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DATED ANNOUNCEMENTS (RFPs AND RFAs) 

IMMUNOLOGICAL AND B I O L O G I C A L  CONSEQUENCES OF GENETIC 
VARIATION OF H I V  AND RELATED IMMUNODEFICIENCY VIRUSES 

RFP AVAILABLE: RFP-NIH-NIAID-AIDSP-89-5 

P.T. 34; K.W. 0715008, 0715120, 1002045, 0710070 

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 Vaccine Research and Development Branch, AIDS Program, N I A I D D ,  N I H ,  h a s  a 
requirement  f o r  c o n t r a c t o r s  t o  immunologically and b i o l o g i c a l l y  c h a r a c t e r i z e  
a t  l eas t  f i v e ,  and up t o  t e n ,  v i r u s  s t r a i n s  d e r i v e d  from m o l e c u l a r l y  c l o n e d  
H I V  and r e l a t e d  immunodeficiency v i r a l  genomes. 

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 .  A c o s t  reimbursement c o n t r a c t  is  a n t i c i p a t e d .  I t  is  a n t i c i p a t e d
t h a t  two (2 )  awards w i l l  b e  made. 

T h i s  is  a n  announcement f o r  an a n t i c i p a t e d  Request f o r  P roposa l  (RFP).
RFP-NIH-NIAID-AIDSP-89-5 w i l l  b e  i s s u e d  on o r  about  December 15, 1988, w i t h  a 
c l o s i n g  d a t e  t e n t a t i v e l y  set  f o r  February 2, 1989. 

Requests  f o r  t h e  RFP shou ld  be  d i r e c t e d  i n  w r i t i n g  t o :  

M s .  Ann L i n k i n s  

C o n t r a c t  Management Branch 

Westwood B u i l d i n g ,  5333 Westbard Avenue, Room 707 

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  

Bethesda,  Maryland 20892 


To r e c e i v e  a copy of t h e  RFP, p l e a s e  s u p p l y  t h i s  o f f i c e  w i t h  two ( 2 ) 

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  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 

which w i l l  b e  c o n s i d e r e d .  


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 .  

PURIFICATION, ISOLATION, AND CHARACTERIZATION OF GONADAL POLYPEPTIDES 

RFP AVAILABLE: NICHD-CD-89-10 

P.T. 34; K.W. 0760060, 1003002, 1003008 

N a t i o n a l  I n s t i t u t e  o f  C h i l d  Hea l th  and Human Development 

The C o n t r a c e p t i v e  Development branch o f  t h e  Cen te r  f o r  P o p u l a t i o n  Research,
N a t i o n a l  I n s t i t u t e  o f  C h i l d  Hea l th  and Human Development, h a s  a r equ i r emen t
f o r  t h e  p u r i f i c a t i o n ,  i s o l a t i o n ,  and c h a r a c t e r i z a t i o n  o f  new gonadal
p o l y p e p t i d e s  which p l a y  a r o l e  i n  t h e  r e g u l a t i o n  o f  r e p r o d u c t i v e  f u n c t i o n s .  
The g o a l  o f  t h i s  c o n t r a c t  program is t h e  s t r u c t u r a l  e l u c i d a t i o n  o f  t h e s e  
gonadal  p o l v p e p t i d e s .  P a r t i a l l y  p u r i f i e d  m a t e r i a l ( s 1  w i l l  made a v a i l a b l e  f o r  
b i o l o g i c a l  e v a l u a t i o n  ( a f t e r  independent  v e r i f i c a t i o n  o f  t h e  b i o l o g i c a l
a c t i v i t y )  and w i l l  be d i s t r i b u t e d  t o  t h e  s c i e n t i f i c  community. I t  i s  
a n t i c i p a t e d  t h a t  t h r e e  awards be  made under t h e  RFP f o r  a p e r i o d  o f  t h r e e  
y e a r s ,  each .  

O f f e r o r s  w i l l  b e  r e q u i r e d  t o  propose t h e  gonadal  p o l y p e p t i d e  f a c t o r ( s 1  t o  be  
pu r sued .  The i s o l a t i o n  o f  t h e  f a c t o r ( s 1  t o  be  pursued w i l l  b e  l i m i t e d  t o  
t h o s e  p r e s e n t  i n  p o r c i n e  f o l l i c u l a r  f l u i d  (pFF).  

O f f e r o r s  are n o t  r e q u i r e d  t o  have, in-house,  a l l  o f  t h e  c a p a b i l i t i e s  t o  
p u r i f y ,  i s o l a t e ,  b i o l o g i c a l l y  c h a r a c t e r i z e  and c h e m i c a l l y  c h a r a c t e r i z e  
( i n c l u d i n g  pr imary s t r u c t u r e  d e t e r m i n a t i o n )  t h e  proposed f a c t o r s .  Documented 
c o l l a b o r a t i o n  under a s u b c o n t r a c t  i s  encouraged b u t  t h e  prime c o n t r a c t o r  must 
be  a b l e  t o  conduc t ,  in-house,  t h e  n e c e s s a r y  b i o l o g i c a l  assays t o  f o l l o w  t h e  
a c t i v i t y  o f  t h e  f a c t o r ( s 1  proposed f o r  p u r i f i c a t i o n  and i s o l a t i o n .  The 
b i o l o g i c a l  c o l l a b o r a t i o n  w i l l  a l s o  a l l o w  f o r  t h e  b roade r  a s p e c t s  of 
i d e n t i f y i n g  o t h e r  p o t e n t i a l l y  impor t an t  f a c t o r ( s 1  i n  pFF. 

T h i s  i s  n o t  a Request f o r  P r o p o s a l s .  The RFP w i l l  b e  i s s u e d  on o r  about  
December 23, 1988 w i t h  a due d a t e  approx ima te ly  90 days t h e r e a f t e r .  Copies  o f  

* 	 t h e  RFP may b e  o b t a i n e d  by send ing  w r i t t e n  r e q u e s t s  t o  t h e  f o l l o w i n g  a d d r e s s .  
P l e a s e  e n c l o s e  a s e l f - a d d r e s s e d  l a b e l .  
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Pau l  J .  Duska, C o n t r a c t i n g  Officer 

C o n t r a c t s  Management S e c t i o n ,  OGC 

N a t i o n a l  I n s t i t u t e  o f  C h i l d  Hea l th  and Human Development

E x e c u t i v e  P l a z a  North,  Room 610 

Bethesda,  Maryland 20892 


PATHOGENESIS AND NATURAL HISTORY OF HUMAN PAPILLOMA VIRUSES 


RFA AVAILABLE: 89-AI-02 

P.T. 34; K.W.  0715125, 1002045, 0765033, 07 5182, 07 0070 

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  R e c e i p t  Date: March 9, 1989 
Let t e r  o f  I n t e n t  Date: Februa ry  1, 1989 

BACKGROUND INFORMATION 

The N a t i o n a l  I n s t i t u t e  o f  A l l e r g y  and I n f e c t i o u s  Diseases ( N I A I D )  wishes  t o  
expand i t s  s u p p o r t  o f  r e s e a r c h  on s e x u a l l y  t r a n s m i t t e d  human pap i l loma  v i r u s e s  
(HPV) and i n v i t e s  a p p l i c a t i o n s  f o r  program p r o j e c t  g r a n t s  t o  be  i n i t i a t e d  
d u r i n g  FY 1989 f o r  a c o n t i n u i n g  program o f  r e s e a r c h  on HPV o f  t h e  male and 
female g e n i t a l i a .  Emphasis o f  r e s e a r c h  w i l l  b e  on t h e  n a t u r a l  h i s t o r y  o f  
i n f e c t i o n ,  t h e  b i o l o g y  o f  t h e  v i r u s e s ,  p a t h o g e n e s i s  and t h e  immune r e s p o n s e s .  

RESEARCH GOALS AND SCOPE 

The i n c i d e n c e  o f  i n f e c t i o n  w i t h  HPV among s e x u a l l y  a c t i v e  women a p p e a r s  t o  be  
i n c r e a s i n g  a t  a n  a l a rming  r a t e .  Although many o f  t h e s e  i n f e c t i o n s  s u b s i d e  
w i t h o u t  c l i n i c a l  d e t e c t i o n ,  o t h e r s  do p r o g r e s s  t o  condylomata acuminata  ( f l a t
war t s ) ,  c e r v i c a l  d y s p l a s i a ,  and even n e o p l a s t i c  c o n d i t i o n s  t h a t  c o u l d  become 
ma l ignan t .  I n  a d d i t i o n ,  t h e r e  i s  ev idence  t h a t  HPV i n f e c t i o n s  o f  t h e  
g e n i t a l i a  may p r e d i s p o s e  i n d i v i d u a l s  t o  i n f e c t i o n s  w i t h  human immunodeficiency
v i r u s  ( H I V ) .  HPV i s o l a t e d  from humans have n o t  been s u c c e s s f u l l y  c u l t i v a t e d  
i n  v i t r o  and do n o t  e l i c i t  a c t i v e  i n f e c t i o n s  i n  o t h e r  a n i m a l s .  T h e r e f o r e ,
s t u d i e s  o f  t h e  s t r u c t u r e  and b i o l o g y  o f  HPV have n e c e s s i t a t e d  t h e  u s e  o f  
t e c h n o l o g i e s  developed w i t h  o t h e r  pap i l loma  v i r u s e s  t h a t  are more e a s i l y
manipulated i n  t h e  l a b o r a t o r y .  HPV genes have been c l o n e d  by recombinant DNA 
t e c h n i q u e s ,  sequenced and gene p r o d u c t s  e x p r e s s e d  i n  v i t r o .  A n t i b o d i e s  and 
o t h e r  immune r e s p o n s e s  t o  t h e s e  gene p r o d u c t s  can be e l i c i t e d  and s t u d i e d  i n  
a n i m a l s .  However, t h e r e  i s  y e t  no s a t i s f a c t o r y  system d e s c r i b e d  f o r  
e v a l u a t i n g  t h e  immune r e s p o n s e s  i n  terms o f  r ecove ry  from o r  p r o t e c t i o n
a g a i n s t  i n f e c t i o n .  F u r t h e r ,  t h e r e  are many o t h e r  a s p e c t s  o f  t h e  n a t u r a l  
h i s t o r y  o f  t h e  human i n f e c t i o n  t h a t  remain t o  be  e l u c i d a t e d .  

The N I A I D  encourages  m u l t i d i s c i p l i n a r y  approaches t o  f u r t h e r  o u r  knowledge o f  
t h e  i n c i d e n c e ,  epidemiology,  and p a t h o g e n e s i s  o f  HPV and t h e  a s s o c i a t e d  h o s t  
immune r e s p o n s e s  t o  i n f e c t i o n  t h a t  may l e a d  t o  development o f  s t r a t e g i e s  f o r  
p r e v e n t i o n  and c o n t r o l  o f  t h i s  o f t e n  s i l e n t  b u t  i n s i d i o u s  s e x u a l l y  t r a n s m i t t e d  
d i s e a s e .  It is  expec ted  t h a t  p r o p o s a l s  w i l l  i n c l u d e  a c l i n i c a l  component w i t h  
access t o  a p a t i e n t  p o p u l a t i o n  and c l i n i c a l  specimens.  They a l s o  may i n c l u d e  
s u b p r o j e c t s  on t h e  b i o l o g y  o f  HPV, t r e a t m e n t  m o d a l i t i e s ,  epidemiology,
immunology, and b e h a v i o r a l  aspects r e l a t e d  t o  t r a n s m i s s i o n  and/or  d i s e a s e  
m a n i f e s t a t i o n .  Immunologic and p a t h o g e n e s i s  s t u d i e s  may i n c l u d e  animal  models 
w i t h  o t h e r  p a p i l l o m a v i r u s e s  t h a t  have r e l e v a n c e  t o  t h e  immune r e sponse  t o  HPV 
i n  humans. 

MECHANISM OF SUPPORT 

Competi t ion is open f o r  two awards f o r  program p r o j e c t s .  T o t a l  d i r e c t  and 
i n d i r e c t  c o s t s  shou ld  n o t  exceed $800,000 e a c h .  No c u r r e n t l y  funded STD 
Research Unit  suppor t ed  by N I A I D  w i l l  b e  competing f o r  t h e s e  awards.  Domestic 
i n s t i t u t i o n s ,  medical  c o l l e g e s ,  h o s p i t a l  l a b o r a t o r i e s  and o t h e r  p u b l i c  or 
p r i v a t e  i n s t i t u t i o n s ,  i n c l u d i n g  s t a t e  and l o c a l  government u n i t s ,  are e l i g i b l e  
t o  a p p l y .  I n t e r i n s t i t u t i o n a l  c o l l a b o r a t i o n s  o r  c o n s o r t i a ,  e i t h e r  domes t i c  o r  
f o r e i g n ,  mav be  al lowed where n e c e s s a r y .  

P r o j e c t s  can  be  suppor t ed  f o r  up t o  f i v e  y e a r s  w i thou t  a d d i t i o n a l  c o m p e t i t i o n
c o n t i n g e n t  upon a v a i l a b i l i t y  o f  f u n d s .  

APPLICATION PROCEDURES 

P r o s p e c t i v e  a p p l i c a n t s  shou ld  r e q u e s t  a copy o f  t h e  f u l l  RFA from t h e  
I n s t i t u t e  c o n t a c t  p e r s o n  l i s t e d  below. A l l  a p p l i c a t i o n  i n  r e sponse  t o  t h i s  
RFA must be  submi t t ed  on A p p l i c a t i o n  Form 398 Rev. 9/86. The RFA l a b e l  
c o n t a i n e d  i n  t h e  a p p l i c a t i o n  k i t  must be a f f i x e d  t o  t h e  bottom o f  t h e  face 
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page.  F a i l u r e  t o  u s e  t h i s  l a b e l  cou ld  r e s u l t  i n  de l ayed  p r o c e s s i n g  o f  your  
* 	 a p p l i c a t i o n  such  t h a t  it may n o t  r e a c h  t h e  review committee i n  t i m e  f o r  

r ev iew.  I n s e r t  on l i n e  2 o f  t h e  a p p l i c a t i o n  face page t h e  t i t l e  o f  t h i s  RFA,
l lPa thogenes i s  and N a t u r a l  H i s t o r y  o f  Human Papi l loma V i r u s e s , ”  and t h e  RFA 
number 89-AI-02. 

Y Y I 	 A l l  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  t e x t  o f  t h i s  RFA shou ld  be  d i r e c t e d  
t o :  

W i l l i a m  P. A l l e n ,  Ph.D. 

B a c t e r i o l o g y  and Vi ro logy  Branch 

N I A I D ,  N I H  

Westwood B u i l d i n g ,  Room 738 

Bethesda,  Maryland 20892 

Telephone: (301) 496-7728 


I n t e r e s t e d  i n v e s t i g a t o r s  are  asked t o  submit a l e t t e r  o f  i n t e n t  o r  c a l l  by

Janua ry  27, 1989, t h e  I n s t i t u t e  c o n t a c t  pe r son .  The l e t t e r  o f  i n t e n t  should 

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

under  c o n s i d e r a t i o n  f o r  t h e  program p r o j e c t .  


MODELS FOR TREATING H I G H  BLOOD CHOLESTEROL 


RFA AVAILABLE: 89-HL-05-H 

P.T. 34; K.W. 0715040, 0415000, 0403004, 0730050, 0404000 
N a t i o n a l  Heart ,  Lung, and Blood 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: March 24, 1989 

The L i p i d  Metabolism-Atherogenesis Branch o f  t h e  D i v i s i o n  o f  Heart and 
Vascu la r  Diseases and t h e  Office o f  P r e v e n t i o n ,  Educat ion and C o n t r o l ,
N a t i o n a l  Heart, Lung, and Blood I n s t i t u t e  ( N H L B I ) ,  announces t h e  a v a i l a b i l i t y
o f  a Request f o r  A p p l i c a t i o n s  (RFA) on t h e  above s u b j e c t .  Copies  o f  t h e  RFA 
are c u r r e n t l y  a v a i l a b l e  from s t a f f  o f  t h e  NHLBI .  

T h i s  program w i l l  s u p p o r t  demons t r a t ion  and e d u c a t i o n  r e s e a r c h  t o  deve lop  and 
e v a l u a t e  p r imary  c a r e  models f o r  t h e  d e t e c t i o n ,  e v a l u a t i o n  and tvea tmen t  o f  

W 	 h i g h  blood c h o l e s t e r o l  based on g u i d e l i n e s  developed by t h e  Adult  Treatment  
Pane l  (ATP) o f  t h e  N a t i o n a l  C h o l e s t e r o l  Educa t ion  Program ( N C E P ) .  I n  
a d d i t i o n ,  t h e  program is t o  e v a l u a t e  t h e  f e a s i b i l i t y  o f  implementing t h e s e  
g u i d e l i n e s  i n  u s u a l  p r imary  care p r a c t i c e  i n  terms o f  t h e  impact on r e s o u r c e s  
and h e a l t h  p e r s o n n e l ,  and c o s t s  t o  p r a c t i c e  and p a t i e n t s .  I t  i s  i n t e n d e d  t h a t  
t h i s  program be  implemented by a m u l t i - d i s c i p l i n a r y  team. I n d i v i d u a l s  t h a t  
might be  r e p r e s e n t e d  on t h i s  team are p r o f e s s i o n a l s  w i t h  e x p e r t i s e  i n  
community and f a m i l y  p r a c t i c e ,  p r e v e n t i v e  medicine,  l i p i d o l o g y  o r  c a r d i o l o g y ;
p r imary  care p h y s i c i a n s  i n  d i f f e r e n t  i n d i v i d u a l  o r  group p r a c t i c e s ;  and o t h e r s  
e x p e r i e n c e d  i n  d i e t e t i c s  and n u t r i t i o n a l  c o u n s e l i n g  and b e h a v i o r a l  s c i e n c e .  

Reques t s  for c o p i e s  o f  t h e  RFA shou ld  be  a d d r e s s e d  t o :  


Beth Schucker ,  M.A. 

D i v i s i o n  o f  Heart and Vascular Diseases 

N a t i o n a l  Heart, Lung, and Blood I n s t i t u t e  

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  

F e d e r a l  B u i l d i n g ,  Room 401 

Bethesda,  Maryland 20892 

Telephone: (301) 496-1681 


DEVELOPMENT OF THE SIMIAN IMMUNODEFICIENCY VIRUS (SIVI MODEL 

FOR AIDS VACCINE STUDIES 


RFA AVAILABLE: 89-AI-01 

P.T. 34; K.W. 0715120, 1002045, 0740075, 0715008, 0710070 

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 

RFA A v a i l a b i l i t y  Date: Immediately
Let te r  o f  I n t e n t  Date: February 1 ,  1989 
A p p l i c a t i o n  R e c e i p t  Date: A p r i l  4, 1989 

I . 	 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 )  announces 
t h e  a v a i l a b i l i t y  o f  a n  RFA f o r  fund ing  Development o f  t h e  SIV Model f o r  AIDS 
Vaccine S t u d i e s .  T h i s  RFA ( a v a i l a b l e  on r e q u e s t  1 i n v i t e s  a p p l i c a t i o n s  aimed 
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a t  s y s t e m a t i c  e v a l u a t i o n s  o f  v i r o l o g i c  and immunologic a s p e c t s  o f  SIV 

i n f e c t i o n  and t h e i r  r e l e v a n c e  i n  AIDS v a c c i n e  development.  S c i e n t i f i c  

approaches  i n c l u d i n g  d e f i n i n g  t h e  e x t e n t  and immunologic consequences o f  v i r a l  

g e n e t i c  v a r i a t i o n  d u r i n g  i n f e c t i o n ,  d e t e r m i n i n g  immunologic c o r r e l a t e s  o f  

immunity and s u r r o g a t e  markers  for d i s e a s e  p r o g r e s s i o n ,  and c h a r a c t e r i z i n g  and 

s t a n d a r d i z i n g  a s s a y s  f o r  humoral and c e l l u l a r  immune r e s p o n s e s  t o  v a c c i n e s  and 

i n f e c t i o n  are  encouraged.  


Awards w i l l  be made as  Coopera t ive  Agreements. A s s i s t a n c e  by t h i s  mechanism 

d i f f e r s  from t h e  u s u a l  r e s e a r c h  g r a n t  i n  t h a t  t h e  Government component ( i n 

t h i s  i n s t a n c e ,  N I A I D )  awarding t h e  Coopera t ive  Agreement a n t i c i p a t e s 

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

p a r t i c i p a t i o n  i s  d e s c r i b e d  i n  t h e  RFA. The a p p l i c a n t ,  however, must d e f i n e  

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

r e s e a r c h  s u p p o r t e d  by t h e  g r a n t .  


I n v e s t i g a t o r s  from any i n s t i t u t i o n ,  f o r e i g n  o r  domes t i c ,  are  e l i g i b l e  t o  a p p l y 

f o r  t h i s  f u n d i n g .  


T h i s  RFA i s  a v a i l a b l e  from t h e  f o l l o w i n g :  


D r .  Alan M .  S c h u l t z  

N I A I D ,  AIDS Program

Vaccine Research and Development Branch 

6003 Execu t ive  B lvd . ,  Room 236P 

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

Telephone:  ( 3 0 1 )  496-8200 


C L I N I C A L  STUDIES OF SAFETY AND EFFECTIVENESS OF ORPHAN PRODUCTS 

RFA AVAILABLE: FDA-OP-89-1 

P.T.  34; K . W .  0715149, 0755015, 0710100 

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

A p p l i c a t i o n  R e c e i p t  Dates: J a n u a r y  3 ,  1989 and A p r i l  14,  1989 

The Food and Drug A d m i n i s t r a t i o n  (FDA) is  announcing t h e  a n t i c i p a t e d
a v a i l a b i l i t y  o f  funds  f o r  F i s c a l  Year 1989 f o r  awarding t o  s u p p o r t  c l i n i c a l  
t r i a l s  on s a f e t y  and e f f e c t i v e n e s s  o f  orphan p r o d u c t s .  

BACKGROUND 

The Office o f  Orphan P r o d u c t s  Development was e s t a b l i s h e d  t o  i d e n t i f y  and 
f a c i l i t a t e  t h e  a v a i l a b i l i t y  o f  orphan p r o d u c t s .  Orphan p r o d u c t s  are d r u g s ,
b i o l o g i c s ,  medical  d e v i c e s  ( i n c l u d i n g  i n  v i t r o  d i a g n o s t i c s ) ,  and foods  f o r  
medical  p u r p o s e s .  These p r o d u c t s  may be  u s e f u l  i n  a rare  d i s e a s e / d i s o r d e r  b u t  
l a c k  commercial s p o n s o r s h i p  because t h e y  are n o t  c o n s i d e r e d  commercial ly
a t t r a c t i v e  f o r  marke t ing .  A subca tegory  o f  orphan p r o d u c t s  are t h o s e  marketed 
p r o d u c t s  i n  which t h e r e  i s  ev idence  s u g g e s t i n g  u s e f u l n e s s  i n  a rare  
d i s e a s e / d i s o r d e r  b u t  which a re  n o t  l a b e l e d  f o r  t h a t  d i s e a s e / d i s o r d e r  because  
s u b s t a n t i a l  ev idence  o f  s a f e t y  and e f f e c t i v e n e s s  f o r  t h a t  u s e  is  l a c k i n g .  

A l l  funded s t u d i e s  are s u b j e c t  t o  t h e  r equ i r emen t s  o f  t h e  F e d e r a l  Food, Drug,
and Cosmetic A c t  and r e g u l a t i o n s  promulgated t h e r e u n d e r .  

I n  g e n e r a l ,  FDA w i l l  o n l y  c o n s i d e r  awarding g r a n t s  t o  s u p p o r t  c l i n i c a l  s t u d i e s  
f o r  d e t e r m i n i n g  whether  t h e  p r o d u c t s  a r e  safe  and e f f e c t i v e  f o r  premarket
a p p r o v a l .  These c l i n i c a l  s t u d i e s  may be des igned  t o  assist i n  t h e  approva l  o f  
unapproved p r o d u c t s  o r  approva l  of  unapproved new u s e s  f o r  p r o d u c t s  a l r e a d y
marketed.  

A p p l i c a t i o n s  shou ld  be  f o r  one d i s c r e t e  c l i n i c a l  t r i a l .  The a p p l i c a n t  must 
p r o v i d e  s u p p o r t i n g  ev idence  t h a t  t h e  p roduc t  t o  be  i n v e s t i g a t e d  i s  a v a i l a b l e  
t o  t h e  a p p l i c a n t  i n  t h e  form needed f o r  t h e  c l i n i c a l  t r i a l .  

I n  a d d i t i o n  t o  FDA's g e n e r a l  i n t e r e s t  i n  c l i n i c a l  s t u d i e s  f o r  t h e  s a f e t y  and 
e f f e c t i v e n e s s  o f  orphan p r o d u c t s ,  t h e  agency h a s  r ecogn ized  t h e  f o l l o w i n g  
areas o f  p e d i a t r i c  r e s e a r c h  f o r  which a p p l i c a t i o n s  are  encouraged.  

1 .  S t u d i e s  on marketed d r u g s  c u r r e n t l y  approved o n l y  f o r  a d u l t  u s e s  which 
would p r o v i d e  d a t a  t o  s u p p o r t  approv ing  t h e s e  d r u g s  f o r  p e d i a t r i c  p a t i e n t s .  

2 .  S t u d i e s  on n u t r i t i o n a l  p r o d u c t s  (med ica l  f o o d s )  f o r  management o f  i nborn  
e r r o r s  o f  metabolism f o r  which adequa te  t h e r a p i e s  are  n o t  c u r r e n t l y  a v a i l a b l e .  
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, MECHANISM OF SUPPORT 

Support  w i l l  b e  i n  t h e  form o f  g r a n t  awards which w i l l  b e  s u b j e c t  t o  a l l  
p o l i c i e s  and r e q u i r e m e n t s  t h a t  govern t h e  r e s e a r c h  g r a n t  programs o f  t h e  
P u b l i c  H e a l t h  S e r v i c e .  

d REVIEW PROCEDURES 

A l l  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  r e q u e s t  f o r  a p p l i c a t i o n s  w i l l  
b e  reviewed and e v a l u a t e d  f o r  s c i e n t i f i c  and t e c h n i c a l  merit by e x p e r t s  i n  t h e  
s u b j e c t  f i e l d  o f  t h e  s p e c i f i c  a p p l i c a t i o n  and w i l l  a l s o  be  s u b j e c t  t o  a second 
l e v e l  o f  review by a N a t i o n a l  Advisory Counci l  f o r  concur rence  of  t h e  
recommendations made by t h e  f i r s t - l e v e l  r e v i e w e r s .  

I n  a d d i t i o n ,  a p p l i c a t i o n s  w i l l  b e  reviewed b e f o r e  i s s u a n c e  o f  a n  FDA g r a n t
award t o  e n s u r e  t o  t h e  e x t e n t  p r a c t i c a b l e  t h a t  proposed s t u d i e s  are c o n s i s t e n t  
w i t h  r e q u i r e m e n t s  for i n v e s t i g a t i o n s  a n  market ing approva l  under  t h e  Food,
Drug, and Cosmetic A c t  and t h e  P u b l i c  Hea l th  S e r v i c e  A c t .  

METHOD OF APPLYING 

P o t e n t i a l  a p p l i c a n t s  shou ld  write o r  phone t h e  i n d i v i d u a l  l i s t e d  below f o r  t h e  

f u l l  RFA document, which i n c l u d e s  i n s t r u c t i o n s  f o r  t h e  submission of 

a p p l i c a t i o n s  : 


Carol  A .  Wetmore 

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

Office of Orphan P r o d u c t s  Development, HF-35 

5600 F i s h e r s  Lane, Room 15-61 

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

Telephone: ( 3 0 1 )  443-4903 


A p p l i c a t i o n s  must be  submi t t ed  t o  t h e  Food and Drug A d m i n i s t r a t i o n  u s i n g  Form 

398. The o u t s i d e  o f  t h e  m a i l i n g  package and t h e  t o p  o f  t h e  a p p l i c a t i o n  face 

page shou ld  be  l a b e l e d  "Response t o  RFA-FDA-OP-89-1." 


IMPROVED METHODS FOR THE EARLY DIAGNOSIS OF HIV-INFECTION 

I N  NEONATES, INFANTS, AND C H I L D R E N  


*Q RFA AVAILABLE: 89-HD-02 

P.T. 34; K.W.  0715008, 0745020, 0403020, 0770005 

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

A p p l i c a t i o n  R e c e i p t  Date: March 8, 1989 

The 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 ( N I C H D )  i n v i t e s  
g r a n t  a p p l i c a t i o n s  t o  s u p p o r t  b a s i c  r e s e a r c h  on improvement i n  methods  o f  
d i a g n o s i s  o f  human immunodeficiency v i r u s  ( H I V )  i n f e c t i o n  i n  c h i l d r e n  e a r l y  i n  
l i f e .  These methods may i n c l u d e ,  b u t  are  n o t  l i m i t e d  t o :  ( 1 )  v i r a l  c u l t u r e  
o f  p e r i p h e r a l  blood mononuclear ce l l s ;  ( 2 )  d e t e c t i o n  o f  a n t i g e n  i n  serum o r  
p e r i p h e r a l  blood mononuclear c e l l s ;  (3 )  d i r e c t  d e t e c t i o n  o f  v i r a l  DNA o r  RNA 
w i t h  HIV-specif ic  DNA p robes ;  ( 4 )  d e t e c t i o n  of  HIV-specif ic  IgM and IgA
a n t i b o d i e s ;  ( 5 )  d e t e c t i o n  o f  a n t i b o d y  forming c e l l s  i n  s i t u  i n  t h e  newborn;
( 6 )  d e t e c t i o n  o f  a n  IgG a n t i b o d y  s y n t h e s i s  i n  v i t r o  u s i n g  c u l t u r e  o f  
p e r i p h e r a l  blood mononuclear c e l l s .  

MECHANISM OF SUPPORT 

Support  w i l l  b e  a v a i l a b l e  th rough  t h e  t r a d i t i o n a l  r e s e a r c h  g r a n t  ( R o l l .
Support  f o r  g r a n t s  i s  c o n t i n g e n t  upon r e c e i p t  o f  a p p r o p r i a t e d  f u n d s .  

It i s  a n t i c i p a t e d  t h a t  8-10 m e r i t o r i o u s  a p p l i c a t i o n s  w i l l  b e  funded.  

APPLICATION PROCEDURE 

A p p l i c a t i o n  must be  submi t t ed  on form N I H  398 ( r e v i s e d  9 / 8 6 ) .  

ADDITIONAL INFORMATION 

P o t e n t i a l  a p p l i c a n t s  are encouraged t o  r e q u e s t  a d e t a i l e d  Request f o r  
Ill-' A p p l i c a t i o n  by t e l e p h o n i n g :  
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Anne Willoughby, M . D . ,  M.P .H.  
P e d i a t r i c ,  Ado lescen t ,  and Maternal  AIDS Branch 
Cen te r  f o r  Research f o r  Mothers and C h i l d r e n  
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
EPN, Room 630-P 
6130 Execu t ive  Boulevard 
Bethesda,  Maryland 20892 
Telephone:  ( 3 0 1 )  496-7339 

O N G O I N G  PROGRAM ANNOUNCEMENTS 

RESEARCH I N  PAGET'S DISEASE OF BONE 

P.T. 34; K . W .  0705050,  0755030, 1002019, 0710030, 0785035 

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 

BACKGROUND 

P a g e t ' s  d i s e a s e  o f  bone, a l s o  known as o s t e i t i s  deformans,  is  a c h r o n i c  
d i s e a s e  o f  t h e  s k e l e t o n  c h a r a c t e r i z e d  by abnormally r a p i d  bone t u r n o v e r .  
Excess ive  bone breakdown and fo rma t ion  can r e s u l t  i n  bone t h a t  i s  dense b u t  
f r a g i l e .  P a g e t ' s  d i s e a s e  most f r e q u e n t l y  o c c u r s  i n  t h e  bone o f  t h e  s p i n e ,
s k u l l .  p e l v i s ,  t h i g h s ,  and lower l e g s .  I n  more s e v e r e  cases t h e r e  may be  
secondary  involvement o f  t i s s u e s  o t h e r  t h a n  bone.  

A s  many as 3 m i l l i o n  Americans ove r  t h e  age o f  40 y e a r s  have some form o f  
P a g e t ' s  d i s e a s e  o f  bone.  Approximately 250,000 cases a r e  s e v e r e  enough t o  
r e q u i r e  medical  i n t e r v e n t i o n .  The c o n d i t i o n  o f t e n  deve lops  p r o g r e s s i v e l y ,  and 
i s  most commonly d i agnosed  between t h e  ages o f  50  and 70.  

S e v e r a l  l a b o r a t o r y  t o o l s  a r e  now a v a i l a b l e  t o  confirm more c l e a r l y  t h e  
d i a g n o s i s  o f  P a g e t ' s  d i s e a s e .  These i n c l u d e  b iochemica l  a s s a y s  o f  blood f o r  
m e t a b o l i c  f a c t o r s  r e l a t e d  t o  bone t u r n o v e r ,  x - r a y s ,  bone s c a n s ,  and bone 
b i o p s y .  Some o f  t h e  p o s s i b l e  t r e a t m e n t s  a v a i l a b l e  t o  a l t e r  bone metabolism 
f o r  s p e c i f i c  p a t i e n t s  i n c l u d e  human and salmon c a l c i t o n i n ,  disodium e t i d r o n a t e  
and mithramycin.  Other  symptomatic r e l i e f  may be a v a i l a b l e  t o  p a t i e n t s .  A 
f e w  new t h e r a p i e s  are  under  i n v e s t i g a t i o n  a t  t h i s  t i m e .  

While t h e  p r o g n o s i s  f o r  P a g e t ' s  d i s e a s e  h a s  improved ove r  t h e  p a s t  1 0  y e a r s ,
t h e  e t i o l o g y  remains a mys te ry .  I n  a d d i t i o n ,  none o f  t h e  c u r r e n t  t r e a t m e n t  
regimens i s  i d e a l  f o r  a l l  p a t i e n t s .  

GOALS AND SCOPE 

T h i s  s o l i c i t a t i o n  i s  i n t e n d e d  t o  s t i m u l a t e  r e s e a r c h  t h a t  p r o v i d e s  f u r t h e r  
u n d e r s t a n d i n g  o f  P a g e t ' s  d i s e a s e  of  bone.  Both b a s i c  and c l i n i c a l  r e s e a r c h  
are encouraged.  I n  some i n s t a n c e s ,  c o l l a b o r a t i v e  and m u l t i - d i s c i p l i n a r y
i n v e s t i g a t i v e  e f f o r t s  may be  r e q u i r e d  t o  a c h i e v e  s i g n i f i c a n t  s c i e n t i f i c  
advances .  

The N I H  u r g e s  a p p l i c a n t s  f o r  g r a n t s  t o  g i v e  added a t t e n t i o n  where f e a s i b l e  and 
a p p r o p r i a t e  t o  t h e  i n c l u s i o n  o f  m i n o r i t y  groups and/or  women i n  t h e  s t u d y
p o p u l a t i o n s  f o r  r e s e a r c h .  

The NIAMS i n v i t e s  g r a n t  a p p l i c a 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 ,  t h e  
f o l l o w i n g  g e n e r a l  a r e a s :  

E t i o l o g y  

V i r u s - l i k e  n u c l e a r  and cy top la smic  i n c l u s i o n s  have been found i n  t h e  
o s t e o c l a s t s  o f  P a g e t ' s  d i s e a s e  p a t i e n t s .  I t  i s  impor t an t  t o  de t e rmine  i f  
t h e s e  v i r u s e s  have a r o l e  i n  t h e  p a t h o g e n e s i s  o f  P a g e t ' s  o r  a r e  an 
epiphenomenon u n r e l a t e d  t o  t h e  c o u r s e  o f  t h e  d i s e a s e .  ( I f  a c a u s a t i v e  a g e n t
is  found,  does  it p r o v i d e  a con t inuous  s t i m u l u s  o r  a s i n g l e  system
p e r t u r b a t i o n ?  1 

Because  o f  numerous a g e n t s  i nvo lved  i n  t h e  complex r e g u l a t i o n  o f  bone t u r n o v e r  
i n  normal and P a g e t ' s  bone, it would be v a l u a b l e  t o  i s o l a t e  s p e c i f i c  l o c a l  and 
s y s t e m i c  f a c t o r s  t h a t  may be  a l t e r e d  i n  t h e  d i s e a s e  s t a t e .  I n v e s t i g a t i o n s
shou ld  s e e k  t o  e x p l a i n  t h e  i n c r e a s e d  r e g i o n a l  a n g i o g e n e s i s  p r e s e n t  i n  P a g e t i c
bone. 
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P a g e t ' s  d i s e a s e  f o l l o w s  f ami l i a l  and r ac i a l  p a t t e r n s  t h a t  may be  g e n e t i c a l l y
based .  HLA-linkage s t u d i e s  shou ld  be con t inued  i n  f ami l i e s  w i t h  a h i g h
p r e v a l e n c e  o f  P a g e t ' s .  Molecular b i o l o g y  t e c h n i q u e s  may uncover d e f e c t s  t h a t  
make t h e s e  k i n d r e d s  u n u s u a l l y  s u s c e p t i b l e  t o  deve lop ing  t h i s  d i s e a s e .  

Bone C e l l  Biology 

I n  a g e n e r a l  s e n s e  it i s  v a l u a b l e  t o  e v a l u a t e  f u r t h e r  t h e  pheno typ ic
e x p r e s s i o n  o f  P a g e t ' s  c e l l s .  The b a s i c  s t r u c t u r e  and c e l l  f u n c t i o n i n g  o f  
P a g e t i c  bone needs  more s c i e n t i f i c  s t u d y .  The i n c r e a s e d  t u r n o v e r  r a t e  o f  
P a g e t ' s  bone c e l l s  a l s o  makes them a p o t e n t i a l l y  good model system f o r  s t u d i e s  
on b a s i c  bone c e l l  b i o l o g y .  

P a g e t ' s  d i s e a s e  r e s u l t s  i n  a l a r g e  i n c r e a s e  i n  m u l t i n u c l e a t e  o s t e o c l a s t s  which 
a l s o  deve lop  i n c r e a s e d  numbers o f  c a l c i t o n i n  r e c e p t o r s .  T h e r e f o r e ,  impor t an t  
areas o f  f u t u r e  i n v e s t i g a t i o n  i n c l u d e  s t u d y i n g  t h e  g e n e r a t i o n  o f  m u l t i n u c l e a t e  
o s t e o c l a s t s  from p r e c u r s o r s  and t h e  s p e c i a l  p r o c e s s  o f  c e l l  f u s i o n .  The 
c a l c i t o n i n  r e c e p t o r  shou ld  be c loned  t o  a l low f u r t h e r  m e c h a n i s t i c  e v a l u a t i o n  
o f  t h i s  m u l t i n u c l e a t e  p r o c e s s .  

I t  is  n o t  c e r t a i n  t h a t  t h e  pr imary l e s i o n  i n  P a g e t ' s  d i s e a s e  i s  i n  t h e  
o s t e o c l a s t .  The t u r n o v e r  imbalance may be d r i v e n  by a d e f e c t  i n  t h e  
o s t e o b l a s t .  The f u n c t i o n a l  r o l e  o f  o s t e o b l a s t s  i n  P a g e t ' s  d i s e a s e  r e q u i r e s
f u r t h e r  i n v e s t i g a t i o n .  

C l i n i c a l  S t u d i e s  

Because many c l i n i c a l  s t u d i e s  o f  new d rug  t h e r a p i e s  are  c u r r e n t l y  b e i n g
suppor t ed  by pha rmaceu t i ca l  companies, c l i n i c a l  t r i a l s  t h a t  d u p l i c a t e  t h e s e  
e f f o r t s  arc  d i s c o u r a g e d .  However, new and unique approaches f o r  t r e a t i n g  t h e  
p r imary  m e t a b o l i c  bone d i s o r d e r s  o r  o t h e r  secondary symptoms are  a p p r o p r i a t e
i n  small-scale c l i n i c a l  e v a l u a t i o n s .  

APPLICATION AND REVIEW PROCEDURES 

A p p l i c a t i o n s  i n  r e sponse  t o  t h i s  announcement w i l l  b e  reviewed i n  accordance 
w i t h  t h e  u s u a l  P u b l i c  Hea l th  S e r v i c e  p e e r  review p r o c e d u r e s  f o r  r e s e a r c h  
g r a n t s  (Study S e c t i o n ) .  Review c r i t e r i a  i n c l u d e :  s i g n i f i c a n c e  and 
o r i g i n a l i t y  o f  t h e  r e s e a r c h  g o a l s  and approaches;  f e a s i b i l i t y  o f  t h e  r e s e a r c h  
and adequacy o f  t h e  expe r imen ta l  d e s i g n ;  t r a i n i n g ,  r e s e a r c h  competence, and 
d e d i c a t i o n  o f  t h e  i n v e s t i g a t o r ( s ) ;  adequacy o f  a v a i l a b l e  f a c i l i t i e s ;  and 
p r o v i s i o n  f o r  t h e  humane care o f  a n i m a l s .  D e c i s i o n s  w i l l  be based on I n i t i a l  
Review Group and a p p r o p r i a t e  N a t i o n a l  Advisory Counci l  recommendations. 
A p p l i c a t i o n s  shou ld  be  submi t t ed  on form PHS-398, a v a i l a b l e  i n  t h e  b u s i n e s s  o r  
g r a n t s  o f f i c e  a t  most academic o r  r e s e a r c h  i n s t i t u t i o n s ,  o r  from t h e  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 .  A p p l i c a t i o n s  w i l l  be 
a c c e p t e d  i n  acco rdance  w i t h  t h e  d a t e s  o f  new a p p l i c a t i o n s  on a c o n t i n u i n g
b a s i s :  Februa ry  1 ,  June  1 ,  October 1 .  

The p h r a s e  "RESEARCH I N  PAGET'S DISEASE OF BONE" shou ld  be  t y p e d  on l i n e  2 of  
t h e  face page o f  t h e  a p p l i c a t i o n .  The o r i g i n a l  and s i x  c o p i e s  shou ld  be s e n t  
o r  d e l i v e r e d  t o :  

Grant 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  
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  H e a l t h  
Bethesda,  Maryland 20892-4500  

For f u r t h e r  i n f o r m a t i o n ,  i n v e s t i g a t o r s  are encouraged t o  
c o n t a c t  t h e  f o l l o w i n g  i n d i v i d u a l :  

Stephen L .  Gordon, Ph.D. 
Muscu loske le t a l  D i s e a s e s  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 
Westwood B u i l d i n g ,  Room 407 
Bethesda,  Maryland 20892  
Telephone: ( 3 0 1 )  496-7326  

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. 
1 3 . 8 4 6 ,  A r t h r i t i s ,  Muscu loske le t a l  and Sk in  Diseases Resea rch .  Awards w i l l  b e  
made under t h e  a u t h o r i t y  of 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  111, S e c t i o n  

, 	301 ( P u b l i c  Law 7 8 - 4 1 0 ,  as  amended; 4 2  USC 2 4 1 )  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  4 2  CFR P a r t  5 2  and 45 CFR P a r t  7 4 .  
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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  r ev iew r e q u i r e m e n t s  o f  ~ 

Execu t ive  Order 12372 o r  H e a l t h  Systems Agency r ev iew.  

POSTDOCTORAL FELLOWSHIPS FOR T R A I N I N G  I N  REPRODUCTIVE AND DEVELOPMENTAL 
T O X I C O L O G Y  

W-

P.T. 22; K.W. 0720005, 1007009, 1002042 

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  

A p p l i c a t i o n  R e c e i p t  Dates: J a n u a r y  1 0 ,  May 1 0 ,  September 1 0  

I .  BACKGROUND 

The 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  (NIEHS) i s  t h e  
p r i n c i p a l  F e d e r a l  fund ing  agency f o r  s u p p o r t  o f  b a s i c  r e s e a r c h  on 
env i ronmen ta l  f a c t o r s  t h a t  c o n t r i b u t e  t o  human h e a l t h  problems and d i s e a s e .  
Reproduc t ive  and developmental  t o x i c i t y  are  p a r t i c u l a r  a r e a s  o f  concern,  f o r  
t h e  h e a l t h  o f  human r e p r o d u c t i o n  must be r e s p e c t e d  and v i g o r o u s l y  guarded f o r  
ou r  f u t u r e  g e n e r a t i o n s .  NIEHS r e c o g n i z e s  t h a t  a l l  t o o  f r e q u e n t l y  t h e r e  i s  a 
p a u c i t y  o f  i n f o r m a t i o n  r e g a r d i n g  t h e  e f f e c t s  o f  env i ronmen ta l  f a c t o r s  on human 
r e p r o d u c t i v e  c a p a c i t i e s .  E s p e c i a l l y  v u l n e r a b l e  are  t h o s e  p e r i o d s  o f  
gametogenesis  when eggs  and sperm are ma tu r ing  which r e p r e s e n t  p h a s e s  where 
s u b t l e ,  d e l e t e r i o u s  mutagenic  changes can  be induced by f o r e i g n  s u b s t a n c e s .  
Such m u t a t i o n s  c o u l d  be pas sed  on t o  subsequent  g e n e r a t i o n s  b e f o r e  t h e  
e v e n t u a l  e x p r e s s i o n  o f  such d e l e t e r i o u s  m u t a t i o n s  might be  s e e n .  Moreover,
env i ronmen ta l  a g e n t s  may be  impor t an t  f a c t o r s  i n  t h e  h i g h  n o t e  o f  
p r e i m p l a n t a t i o n  and e a r l y  p o s t i m p l a n t a t i o n  l o s s e s .  Thus, w i t h  t h e  c o n t i n u i n g
p r o d u c t i o n  and release o f  chemica l s  and o t h e r  s y n t h e t i c  m a t e r i a l s  i n t o  ou r  
environment ,  major r e s e a r c h  e f f o r t s  a r e  needed t o  unde r s t and  t h e  p o t e n t i a l
t o x i c i t y  o f  such  s u b s t a n c e s ,  e s p e c i a l l y  on t h e  r e p r o d u c t i v e  system and t h e  
deve lop ing  embryo. 

11. GOALS AND SCOPE 

To conduct  s t u d i e s  i n  r e p r o d u c t i v e  and developmental  t o x i c o l o g y ,  s c i e n t i s t s  
r e q u i r e  a b a s i c  knowledge o f  r e p r o d u c t i v e  and developmental  phys io logy  as  w e l l  
as a n  u n d e r s t a n d i n g  o f  t h e  b a s i c  p r i n c i p l e s  o f  biochemical  and pha rmaco log ica l
t o x i c o l o g y .  I n  o r d e r  t o  f o s t e r  t h e  mar r i age  o f  t h e s e  two r a t h e r  d i v e r s e  
d i s c i p l i n e s ,  t h e  NIEHS wishes t o  a t t r a c t  a p p l i c a n t s  from e i t h e r  d i s c i p l i n e ,
r e p r o d u c t i v e  phys io logy  o r  t o x i c o l o g y ,  f o r  p o s t d o c t o r a l  f e l l o w s h i p s  i n  t h e  
o t h e r  d i s c i p l i n e .  Through t h i s  mechanism, NIEHS hopes t o  create  a c o r e  o f  
i n d i v i d u a l s  w i t h  e x p e r t i s e  i n  r e p r o d u c t i v e  t o x i c o l o g y .  These r e p r o d u c t i v e
t o x i c o l o g i s t s  s h a l l  t h e n  be  a b l e  t o  b r i n g  an i n t e r d i s c i p l i n a r y  approach t o  t h e  
problems a s s o c i a t e d  w i t h  t h e  t o x i c  e f f e c t s  o f  env i ronmen ta l  a g e n t s  on human 
r e p r o d u c t  i o n .  

111. MECHANISM OF SUPPORT 

The NIEHS w i l l  s u p p o r t  f e l l o w s h i p s  i n  t h e s e  areas t h r o u g h  i n d i v i d u a l  N a t i o n a l  
Research S c i e n c e  Awards. These awards are  f o r  s u p p o r t  o f  t r a d i t i o n a l  
p o s t d o c t o r a l  t r a i n i n g  (F32)  o r  f o r  s e n i o r  f e l l o w s h i p s  (F33)  which s u p p o r t
s a b b a t i c a l  l e a v e s  f o r  a d d i t i o n a l  t r a i n i n g .  De ta i l s  o f  t h e  award p r o v i s i o n s  
are  a v a i l a b l e  i n  t h e  N I H  Guide f o r  G r a n t s  and C o n t r a c t s ,  Vol .  13, No. 1 
( J a n u a r y  6 ,  1984) .  S p e c i a l  c o n s i d e r a t i o n  w i l l  b e  g i v e n  t o  t h e s e  a p p l i c a n t s
who wish t o  f u r t h e r  t h e i r  t r a i n i n g  i n  t h e  aforementioned d i s c i p l i n e s .  

I V .  APPLICATION AND REVIEW PROCEDURES 

A .  Dead1i n e  

A p p l i c a n t s  w i l l  b e  a c c e p t e d  i n  accordance w i t h  t h e  u s u a l  r e c e i p t  d a t e s  f o r  new 
f e l l o w s h i p  a p p l i c a t i o n s ;  i . e . ,  J a n u a r y  10 ,  May 10 ,  September 1 0 .  The ea r l i e s t  
p o s s i b l e  award d a t e s  w i l l  b e  approx ima te ly  n i n e  months a f t e r  t h e  r e s p e c t i v e
r e c e i p t  d a t e s .  A p p l i c a t i o n s  r e c e i v e d  t o o  l a t e  f o r  one c y c l e  o f  review w i l l  be 
h e l d  u n t i l  t h e  n e x t  r e c e i p t  d a t e .  

B .  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 ' s  D i v i s i o n  o f  Research Gran t s  ( D R G )
and r e f e r r e d  t o  a n  a p p r o p r i a t e  s t u d y  s e c t i o n  f o r  s c i e n t i f i c  and t e c h n i c a l  
merit r ev iew.  I n s t i t u t e  ass ignment  d e c i s i o n s  w i l l  b e  governed by normal 
programmatic c o n s i d e r a t i o n s .  The review c r i t e r i a  c u s t o m a r i l y  employed by t h e  
N I H  f o r  r e g u l a r  r e s e a r c h  g r a n t  a p p l i c a t i o n s  w i l l  p r e v a i l .  Fol lowing t h e  .i n i t i a l  s c i e n t i f i c  r ev iew,  t h e  a p p l i c a t i o n s  w i l l  b e  e v a l u a t e d  by a n  
a p p r o p r i a t e  N a t i o n a l  Advisory C o u n c i l .  
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+ A p p l i c a t i o n s  shou ld  be  submi t t ed  on form PHS-416-1 which is  a v a i l a b l e  i n  t h e  
, b u s i n e s s  o r  g r a n t s  and c o n t r a c t  o f f i c e s  a t  most academic and r e s e a r c h  

i n s t i t u t i o n s  o r  from t h e  DRG.  

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

A p p l i c a n t s  Rece ip t  Office‘d’ 	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  o f  Hea l th  
Westwood B u i l d i n g ,  Room 240 
Bethesda,  Maryland 20892xx 

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


Annette  G .  K i r s h n e r ,  Ph.D. 

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

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

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

and T r a i n i n g 

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  

P. 0 .  Box 12233 

Research T r i a n g l e  Pa rk ,  North C a r o l i n a  27709 

Telephone: (919) 541-0488 


OR 

J e r r y  A .  Robinson, Ph.D. 
Program A d m i n i s t r a t o r  
S c i e n t i f i c  Programs Branch 
D i v i s i o n  o f  Extramural  Research 

and T r a i n i n g
N a t i o n a l  I n s t i t u t e  o f  Enviromental  Hea l th  S c i e n c e s  
P .  0 .  Box 12233 
Research T r i a n g l e  Park,  North C a r o l i n a  27709 

IMPACT OF ENVIRONMENTAL AGENTS ON REPRODUCTIVE PROCESSES 

P.T. 34; K.W. 0725005, 1002042, 0760003, 0760025 

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  

A p p l i c a t i o n  Rece ip t  Dates: February 1, June  1, October  1 

I. BACKGROUND 

The s y n t h e s i s  and manufacture o f  new commercial chemica l s  as w e l l  as 
c o n t r i b u t i o n s  from t e c h n o l o g i c a l  advancements r e s u l t i n g  i n  new chemical  
p r o d u c t s  p r e s e n t s  t h e  human p o p u l a t i o n  w i t h  p o t e n t i a l  exposures  t o  a g e n t s
which may l e a d  t o  s e r i o u s  human h e a l t h  problems.  O f  p a r t i c u l a r  conce rn  is t h e  
r e p r o d u c t i v e  system which can be ex t r eme ly  v u l n e r a b l e  t o  t o x i c  s u b s t a n c e s .  
Those p e r i o d s  when gametogenesis  ( egg  and sperm p r o d u c t i o n )  are  most a c t i v e  
r e p r e s e n t  v e r y  s u s c e p t i b l e  p e r i o d s .  S u b t l e ,  d e l e t e r i o u s  mutagenic changes may
be  induced by exposure  t o  f o r e i g n  s u b s t a n c e s  b u t  t h e  e x p r e s s i o n  o f  t h e s e  
changes may n o t  occur  u n t i l  g e n e r a t i o n s  l a t e r .  Furthermore,  exposure  t o  
c e r t a i n  env i ronmen ta l  a g e n t s  may c o n t r i b u t e  t o  human problems o f  s u b f e r t i l i t y  
o r  even i n f e r t i l i t y .  The 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  
r e c o g n i z e s  t h a t  t o o  l i t t l e  i n f o r m a t i o n  i s  a v a i l a b l e  r e g a r d i n g  t h e  e f f ec t s  o f  
many env i ronmen ta l  a g e n t s  on t h e  r e p r o d u c t i v e  c a p a c i t y  o f  humans. T h e r e f o r e ,
it i s  t h e  i n t e n t  o f  t h i s  program i n i t i a t i v e  t o  f o c u s  on t h o s e  problems r e l a t e d  
t o  t h e  s o u r c e  o f  r e p r o d u c t i v e  t o x i c i t y  which r e s u l t  from exposure t o  v a r i o u s  
environmental  a g e n t s .  

11. RESEARCH GOALS AND SCOPE 

T h i s  announcement i s  i s s u e d  t o  encourage i n v e s t i g a t o r - i n i t i a t e d  r e s e a r c h  
toward and t o  f o s t e r  r e s e a r c h  a c t i v i t y  i n  r e p r o d u c t i v e  and developmental
t o x i c o l o g y  ( i . e . ,  t h e  i n t e r a c t i o n  o f  environmental  s u b s t a n c e s  w i t h  and t h e i r  
e f f ec t s  on t h e  r e p r o d u c t i v e  system and t h e  deve lop ing  embryo).  C o l l a b o r a t i v e  
r e s e a r c h  e f f o r t s  between r e p r o d u c t i v e  p h y s i o l o g i s t s  and t o x i c o l o g i s t s ,  as w e l l  
as s c i e n t i s t s  from c l o s e l y  r e l a t e d  d i s c i p l i n e s ,  are  e s p e c i a l l y  encouraged.  

Research i n t e r e s t s  i n c l u d e ,  b u t  are  n o t  l i m i t e d  t o ,  s t u d i e s  o f  t h e  d i r e c t  and 
i n d i r e c t  e f f e c t  o f  environmental  a g e n t s  on t h e  gonads,  secondary s e x  g l a n d s ,
neu roendocr ine  c o n t r o l  mechanisms and/or  neu robehav io ra l  a s p e c t s  i nvo lved  i n  

W# 	 t h e  r e p r o d u c t i v e  p r o c e s s .  Research e f f o r t s  may be  d i r e c t e d  a t :  1 )  t h e  
i n h i b i t i o n  o f  hormone s e c r e t i o n  by environmental  a g e n t s ;  2) chemical  
i n t e r f e r e n c e  o f  hormone a c t i v i t y  a t  t a r g e t  c e l l  s i tes ;  3) hormone-like a c t i o n  
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o f  env i ronmen ta l  s u b s t a n c e s ;  4 )  t h e  e f fec t  o r  r o l e  o f  r e p r o d u c t i v e  hormones on J 

t h e  metabolism and t o x i c i t y  o f  chemica l s ;  and 5)  t h e  development and 
s t a n d a r d i z a t i o n  o f  more s e n s i t i v e  t e s t s  th rough  t h e  u t i l i z a t i o n  o f  b i o l o g i c a l
markers  f o r  d e t e c t i n g  e a r l y  damage by env i ronmen ta l  a g e n t s .  

111. MECHANISM OF SUPPORT 

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

I V .  APPLICATION AND REVIEW PROCEDURES 

A .  Dead l ine  


A p p l i c a t i o n s  w i l l  b e  accep ted  i n  accordance w i t h  t h e  u s u a l  r e c e i p t  d a t e s  f o r  

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

e a r l i e s t  p o s s i b l e  award d a t e s  w i l l  b e  approx ima te ly  n i n e  months a f te r  t h e  

r e s p e c t i v e  r e c e i p t  d a t e s .  A p p l i c a t i o n s  r e c e i v e d  t o o  l a t e  f o r  one c y c l e  o f  

review w i l l  b e  h e l d  u n t i l  t h e  n e x t  r e c e i p t  d a t e .  


B .  Method o f  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 ' s  D i v i s i o n  o f  Research Gran t s  ( D R G ) 

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

m e r i t  r ev iew.  I n s t i t u t e  ass ignment  d e c i s i o n s  w i l l  b e  governed by normal 

programmatic c o n s i d e r a t i o n s .  The review c r i t e r i a  c u s t o m a r i l y  employed by t h e  

N I H  f o r  r e g u l a r  r e s e a r c h  g r a n t  a p p l i c a t i o n s  w i l l  p r e v a i l .  Fol lowing t h e  

i n i t i a l  s c i e n t i f i c  r ev iew,  t h e  a p p l i c a t i o n s  w i l l  b e  e v a l u a t e d  by an 

a p p r o p r i a t e  N a t i o n a l  Advisory Counc i l .  


A p p l i c a t i o n s  shou ld  be  submi t t ed  on form PHS-398 ( r e v i s e d  9/86)  which i s  

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

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

r e sponse  t o  t h i s  announcement, check rryesl '  i n  I t e m  2 on t h e  face page o f  t h e  

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

Reproduc t ive  P r o c e s s e s .  


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


A p p l i c a t i o n s  Rece ip t  O f f i c e  

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

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

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

Bethesda,  Maryland 20892sX 


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


D r .  J e r r y  A .  Robinson 

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

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

D i v i s i o n  o f  Extramural  Research and T r a i n i n g 

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  

P .  0 .  Box 12233 

Research T r i a n g l e  Pa rk ,  North C a r o l i n a  27709 

Telephone:  ( 9 1 9 )  541-7724 


X X T H E  M A I L I N G  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 C O U R I E R  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 .  5 .  GOVERNmENT P R I N T I N G  OFF I C E : 1 9 3 8 - 2 4 1 - 2 1 5 : 9 0 ~ 2 2  
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