n v e s t i g a t o r s  shou ld  r e q u e s t  suppor t  f o r  t h e  amount o f  time 
n e c e s s a r y  t o  complete  t h e  d i s s e r t a t i o n .  However, a d i s s e r t a t i o n  r e s e a r c h  
g r a n t  u s u a l l y  i s  awarded f o r  a p e r i o d  o f  12 months o r  l e s s  b u t  may be  awarded 
f o r  up t o  24 months. The t o t a l  d i r e c t  c o s t s  of t h e  e n t i r e  p r o j e c t  may n o t-’ exceed $25,000. A p r o p o s a l  t h a t  exceeds t h i s  amount w i l l  b e  r e t u r n e d .  
Allowable c o s t s  i n c l u d e  t h e  i n v e s t i g a t o r ? s  s a l a r y  ( n o t  t o  exceed $10,000);
d i r e c t  r e s e a r c h  p r o j e c t  expenses  such  as t r a v e l ,  d a t a  p r o c e s s i n g ,  and 
s u p p l i e s ;  and d i s s e r t a t i o n  c o s t s .  No t u i t i o n  n o r  permanent equipment is  
a l lowed .  

SPECIAL INSTRUCTIONS FOR INCLUSION OF WOMEN AND MINORITIES I N  C L I N I C A L  
RESEARCH STUDIES 

For p r o j e c t s  i n v o l v i n g  c l i n i c a l  r e s e a r c h ,  N I H  r e q u i r e s  a p p l i c a n t s  t o  g i v e
special  a t t e n t i o n  t o  t h e  i n c l u s i o n  o f  w o m e n  and m i n o r i t i e s  i n  s t u d y
p o p u l a t i o n s .  If women o r  m i n o r i t i e s  are  n o t  i n c l u d e d  i n  t h e  s t u d y  p o p u l a t i o n s
for c l i n i c a l  s t u d i e s ,  a s p e c i f i c  j u s t i f i c a t i o n  f o r  t h i s  e x c l u s i o n  must be 
p rov ided .  A p p l i c a t i o n s  wi thou t  such documentation w i l l  n o t  be  accep ted  �or 
r ev iew.  

HOW TO APPLY 

The f u l l  RFA and s p e c i a l  g u i d e l i n e s  f o r  d i s s e r t a t i o n  g r a n t  a p p l i c a t i o n s  shou ld  
be  r e q u e s t e d  from t h e  Office of Extramural  Affairs (see a d d r e s s  be low) .  The 
a p p l i c a t i o n  must be  submi t t ed  on form PHS 398 ( r e v i s e d  10/88, r e p r i n t e d  9/89)
a v a i l a b l e  from t h e  u n i v e r s i t y  r e s e a r c h  o f f i c e  and t h e  D i v i s i o n  o f  Research 
Gran t s ,  5333 Westbard Avenue, Westwood Bu i ld ing ,  Room 240, Bethesda,  Maryland
20892, t e l e p h o n e  (301)  496-7441. The s p e c i a l  i n s t r u c t i o n s  d e s c r i b e d  h e r e  and 
i n  t h e  a p p l i c a t i o n  k i t  must be  fo l lowed .  A p p l i c a t i o n s  w i l l  b e  a s s i g n e d  t o  t h e  
N I A  f o r  review and p o s s i b l e  fund ing .  

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  29, 1991, and must be  s e n t  d i r e c t l y  t o :  

D i v i s i o n  o f  Research Grants  
National I n s t i t u t e s  o f  Health 
Westwood B u i l d i n g ,  Room 240 
Bethesda,  MD 20892xW 

-,/ 	 The a p p l i c a n t  must  submit t h e  o r i g i n a l  and f o u r  c o p i e s  of  t h e  completed
a p p l i c a t i o n ,  which i n c l u d e s  a d e t a i l e d  n a r r a t i v e  p r o j e c t  d e s c r i p t i o n  ( n o t  t o  
exceed 10 p a g e s )  and l e t t e r s .  An a d d i t i o n a l  two c o p i e s  must be  s e n t  t o :  
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G r a n t s  and C o n t r a c t s  Management Office 

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

B u i l d i n g  31, Room 5C07 

Bethesda,  MD 20892 

A t t :  Minor i ty  D i s s e r t a t i o n  


A l e t t e r  from t h e  f a c u l t y  committee o r  u n i v e r s i t y  o f f i c i a l  d i r e c t l y 

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

r e s e a r c h  must b e  submi t t ed  w i t h  t h e  a p p l i c a t i o n .  D e t a i l s  o f  t h e  l e t te r .  are  

g iven  i n  t h e  f u l l  RFA. 


REVIEW PROCESS 


D i s s e r t a t i o n  r e s e a r c h  g r a n t s  are c o m p e t i t i v e .  A mail review w i l l  be 

conducted.  Review r e s u l t s  and fund ing  d e c i s i o n s  w i l l  b e  announced w i t h i n  5 

months a f t e r  t h e  submission d a t e .  F i n a l  fund ing  d e c i s i o n s  a re  based on t h e  

recommendations o f  t h e  r e v i e w e r s ,  t h e  r e l e v a n c e  of  t h e  p r o j e c t  t o  N I A  

p r i o r i t i e s ,  and t h e  a v a i l a b i l i t y  Qf f u n d s .  


NATIONAL INSTITUTE ON A G l N G  CONTACTS 


I n t e r e s t e d  a p p l i c a n t s  shou ld  r e q u e s t  t h e  f u l l  RFA, a d d i t i o n a l  g u i d e l i n e s  f o r  

p r e p a r i n g  t h e  a p p l i c a t i o n ,  and d i s c u s s  t h e  s u i t a b i l i t y  o f  t h e  mechanism by

l e t t e r  o r  by t e l e p h o n e  w i t h  t h e  pe r son  named below. The a p p l i c a n t  a l s o  w i l l  

be  r e f e r r e d  t o  t h e  r e l e v a n t  N I A  program d i r e c t o r  t o  d i s c u s s  t h e  s u i t a b i l i t y  01 

t h e  r e s e a r c h  t o p i c .  


P h y l l i s  B .  E v e l e t h ,  Ph.D. 

Deputy A s s o c i a t e  D i r e c t o r  and T r a i n i n g  Officer 

Office o f  Extramural  A f f a i r s  

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

B u i l d i n g  31, Room 5C02 

Bethesda,  MD 20892 

Telephone:  (301) 496-9322. 


COOPERATIVE AGREEMENTS-FOR PREVENTION C L I N I C A L  TRIALS _UTILIZING INTERMEDIATE 

FNDPOINTS AND THEIR MODUL~ATIONBYCHEMOPREVENTIVE AGENTS 


RFA AVAILABLE: CA-91-08 


P.T. 34;  K.W. 0755075, 0740018, (1715035, 0710095 


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


Letter  o f  I n t e n t  Rece ip t  Date: A p r i l  1 ,  1991 

A p p l i c a t i o n  Rece ip t  Date:  May 2 4 ,  1991 


PURPOSE 


The D i v i s i o n  of Cancer P reven t ion  and Con t ro l  (DCPC), N a t i o n a l  Cancer 
I n s t i t u t e  ( N G I  1,  i n v i t e s  a p p l i c a t i o n s  f o r  c o o p e r a t i v e  agreements  t o  s u p p o r t
c l i n i c a l  t r i a l s  d i r e c t e d  toward examining t h e  r o l e  o f  v a r i o u s  chemapreventive 
a g e n t s  and /o r  d i e t  I n  t h e  p r e v e n t i o n  of c a n c e r .  T h i s  is a follow-up t o  
ear l ie r  Reques t s  for A p p l i c a t i o n s  (RFAs) t h a t  r e q u e s t e d  g r a n t  a p p l i c a t i o n s ,
and t h e n  l a t e r ,  c o o p e r a t i v e  agreement a p p l i c a t i o n s  i n  t h i s  area. 

RESEARCH OBJECTIVES 

The major o b j e c t i v e  o f  t h i s  s o l i c i t a t i o n  is t o  encourage c a n c e r  
chemoprevent i o n  c l i n i c a l  t r i a l s  t h a t  u t i l i z e  b iochemica l  and/or  b i o l o g i c a l
markers  t o  i d e n t i f y  p o p u l a t i o n s  a t  r i s k  and/or  t o  p r o v i d e  i n t e r m e d i a t e  
e n d p o i n t s  t h a t  may p r e d i c t  l a t e r  r e d u c t i o n  i n  c a n c e r  i n c i d e n c e  r a t e s .  

These s t u d i e s  may be developed i n  phases ,  i n c l u d i n g  a p i l o t  phase,  t h a t  cou ld  
l a t e r  proceed t o  a f u i l - s c a l e  i n t e r v e n t i o n .  The main emphasis shou ld  be  on 
smal l ,  e f f i c i e n t  s t u d i e s  aimed a t  improving f u t u r e  r e s e a r c h  d e s i g n s  o f  
chemoprevention trials, p r o v i d i n g  b i o l o g i c  unde r s t and ing  o f  what is happening
i n  t h e  t r i a l s ,  o r  p r o v i d i n g  b e t t e r ,  more q u a n t i t a t i v e  and more e f f i c i e n t  
e n d 6 o i n t s  for t h e s e  t r ia ls .  After s u c c e s s f u l  complet ion of  t h e  p i l o t  phase
(i.e., demonstrated modulat ion of  marker e n d p o i n t s  by t h e  i n t e r v e n t i o n ) ,
subsequent  s t u d i e s  can  i n c l u d e  Phase 111 c l i n i c a l  t r i a l s  i n v o l v i n g  t h e  
d e s i g n a t e d  t igent ,  t h e  u t i l i z a t i o n  o f  t h e  mon i to r ing  t es t  system, and a cance r  
i n c i d e n c e  u m o r t a l i t y  e n d p o i n t .  

I n v e s t i g a t o r s  may a p p l y  a t  t h i s  t ime f o r  t h e  p i l o t  phase o r  submit an 
a p p l i c a t i o n  f o r  both p h a s e s .  However, i f  t h e  a p p l i c a t i o n  is  f o r  t h e  p i l o t
phase  o n l y ,  t h e  proposed s t u d y  must d e s c r i b e  i ts  r e l e v a n c e  t o  a c l i n i c a l  
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a p p l i c a t i a n  and u t i l i z e  a chemopreventive a g e n t ,  marker t e s t  system, and s t u d y
p o p u l a t i o n  t h a t  cou ld  l a t e r  be  t h e  s u b j e c t  of a f u l l - s c a l e ,  doub le -b l ind ,
randomized, r i s k - r e d u c t i o n  c l i n i c a l  t r i a l .  

MECHANISM OF SUPPORT 
s,rJ 	

A p p l i c a n t s  funded under t h i s  RFA w i l l  b e  suppor t ed  th rough  t h e  c o o p e r a t i v e  
agreement mechanism. An a s s i s t a n c e  r e l a t i o n s h i p  w i l l  e x i s t  between N C I  and 
t h e  awardees t o  accomplish t h e  purpose o f  t h e  a c t i v i t y .  The r e c i p i e n t s  w i l l  
have pr imary r e s p o n s i b i l i t y  f o r  t h e  development and performance o f  t h e  
a c t i v i t y .  However, t h e r e  w i l l  b e  government involvement w i t h  r e g a r d  t o :  ( 1 )
a s s i s t a n c e  s e c u r i n g  a n  I n v e s t i g a t i o n a l  N e w  Drug ( I N D )  app rova l  from t h e  Food 
and Drug A d m i n i s t r a t i o n  (FDA), (2) moni to r ing  of  s a f e t y  and t o x i c i t y ,  (3)
c o o r d i n a t i o n  and a s s i s t a n c e  i n  o b t a i n i n g  t h e  chemopreventive a g e n t ,  and ( 4 )
q u a l i t y  a s s u r a n c e  w i t h  r e g a r d  t o  t h e  c l i n i c a l  chemis t ry  a s p e c t s  of the s t u d y .
Awards w i l l  n o t  be  made u n t i l  a l l  arrangements  f o r  o b t a i n i n g  t h e  I N D ,  a g e n t ,
and i ts  d e l i v e r y  are completed.  F i n a l  awards w i l l  a l s o  c o n s i d e r  n o t  o n l y  t h e  
c o s t  o f  t h e  c l i n i c a l  t r i a l  b u t  a l s o  t h e  c o s t  ob t h e  a g e n t  and i ts  f o r m u l a t i o n  
i f  n e c e s s a r y .  

T h i s  RFA s o l i c i t a t i o n  r e p r e s e n t s  a s i n g l e  c o m p e t i t i o n  w i t h  a s p e c i f i e d
d e a d l i n e  of May 24, 1991, f o r  r e c e i p t  o f  a p p l i c a t i o n s .  A l l  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 w i l l  b e  reviewed by t h e  same N C I  I n i t i a l  
Review Group. 

To e n s u r e  t h e i r  review,  a p p l i c a t i o n s  must be  r e c e i v e d  by May 24, 1991. 
A p p l i c a t i o n s  r e c e i v e d  a f t e r  t h a t  d a t e  w i l l  n o t  be  c o n s i d e r e d  under  t h i s  RFA. 

SPECIAL INSTRUCTIONS FOR INCLUSION OF WOMEN AND MINORITIES I N  CLINICAL 
RESEARCH STUDIES 

For p r o j e c t s  i n v o l v i n g  c l i n i c a l  r e s e a r c h ,  N I H  r e q u i r e s  a p p l i c a n t s  t o  g i v e
s p e c i a l  a t t e n t i o n  t o  t h e  i n c l u s i o n  o f  women and m i n o r i t i e s  i n  s t u d y
p o p u l a t i o n s .  If women o r  m i n o r i t i e s  are n o t  i nc luded  i n  t h e  s t u d y  p o p u l a t i o n s
f o r  c l i n i c a l  s t u d i e s ,  a s p e c i f i c  j u s t i f i c a t i o n  f o r  t h i s  e x c l u s i o n  must be 
p rov ided .  A p p l i c a t i o n s  wi thou t  such documentation w i l l  n o t  be  a c c e p t e d  for 
r ev iew.  

INQUIRIES-’ 
I n q u i r i e s  and r e q u e s t s  f o r  t h e  f u l l  RFA may be  d i r e c t e d  t o :  


M a r j o r i e  P e r l o f f ,  M.D.  

Chemoprevention Branch 

Execu t ive  P l a z a  North,  S u i t e  201 

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  

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

Bethesda,  MD 20892-4200 

Telephone: ( 3 0 1 )  496-8563 


CLAUDE D .  PEPPER OLDER AMmICANS INDEPENDENCE CENTEB 


RFA AVAILAGLEr AG-91-05 


P.T.  04; K.W. 0710010, 0745027, 0414005  


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


L e t t e r  of I n t e n t  Due: A p r i l  15, 1991 

A p p l i c a t i o n  Rece ip t  Date: May 17, 1991 


BACKGROUND, GOALS, ANI) SCOPE: M i l l i o n s  o f  o l d e r  Americans s u f f e r  from l o s s  of 

a b i l i t i e s  needed t o  l i v e  a f u l l y  independent l i f e .  Loss o f  independence 

imposes enormous p e r s o n a l  and f i n a n c i a l  burdens on o l d e r  p e r s o n s  and t h e i r  

fami l ies .  Dependence i s  n o t  i n e v i t a b l e  i n  o l d  a g e .  I t  r e s u l t s  from d i s a b l i n g 

c o n d i t i o n s  t h a t  are  p o t e n t i a l l y ,  i f  n o t  c u r r e n t l y ,  p r e v e n t i b l e  o r  r e v e r s i b l e .  

The development and t e s t i n g  o f  i n t e r v e n t i o n s  t o  r educe  d i s a b i l i t y  and i n c r e a s e  

independence t h u s  o f f e r s  immense b e n e f i t s  and p o t e n t i a l  s a v i n g s  i n  h e a l t h  care 

c o s t s .  In response t o  t h i s  need, Congress amended t h e  P u b l i c  Hea l th  S e r v i c e  

A c t  i n  1990 t o  a u t h o r i z e  t h e  e s t a b l i s h m e n t  o f  Claude D .  Pepper Older  Americans 

Independence Centers  ( O A I C s ) .  The o v e r a l l  g o a l s  o f  t h e  O A I C  program are :  t o  

develop and t e s t  i n t e r v e n t i o n s  t o  i n c r e a s e  o r  m a i n t a i n  a b i l i t i e s  needed f o r  

independence o f  o l d e r  p e r s o n s  and t o  t r a i n  r e s e a r c h e r s  c a p a b l e  of l e a d i n g  and 


4’ conduc t ing  r e s e a r c h  programs i n  t h e  above a c t i v i t i e s .  O A I C s  w i l l  s u p p o r t :  

INTERVENTION STUDIES: These s t u d i e s  are t h e  major r e s e a r c h  components of 
O A I C s .  A t  l e a s t  one approved i n t e r v e n t i o n  r e s e a r c h  p r o j e c t  is r e q u i r e d  f o r  
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approva l  o f  a n  O A I C .  Proposed i n t e r v e n t i o n  s t u d i e s  must t es t  e f f i c a c y  o f  
i n t e r v e n t i o n s  t o  p r e v e n t  o r  a m e l i o r a t e  f u n c t i o n a l  impairments c o n t r i b u t i n g  t o  
l o s s  o f  independence.  Each propose9 i n t e r v e n t i o n  s t u d y  shou ld  a l s o  i n c l u d e  
planned i n v e s t i g a t i o n s  o f  mechanism-& u n d e r l y i n g  t h e  i n t e r v e n t i o n ' s  e f fec ts  ( o r
l a c k  o f  e f f ec t s )  on f u n c t i o n a l  s t a t u s ,  f a c t o r s  a f f e c t i n g  r e c r u i t m e n t  i n t o  t h e  
s t u d y ,  p a r t i c i p a n t s '  compliance pnce e n r o l l e d ,  c o s t - e f f e c t i v e n e s s ,  and e f f ec t s  1~ 

on h e a l t h  care u t i l i z a t i o n  o f . 3 h e  i n t e r v e n t i o n ( s 1  t e s t e d .  

Examples o f  s t u d y  t o p i c s  i n c l u d e :  

i n t e r v e n t i o n s  t o  p r e v e n t  o r  r educe  f r a i l t y  and p h y s i c a l  performance
d i s a b i l i t i e s ,  c o g n i t i v e  d i s a b i l i t y ,  a f f e c t i v e  d i s o r d e r s ,  s e n s o r y
d i s a b i l i t i e s ,  and/or  co-morbidi ty  a s s o c i a t e d  w i t h  t h e s e  c o n d i t i o n s ;  

i n t e r v e n t i o n s  t o  r educe  r i s k  o f  d i s a b l i n g  e v e n t s  such  as  h i p
f r a c t u r e s  and s t r o k e s ,  and impairments f o l l o w i n g  t h e s e  e v e n t s ;  

i n t e r v e n t i o n s  t o  p r e v e n t  o r  r educe  d i s a b i l i t i e s  i n  complex
f u n c t i o n s  i n v o l v i n g  combined motor, s enso ry ,  and c o g n i t i v e
performance;  

i n t e r v e n t i o n s  t o  p r e v e n t  o r  r educe  d i s a b l i n g  s i d e  e f fec ts  from 
medicat  i o n  u s e  ; 

i n t e r v e n t i o n s  t o  p r e v e n t ,  l e s s e n ,  o r  s h o r t e n  temporary d i s a b i l i t y
from e x a c e r b a t i o n  o r  c o m p l i c a t i o n s  o f  c h r o n i c  d i s e a s e s  of o l d e r  
p e r s o n s ;  

i n t e r v e n t i o n s  t o  p r e v e n t  o r  rduce d i s a b l i n g  s e q u e l a e  o f  menopause
and a s s o c i a t e d  e s t r o g e n  d e f i c i e n c y ;  

combined i n t e r v e n t i o n  s t r a t e g i e s  t o  p r e v e n t  o r  a m e l i o r a t e  
d i s a b i l i t i e s  i n  o l d e r  p e r s o n s  wi th  m u l t i p l e  impairments .  

SPECIAL INSTRUCTIONS FOR INCLUSION OF WOMEN AND MINORITIES I N  CLINICAL 

RESEARCH STUDIES 


For p r o j e c t s  i n v o l v i n g  c l i n i c a l  r e s e a r c h ,  N I H  r e q u i r e s  a p p l i c a n t s  t o  g i v e 

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

p o p u l a t i o n s .  If women or m i n o r i t i e s  are  n o t  i n c l u d e d  i n  t h e  s t u d y  p o p u l a t i o n s  -

f o r  c l i n i c a l  s t u d i e s ,  a s p e c i f i c  j u s t i f i c a t i o n  f o r  t h i s  e x c l u s i o n  must be 

p r o v i d e d .  A p p l i c a t i o n s  wi thou t  such documentat ion w i l l  n o t  be a c c e p t e d  f o r  

r ev iew.  


INTERVENTION DEVELOPMENT STUDIES: O A I C s  w i l l  a l s o  s u p p o r t  i n t e r v e n t i o n  

development s t u d i e s  t o  i d e n t i f y ,  deve lop ,  or r e f i n e  p o t e n t i a l  i n t e r v e n t i o n s  t o  

p r e s e r v e  o r  i n c r e a s e  independence.  Types o f  such s t u d i e s  i n c l u d e  p r e l i m i n a r y  

t e s t s  o f  t h e r a p i e s  t o  t e s t  t h e i r  e f f e c t s  on p h y s i o l o g i c  and/or  b e h a v i o r a l  

f a c t o r s  known t o  a f f e c t  f u n c t i o n a l  s t a t u s ,  and s t u d i e s  t o  i d e n t i f y  o r  confirm 

r e v e r s i b l e  o r  p r e v e n t i b l e  r i s k  f a c t o r s  f o r  d i s a b i l i t y  a n d l o r  d i s a b l i n g  e v e n t s .  

Large - sca l e  ep idemio log ic  s t u d i e s  a r e  o u t s i d e  t h e  scope o f  t h i s  RFA. 


RESEARCH RESOURCES CORES:  A p p l i c a n t s  may r e q u e s t  c o r e  r e s o u r c e  suppor t  t o  

enhance t h e  q u a l i t y  o f  O A I C  r e s e a r c h  p r o j e c t s ,  i . e . ,  I n t e r v e n t i o n  S t u d i e s , 

I n t e r v e n t i o n  Development S t u d i e s ,  and P i l o t  Research P r o j e c t s .  


RESEARCH DEVELOPMENT CORE: T h i s  c o r e  w i l l  p r o v i d e  s a l a r y  and o t h e r  s u p p o r t 

f o r  j u n i o r  f a c u l t y  and r e s e a r c h  a s s o c i a t e s  t o  a c q u i r e  a b i l i t i e s  i n  a l l  phases 

o f  r e s e a r c h  t o  deve lop  i n t e r v e n t i o n s  t h a t  enhance independence, i n c l u d i n g 

c l i n i c a l  t r i a l s ,  s t u d i e s  o f  mechanisms u n d e r l y i n g  t r e a t m e n t  r e s p o n s e ,  and 

cos t - e f f ec t iveness /hea l th  care u t i l i z a t i o n  s t u d i e s .  The Research Development

Core w i l l  a l s o  s u p p o r t  p i l o t  r e s e a r c h  p r o j e c t s  on t o p i c s  r e l a t e d  t o  t h e  

a c t i v i t i e s  o f  t h e  O A I C  . 

DEMONSTRATION AND INFORMATION DISSEMINATION PROJECTS: O A I C s  must i n c l u d e  

a c t i v i t i e s  t o  t r a n s l a t e  f i n d i n g s  from t h e i r  r e s e a r c h  i n t o  h e a l t h  c a r e  

p r a c t i c e .  


LEADERSHIP/ADMINISTKTIVE CORE: A p p l i c a n t s  may r e q u e s t  funds  f o r  t h e  O A I C  

D i r e c t o r ,  O A I C  A d m i n i s t r a t o r ,  and s u p p o r t  s t a f f .  The O A I C  D i r e c t o r  shou ld  be 

a s c i e n t i s t  who can p r o v i d e  e f f e c t i v e  a d m i n i s t r a t i v e  and s c i e n t i f i c  l e a d e r s h i p 

and c o o r d i n a t i o n  wi th  O A I C  i n t e r v e n t i o n  s t u d i e s .  An O A I C  A d m i n i s t r a t o r  who 

w i l l  a s s i s t  t h e  D i r e c t o r  i n  managing t h e  C e n t e r ,  a d d r e s s i n g  i s s u e s  o f  f i s c a l  

management and compliance w i t h  i n s t i t u t i o n a l ,  PHS, N I H ,  and N I A  p o l i c i e s ,  must 


Ibe  i d e n t i f i e d  . 
MECHANISM AND SCALE OF SUPPORT: Older Americans lndependence C e n t e r s  w i l l  be 
suppor t ed  t h r o u g h  comprehensive c e n t e r  g r a n t s  ( P 6 0 ) .  The t o t a l  c o s t s  ( d i r e c t  
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p l u s  i n d i r e c t )  r e q u e s t e d  p e r  a p p l i c a t i o n  f o r  t h e  f i rs t  y e a r  may n o t  exceed 
$1,500,000.  P l a n s  are t o  make up t o  3-4 awards depending upon a v a i l a b i l i t y  of 
f u n d s .  Up t o  $3 .9  m i l l i o n  ( t o t a l  c o s t )  f o r  f i r s t - y e a r  expenses ,  and 
a d d i t i o n a l  approved expenses  f o r  up t o  f i v e  y e a r s ,  w i l l  b e  committed i n  F i sca l  
Year 1991 t o  fund a p p l i c a t i o n s  submi t t ed  i n  r e sponse  t o  t h i s  RFA, s u b j e c t  t o  
r e c e i p t  o f  h i g h - q u a l i t y  a p p l i c a t i o n s  and a v a i l a b i l i t y  o f  f u n d s .  

*+nJ 

REVIEW PROCEDURES AND CRITERIA,  AND METHOD OF APPLYING: A p p l i c a t i o n s  w i l l  b e  
r e c e i v e d  by t h e  N I H  D i v i s i o n  o f  Research Gran t s  and a s s i g n e d  t o  N I A .  
Responsive a p p l i c a t i o n s  w i l l  b e  a s s i g n e d  t o  a s p e c i a l  i n s t i t u t e  review group
f o r  review.  Customary s c i e n t i f i c  review c r i t e r i a  w i l l  b e  a p p l i e d ,  i n c l u d i n g
s i g n i f i c a n c e  o f  t h e  r e s e a r c h  p r o j e c t  t o  t h e  g o a l s  o f  t h e  RFA. A complete  copy
o f  t h e  RFA and program g u i d e l i n e s  may be  o b t a i n e d  from t h e  N I A  c o n t a c t  l i s t e d  
below. A p p l i c a t i o n s  must be  submi t t ed  on t h e  s t a n d a r d  PHS 398 ( r e v .  10/88 ,
r e p r i n t e d  10/89) a p p l i c a t i o n  form. The d e a d l i n e  f o r  r e c e i p t  o f  a p p l i c a t i o n s
is May 17, 1991. On i t e m  2 o f  t h e  face page o f  t h e  a p p l i c a t i o n ,  a p p l i c a n t s
should e n t e r :  N I A  RFA--Claude Pepper Older  Americans Independence Cen te r ,  
AG-91-05. The RFA l a b e l  a v a i l a b l e  i n  t h e  a p p l i c a t i o n  form PHS 398 must be  
a f f i x e d  t o  t h e  bottom o f  t h e  face page and p l a c e d  on t o p  o f  t h e  e n t i r e  
package. 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  t h e  
a p p l i c a t i o n  and p r e v e n t  it from r e a c h i n g  t h e  review committee i n  t i m e  f o r  
r ev iew.  

A complete  copy o f  t h e  RFA and program g u i d e l i n e s  may be  o b t a i n e d  from: 

S t a n l e y  L .  S l a t e r ,  M . D .  
G e r i a t r i c s  Program, N I A  
B u i l d i n g  31, Rooin 5C27 
Bethesda,  MD 20892 
Telephone: (301)  496-6761 

O N G O I N G  PROGRAM ANNOUNCEMENTS 

MECHANISMS OF H I V  PATHOGENESIS I N  PEDIATRIC POPULATIONS 

PA: PA-91-25 

P.T. 34; K.W.  0715008, 0765033, 0745027, 0770005, 0715125, 0710070 
1.I 

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 

A p p l i c a t i o n  Rece ip t  Dates: May 1 ,  September 1 ,  J anua ry  2 

PURPOSE 

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 )  is 
d e s i g n a t e d  as t h e  l e a d  i n s t i t u t e  f o r  t h e  i n v e s t i g a t i o n  o f  t h e  p a t h o g e n e s i s ,
p r e v e n t i o n ,  and t r e a t m e n t  o f  t h e  human immunodeficiency v i r u s  ( H I V )
r e s p o n s i b l e  for t h e  acquired immunodeficiency syndrome (AIDS). HIV-infected 
women as well as c h i l d r e n  bo rn  t o  HIV-infected women are t h e  fas tes t  growing
p o p u l a t i o n s  of AIDS p a t i e n t s .  The c l i n i c a l  m a n i f e s t a t i o n s  o f  p e d i a t r i c  AIDS 
d i f f e r  from t h o s e  s e e n  i n  a d u l t s .  Recur ren t  b a c t e r i a l  i n f e c t i o n s ,  lymphocyt ic
i n t e r s t i t i a l  pneumonit is  and encephalopathy,  as w e l l  as  n e u r o l o g i c a l  and 
p h y s i c a l  growth d e f i c i t s ,  are commonly observed i n  c h i l d r e n  w i t h  H I V  
i n f e c t i o n .  Immune d y s f u n c t i o n  i s  found i n  c h i l d r e n  w i t h  g r e a t e r  t h a n  1500 CD4 
T cells/mm3. Compared t o  a d u l t s ,  o p p o r t u n i s t i c  i n f e c t i o n s  and AIDS symptoms 
appea r  much ea r l i e r  a f t e r  i n f e c t i o n  i n  most c h i l d r e n ,  w i t h  5 0  p e r c e n t
diagnosed b e f o r e  one y e a r  o f  age and 82 p e r c e n t  w i t h i n  t h e  f irst  t h r e e  y e a r s .
L i t t l e  i s  known conce rn ing  t h e  mechanisms o f  p a t h o g e n e s i s  o f  H I V  i n f e c t i o n  i n  
t h e  immature h o s t ,  and t h i s  l a c k  o f  knowledge makes it d i f f i c u l t  t o  d e f i n e  
e f f e c t i v e  t r e a t m e n t  s t r a t e g i e s .  

RESEARCH OBJECTIVE 

The o b j e c t i v e  o f  t h i s  program announcement is  t o  s t i m u l a t e  r e s e a r c h  on t h e  
mechanisms o f  H I V  p a t h o g e n e s i s  i n  h o s t s  w i t h  deve lop ing  immune and 
n e u r o l o g i c a l  sys t ems .  

A p p l i c a t i o n s  t h a t  f o c u s  on s p e c i f i c  s t r a t e g i e s  t o  de t e rmine  t h e  mechanisms of  
H I V  p a t h o g e n e s i s  i n  p e d i a t r i c  p o p u l a t i o n s  are encouraged.  These s t r a t e g i e s  
may i n c l u d e ,  b u t  are n o t  l i m i t e d  t o ,  t h e  f o l l o w i n g  areas:  

-’ 	 1 .  Determine t h e  c e l l s / o r g a n s  h a r b o r i n g  H I V ,  t h e  t i m e  and mode of  i n f e c t i o n  
( i n  u t e r o ,  p e r i n a t a l ,  b r e a s t  m i l k ) ,  t h e  r o u t e  and mechanisms o f  v i r a l  s p r e a d ,
c e l l  t r o p i s m ,  and g e n e t i c  v a r i a t i o n  i n  p e d i a t r i c  H I V  i n f e c t i o n .  
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2 .  	 Determine i f  t h e r e  i s  t r a n s f e r  o f  ma te rna l  immunity t o  t h e  f e t u s ,  and i f  
so, d e f i n e  t h e  p a r a m e t e r s  ( e . g . ,  v i r a l  l o a d ,  t i m e ,  mechanism). I d e n t i f y
s t ra teg ies  t o  induce  o r  ampl i fy  p r o t e c t i v e  immune r e s p o n s e ( s 1  i n  
immunosuppressed i n d i v i d u a l s .  

3 .  Def ine  t h e  mechanisms f o r  t h e  immunologic a b n o r m a l i t i e s  i n  p e d i a t r i c
p o p u l a t i o n s .  

A .  	 A b n o r m a l i t i e s  i n  humoral immunity: Which r e g u l a t o r y  mechanism(s1 
are  impa i red?  Which r e g u l a t o r y  mechanisms de te rmine  whether 
immunoglobulin l e v e l s  are e l e v a t e d  o r  d e f i c i e n t ?  

B .  A b n o r m a l i t i e s  i n  c e l l u l a r  immunity. 

C .  A b n o r m a l i t i e s  i n  a n t i g e n  p r e s e n t i n g  c e l l s .  

D .  	 A b n o r m a l i t i e s  i n  r e g u l a t i o n ,  p r o d u c t i o n ,  and/or  e x p r e s s i o n  o f  
c y t o k i n e s  and/or  lymphokines.  

4 .  	 Def ine  t h e  c e l l u l a r  f a c t o r s  i n  t h e  immature h o s t  t h a t  i n t e r a c t  w i t h  v i r a l  
r e g u l a t o r y  e l e m e n t s .  

5 .  Def ine  t h e  mechanisms f o r  n e u r o l o g i c  a b n o r m a l i t i e s  and neuropathology i n  
p e d i a t r i c  p o p u l a t i o n s .  

6 .  	 Def ine  t h e  f a c t o r s  and c o - f a c t o r s  i n f l u e n c i n g / c a u s i n g  lymphocyt ic
i n t e r s t i t i a l  pneumonit is  and t h e  mechanisms o f  p a t h o g e n e s i s .  

7 .  	 Def ine  t h e  pa thogen ic  mechanisms t h a t  a l l o w  r e c u r r e n t  b a c t e r i a l  
i n f e c t i o n s ,  v i r a l  i n f e c t i o n s  ( e . g . ,  EBV, CMV, J C ) ,  f u n g a l ,  and o t h e r  
o p p o r t u n i s t i c  i n f e c t i o n s  i n  c h i l d r e n  w i t h  H I V  i n f e c t i o n .  

8 .  Def ine  t h e  h o s t  and v i r a l  fac tors  t h a t  de t e rmine  t h e  a c c e l e r a t e d  c o u r s e  o f  
H I V  d i s e a s e  p r o g r e s s i o n  i n  some i n f a n t s  and c h i l d r e n  and t h a t  a l l o w  l a t e n c y  i n  
o t h e r  c h i l d r e n  f o r  many y e a r s .  

9. Define a p p r o p r i a t e  animal  models f o r  t h e  s t u d y  o f  p e d i a t r i c  AIDS. 

The approaches  o u t l i n e d  above are n o t  i n t e n d e d  t o  be  comprehensive n o r  are  
t h e y  r e q u i r e d .  A l l  r e s e a r c h  s t r a t e g i e s  t h a t  w i l l  l e a d  t o  i n s i g h t s  i n t o  t h e  
mechanism of p a t h o g e n e s i s  i n  p e d i a t r i c  H I V  i n f e c t i o n  are encouraged under  t h i s  *-* 
program announcement. 

MECHANISM OF SUPPORT 

The N I A I D  encourages  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 o p i c s  r e l e v a n t  t o  
p e d i a t r i c  AIDS. T h i s  program announcement i n v i t e s  R01 a p p l i c a t i o n s  from 
i n v e s t i g a t o r s  who wish t o  p l a y  an a c t i v e  r o l e  i n  d e f i n i n g  t h e  d i r e c t i o n  o f  
such  r e s e a r c h .  Although no funds  are s p e c i f i c a l l y  set a s i d e  f o r  fund ing  
g r a n t s  submi t t ed  i n  r e sponse  t o  t h i s  program announcement, t h e  N I H  r e g a r d s
h i g h  q u a l i t y  r e s e a r c h  i n  p e d i a t r i c  AIDS as an area o f  h i g h  p r i o r i t y .  The 
t o t a l  p r o j e c t  p e r i o d  f o r  a p p l i c a t i o n s  submi t t ed  i n  r e sponse  t o  t h i s  program 
announcement shou ld  n o t  exceed f i v e  y e a r s  for domest ic  i n s t i t u t i o n s  and t h r e e  
y e a r s  f o r  f o r e i g n  i n s t i t u t i o n s .  

E L I G I B I L I T Y  

A p p l i c a t i o n s  may be  submi t t ed  by n o n p r o f i t  o r  f o r - p r o f i t  o r g a n i z a t i o n s  and by

p u b l i c  o r  p r i v a t e  e n t i t i e s  such as  u n i v e r s i t i e s ,  c o l l e g e s ,  h o s p i t a l s , 

l a b o r a t o r i e s ,  u n i t s  o f  S t a t e  o r  l o c a l  governments,  and e l i g i b l e  a g e n c i e s  of  

t h e  F e d e r a l  Government. Minor i ty  i n d i v i d u a l s  and women are  encouraged t o  

a p p l y .  Both f o r e i g n  and domest ic  i n s t i t u t i o n s  are e l i g i b l e  t o  a p p l y .  


SPECIAL INSTRUCTIONS TO APPLICANTS REGARDING IMPLEMENTATION OF N I H  POLICIES 

CONCERNING INCLUSION OF WOMEN AND MINORITIES I N  C L I N I C A L  RESEARCH STUDY 

POPULATIONS 


N I H  and ADAMHA p o l i c y  i s  t h a t  a p p l i c a n t s  f o r  NIHYADAMHA c l i n i c a l  r e s e a r c h  

g r a n t s  and c o o p e r a t i v e  agreements  w i l l  be r e q u i r e d  t o  i n c l u d e  m i n o r i t i e s  and 

women i n  s t u d y  p o p u l a t i o n s  so t h a t  r e s e a r c h  f i n d i n g s  can  be  of  b e n e f i t  t o  a l l  

p e r s o n s  a t  r i s k  o f  t h e  d i s e a s e ,  d i s o r d e r  o r  c o n d i t i o n  under s t u d y ;  s p e c i a l 

emphasis shou ld  be  p l a c e d  on t h e  need f o r  i n c l u s i o n  o f  m i n o r i t i e s  and women i n  

s t u d i e s  o f  d i s e a s e s ,  d i s o r d e r s  and c o n d i t i o n s  which d i s p r o p o r t i o n a t e l y  affect  

them. T h i s  p o l i c y  is  i n t e n d e d  t o  a p p l y  t o  males and females o f  a l l  a g e s .  If 

women o r  m i n o r i t i e s  are  excluded o r  i n a d e q u a t e l y  r e p r e s e n t e d  i n  c l i n i c a l  

*.uL
r e s e a r c h ,  p a r t i c u l a r l y  i n  proposed popu la t ion -based  s t u d i e s ,  a clear 

compe l l ing  r a t i o n a l e  shou ld  be  p rov ided .  
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The composi t ion o f  t h e  proposed s t u d y  p o p u l a t i o n  must be  d e s c r i b e d  i n  terms of 

gender  and r a c i a l l e t h n i c  group.  I n  a d d i t i o n ,  gender  and r a c i a W e t h n i c  i s s u e s  

shou ld  be  addres sed  i n  deve lop ing  a r e s e a r c h  d e s i g n  and sample s ize  

a p p r o p r i a t e  f o r  t h e  s c i e n t i f i c  o b j e c t i v e s  o f  t h e  s t u d y .  T h i s  i n f o r m a t i o n  

shou ld  b e  inc luded  i n  t h e  form PHS 398 i n  S e c t i o n  2, A-D o f  t h e  Research P lan  

AND summarized i n  S e c t i o n  2,  E ,  Human S u b j e c t s .  A p p l i c a n t s / o f f e r o r s  are urged 

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

r e p r e s e n t a t i o n  o f  m i n o r i t y  g roups .  However, N I H  r e c o g n i z e s  t h a t  it may n o t  be  

f e a s i b l e  o r  a p p r o p r i a t e  i n  a l l  r e s e a r c h  p r o j e c t s  t o  i n c l u d e  r e p r e s e n t a t i o n  o f  

t h e  f u l l  a r r a y  o f  Un i t ed  S t a t e s  r a c i a l l e t h n i c  m i n o r i t y  p o p u l a t i o n s  ( i . e . , 

Nat ive  Americans ( i n c l u d i n g  American I n d i a n s  o r  Alaskan N a t i v e s ) , 

A s i a n l P a c i f i c  I s l a n d e r s ,  Blacks,  H i s p a n i c s ) .  


The r a t i o n a l e  f o r  s t u d i e s  on s i n g l e  m i n o r i t y  p o p u l a t i o n  groups shou ld  be  

prov ided .  


For t h e  pu rpose  o f  t h i s  p o l i c y ,  c l i n i c a l  r e s e a r c h  i n c l u d e s  human b iomed ica l  

and b e h a v i o r a l  s t u d i e s  o f  e t i o l o g y ,  epidemiology, p r e v e n t i o n  (and p r e v e n t i v e 

s t r a t e g i e s ) ,  d i a g n o s i s ,  o r  t r e a t m e n t  o f  d i s e a s e s ,  d i s o r d e r s  o r  c o n d i t i o n s , 

i n c l u d i n g  b u t  n o t  l i m i t e d  t o  c l i n i c a l  t r i a l s .  


The u s u a l  N I H  p o l i c i e s  conce rn ing  r e s e a r c h  on human s u b j e c t s  a l s o  a p p l y . 

Basic r e s e a r c h  o r  c l i n i c a l  s t u d i e s  i n  which human t i s s u e s  cannot  b e  i d e n t i f i e d  

o r  l i n k e d  t o  i n d i v i d u a l s  are exc luded .  However, eve ry  e f f o r t  shou ld  be  made 

t o  i n c l u d e  human t i s s u e s  from women and r a c i a l l e t h n i c  m i n o r i t i e s  when it is 

impor t an t  t o  a p p l y  t h e  r e s u l t s  o f  t h e  s t u d y  b r o a d l y ,  and t h i s  shou ld  be  

addres sed  by a p p l i c a n t s .  


For f o r e i g n  awards,  t h e  p o l i c y  on i n c l u s i o n  o f  women a p p l i e s  f u l l y ;  s i n c e  t h e  

d e f i n i t i o n  o f  m i n o r i t y  d i f f e r s  i n  o t h e r  c o u n t r i e s ,  t h e  a p p l i c a n t  must d i s c u s s  

t h e  r e l e v a n c e  o f  r e s e a r c h  i n v o l v i n g  f o r e i g n  p o p u l a t i o n  groups t o  t h e  United 

S t a t e s '  p o p u l a t i o n s ,  i n c l u d i n g  m i n o r i t i e s .  


If t h e  r e q u i r e d  i n f o r m a t i o n  i s  n o t  c o n t a i n e d  w i t h i n  t h e  a p p l i c a t i o n ,  t h e  

a p p l i c a t i o n  w i l l  be r e t u r n e d .  


Peer  reviewers w i l l  a d d r e s s  s p e c i f i c a l l y  whether t h e  r e s e a r c h  p l a n  i n  t h e  

a p p l i c a t i o n  conforms t o  t h e s e  p o l i c i e s .  If t h e  r e p r e s e n t a t i o n  o f  women o r  

m i n o r i t i e s  i n  a s t u d y  d e s i g n  i s  inadequa te  t o  answer t h e  s c i e n t i f i c  

q u e s t i o n ( s 1  addres sed  AND t h e  j u s t i f i c a t i o n  f o r  t h e  s e l e c t e d  s t u d y  p o p u l a t i o n 

is i nadequa te ,  it w i l l  b e  c o n s i d e r e d  a s c i e n t i f i c  weakness o r  d e f i c i e n c y  i n  

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

a p p l i c a t i o n .  


A l l  a p p l i c a t i o n s  f o r  c l i n i c a l  r e s e a r c h  submi t t ed  t o  N I H  a re  r e q u i r e d  t o  

a d d r e s s  t h e s e  p o l i c i e s .  N I H  fund ing  components w i l l  n o t  award g r a n t s  o r  

c o o p e r a t i v e  agreements  t h a t  do n o t  comply w i t h  t h e s e  p o l i c i e s .  


REVIEW PROCEDURES 


Although most a p p l i c a t i o n s  i n  r e sponse  t o  t h i s  announcement are expec ted  t o  b e  

a s s i g n e d  t o  t h e  N I A I D ,  whenever t h e r e  is i n t e r - i n s t i t u t e  programmatic o v e r l a p 

i n  t h e  proposed r e s e a r c h ,  t h e  PHS Referral G u i d e l i n e s  w i l l  p r e v a i l  i n  

assignment  of  a p p l i c a t i o n s  t o  t h e  i n s t i t u t e s .  A p p l i c a t i o n s  w i l l  b e  reviewed 

f o r  s c i e n t i f i c  and t e c h n i c a l  meri t  i n  accordance w i t h  t h e  u s u a l  N I H  p e e r 

review p rocedures  by t h e  D i v i s i o n  o f  Research Gran t s  ( D R G )  s t u d y  s e c t i o n s  

s p e c i a l l y  c o n s t i t u t e d  t o  review AIDS g r a n t  a p p l i c a t i o n s .  Fol lowing s t u d y 

s e c t i o n  review,  t h e  a p p l i c a t i o n s  w i l l  r e c e i v e  a second- l eve l  review by a n  

a p p r o p r i a t e  n a t i o n a l  a d v i s o r y  c o u n c i l .  The ea r l i e s t  award d a t e  f o r  s u c c e s s f u l  

a p p l i c a t i o n s  w i l l  b e  no more t h a n  s i x  months from t h e  r e c e i p t  d a t e .  


AWARD CRITERIA 

A p p l i c a t i o n s  w i l l  compete f o r  a v a i l a b l e  funds  w i t h  a l l  o t h e r  approved
a p p l i c a t i o n s .  The f o l l o w i n g  w i l l  b e  c o n s i d e r e d  i n  making fund ing  d e c i s i o n s :  

o Q u a l i t y  o f  t h e  proposed p r o j e c t  as  determined by p e e r  review 
o A v a i l a b i l i t y  o f  funds 
o Balance among r e s e a r c h  areas 

A p p l i c a t i o n s  from i n s t i t u t i o n s  t h a t  have a General  C l i n i c a l  Research Cen te r  
( G C R C )  funded by t h e  N I H  N a t i o n a l  Center  f o r  Research Resources  may i d e n t i f y
t h e  GCRC as  a r e s o u r c e  f o r  conduc t ing  t h e  proposed r e s e a r c h  by i n c l u d i n g  a 
l e t t e r  o f  agreement from e i t h e r  t h e  GCRC program d i r e c t o r  o r  P r i n c i p a l  

.H' I n v e s t i g a t o r .  
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METHOD OF APPLYING 


A p p l i c a t i o n s  must be  submi t t ed  on t h e  g r a n t  a p p l i c a t i o n  form PHS 398 ( r e v . 

10/88)  and w i l l  be  accep ted  a t  t h e  r e g u l a r  a p p l i c a t i o n  d e a d l i n e s  as i n d i c a t e d  

below. The r e l e v a n t  d a t e s  f o r  a p p l i c a t i o n s  f o r  AIDS-related r e s e a r c h  are:  


Rece ip t  Date I n i t i a l  Review Counci l  Review - Ear l ies t  Award 


May 1 June/  J u l y  September/October - Nov. 1 

September 1 October/November January /February  - March 1 

Janua ry  2 February/March May/June - J u l y  1 


A p p l i c a t i o n  k i t s  are a v a i l a b l e  a t  most i n s t i t u t i o n a l  b u s i n e s s  and 

g r a n t y c o n t r a c t  o f f i c e s  and may be  o b t a i n e d  from t h e  Office o f  Gran t s  

I n q u i r i e s ,  D i v i s i o n  o f  Research  Gran t s ,  Westwood Bu i ld ing ,  Room 449, N a t i o n a l  

I n s t i t u t e s  of  Hea l th ,  Bethesda ,  Maryland 20892. The t i t l e  and number o f  t h i s  

announcement, MECHANISMS OF H I V  PATHOGENESIS I N  PEDIATRIC POPULATIONS, 

PA-91-25, must be  t y p e d  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 .  


The completed o r i g i n a l  a p p l i c a t i o n  and twen ty - th ree  c o p i e s  must be  s e n t  or 

d e l i v e r e d  t o :  


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

'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  

5333 Westbard Avenue 

Bethesda,  MD 20892xx 


INQUIRIES 


Reques ts  f o r  f u r t h e r  i n fo rma t ion  may be  d i r e c t e d  t o :  


Gregory Milman, P h . D . ,  Chief 

Pa thogenes i s  Branch/DAIDS

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

6003 Execu t ive  B lvd . ,  Room 242P 

Bethesda ,  MD 20892 

Telephone:  ( 3 0 1 )  496-8378 

FAX: (301)  480-5703 


T h i s  program is d e s c r i b e d  i n  t h e  Ca ta log  o f  F e d e r a l  Domestic A s s i s t a n c e  No. 

93.856 - Microbiology and I n f e c t i o u s  Di sease  Research and 93.855 - 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 .  Gran t s  are awarded under  t h e  

a u t h o r i t y  o f  t h e  P u b l i c  Hea l th  S e r v i c e  A c t ,  T i t l e  I V ,  S e c t i o n  301 a s  amended,

P u b l i c  Law 78-410, P u b l i c  Law 97-219; P u b l i c  Law 99-158; P u b l i c  Law 99-500; 

and Report  99-711 t o  accompany HR 5233 and a d m i n i s t e r e d  under  PHG g r a n t 

p o l i c i e s  and F e d e r a l  Regu la t ions  42 CFR P a r t  52 and 45 CFR P a r t  74.  T h i s  

program i s  n o t  s u b j e c t  t o  t h e  in t e rgove rnmen ta l  review requ i r emen t s  of  

Execu t ive  Order 12372 or Hea l th  Systems Agency rev iew.  


ERRATUM 

MULTICENTER COOPERATIVE AGREEMENT FOR STUDYING NEURAL TUBE DEFECTS I N  MUTANT
MICE 
RFA: HD-91-09 

P.T. 34; K.W.  0710030, 1002004, 1002019, 1002059, 0755030 

N a t i o n a l  I n s t i t u t e  o f  Ch i ld  Hea l th  and Human Development 

The number a s s i g n e d  t o  t h e  above RFA (RFA HD-91-01), which appeared  i n  t h e  
February  1 i s s u e  o f  t h e  N I H  Guide f o r  Gran t s  and C o n t r a c t s  (Vol .  20,  No. 51,
is  i n  e r r o r .  I t  shou ld  be changed t o  'RFA 91-HD-09'. 

XXTHE MAILING ADDRESS GIVEN FOR SENDING APPLICATIONS TO THE DIVISION OF 
RESEARCH GRANTS OR CONTACTING PROGRAM STAFF I N  THE WESTWOOD B U I L D I N G  I S  THE 
CENTRAL MAILING ADDRESS FOR THE NATIONAL INSTITUTES OF HEALTH. APPLICANTS WHO 
USE EXPRESS MAIL OR A COURIER SERVICE ARE ADVISED TO FOLLOW THE CARRIER'S 
REQUIREMENTS FOR SHOWING A STREET ADDRESS. THE ADDRESS FOR THE WESTWOOD 
B U I L D I N G  I S :  

5333 Westbard Avenue 
Bethesda ,  Maryland 20816 

*U~S.G~P.O:1991-281-826:20033 
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