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NOTICE 

REVISION OF CANCER CENTER SUPPORT GUIDELINES 

P.T. 04, 34; K.W. 0715035, 0710030, 1014002 

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

The Na t iona l  Cancer Advisory Board a t  i ts  meeting on May 26, 1987 approved 

s e v e r a l  r e v i s i o n s  t o  t h e  G u i d e l i n e s  f o r  Cancer Center  Support  Gran t s  (CCSG),

a l s o  known as  Cancer Cen te r  llCorell g r a n t s .  Copies o f  t h e  r e v i s e d  G u i d e l i n e s  

have been d i s t r i b u t e d  t o  t h e  D i r e c t o r s  o f  a l l  NCI-designated Cancer C e n t e r s .  

Copies f o r  g e n e r a l  d i s t r i b u t i o n  w i l l  b e  a v a i l a b l e  a f te r  J u l y  15, and may b e  

o b t a i n e d  by c o n t a c t i n g :  


Lucius F .  S inks ,  M . D .  

Chie f ,  Cancer C e n t e r s  Branch 

D i v i s i o n  o f  Cancer P r e v e n t i o n  and Con t ro l  

N a t i o n a l  Cancer 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  Hea l th  

B l a i r  B u i l d i n g ,  Room 714 

Bethesda,  Maryland 20892-4200 

Telephone: (301)  427-8663 


DATED ANNOUNCEMENTS (RFPs AND RFAs AVAILABLE) 

LITERATURE SURVEILLANCE FOR NATURAL PRODUCTS WITH POTENTIAL 
ANTI-AIDS A C T I V I T Y  

RFP AVAILABLE: NCI-CM-87226-53 

P.T. 34; K . W .  1004017, 0710080, 1003012 

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

The Na t iona l  Cancer I n s t i t u t e  ( N C I )  is s e e k i n g  a c o n t r a c t o r  w i t h  t h e  
c a p a b i l i t y  t o  conduct  a s u r v e i l l a n c e  o f  p u b l i s h e d  l i t e r a t u r e  i n  t h e  n a t u r a l  

'bc*' 	p r o d u c t s  area t o  s e a r c h  f o r  new and novel  compounds t h a t  may be  a c t i v e  a g a i n s t
AIDS o r  have b i o l o g i c a l  a c t i v i t i e s  r e l a t e d  t o  a n t i v i r a l  o r  immunological
p r o p e r t i e s .  T h i s  w i l l  r e q u i r e  s u r v e i l l a n c e  f o r  new n a t u r a l  p r o d u c t s  r e p o r t e d
i n  p e r t i n e n t  c u r r e n t  j o u r n a l s ,  a b s t r a c t i n g  s e r v i c e s  and d a t a  b a s e s  i n  areas 
r e l a t e d  t o  t h e  n a t u r a l  p r o d u c t .  The s u r v e i l l a n c e  i s  expec ted  t o  c o v e r :  ( 1 )
Pub l i shed  key j o u r n a l s  i n  n a t u r a l  p r o d u c t s ,  AIDS, v i r o l o g y  and immunology 
a r e a s ,  and i n  o t h e r  f i e l d s  which may have b e a r i n g  on a c t i v i t i e s  a g a i n s t  AIDS;
( 2 )  A comprehensive s e a r c h  o f  a b s t r a c t s  and d a t a  b a s e s ,  as t h e y  are pub l i shed ;
and (3)  Review of  t h e  o r i g i n a l  a r t i c l e s  o f  t h e  r e f e r e n c e s  s e l e c t e d  from t h e  
above. The c o n t r a c t o r  s h a l l  a l s o  perform r e t r o s p e c t i v e  taxonomic s e a r c h e s  of 
f a m i l i e s  and genera which are sources of ac t ive  leads.  T h e  r e t rospec t ive
s e a r c h e s  w i l l  b e  performed on a n  as  needed b a s i s ,  dependent upon t h e  number o f  
a c t i v e s  found from t h e s e  s e a r c h e s .  

T h i s  c o n t r a c t  w i l l  n o t  i n v o l v e  a s imple  r e t r i e v a l  o f  a r t i c l e s  p u b l i s h e d ,  b u t  a 
s e l e c t i v e  r e t r i e v a l ,  r e q u i r i n g  t h e  P r i n c i p a l  I n v e s t i g a t o r  ( P . 1 . )  t o  r e c o g n i z e
n a t u r a l  p r o d u c t s  compounds t h a t  cou ld  be  o f  b i o l o g i c a l  i n t e r e s t  t o  t h e  N C I .  
I t  i s  t h e r e f o r e  p r e f e r r e d  t h a t  t h e  P . I .  p o s s e s s  a Ph.D. i n  o r g a n i c ,  med ic ina l  
o r  n a t u r a l  p r o d u c t s  chemis t ry ,  o r  a c l o s e l y  r e l a t e d  d i s c i p l i n e  and must have a 
s t r o n g  background and r e c e n t  e x p e r i e n c e  w i t h  i l a t u r a l  p r o d u c t s  s t r u c t u r e s  and 
chemical  s e a r c h e s ,  a s  w e l l  as  background and e x p e r i e n c e  w i t h  e v a l u a t i o n  and 
i n t e r p r e t a t i o n  o f  b i o l o g i c a l  d a t a ,  p r e f e r a b l y  i n  t h e  AIDS area.  Other  s ta f f  
members shou ld  p o s s e s s  a b a c h e l o r ' s  deg ree  i n  e i t h e r  chemis t ry  o r  l i b r a r y
s c i e n c e  o r  e q u i v a l e n t  e x p r i e n c e .  The o f f e r o r  must demons t r a t e  awareness  o f  
t h e  t y p e  and comprehensiveness o f  t h e  s e a r c h e s  and l i t e r a t u r e  d a t a  t o  be 
submi t t ed .  The a b i l i t y  t o  o b t a i n  d a t a  i n  a t i m e l y  f a s h i o n  is  e s s e n t i a l  as  is 
t h e  knowledge o f  t h e  a p p r o p r i a t e n e s s  o f  j o u r n a l s  t o  be  s e a r c h e d .  The o f f e r o r  
must have a v a i l a b l e  adequa te  f a c i l i t i e s  and equipment.  Also,  t h e  o f f e r o r  must 
p o s s e s s  a p p r o p r i a t e  o r g a n i z a t i o n a l  q u a l i f i c a t i o n s  i n  t h e  f i e l d  o f  l i t e r a t u r e  
s u r v e i l l a n c e .  I t  is  a n t i c i p a t e d  t h a t  a s i n g l e  f i v e  y e a r  i n c r e m e n t a l l y  funded 
con t r ac t  will be awarded on o r  about A p r i l  1 ,  1988. 

RFP No. NCI-CM-87226-53 w i l l  be i s s u e d  upon w r i t t e n  r e q u e s t  t o  E i l e e n  Webster,  
on o r  about  June  23, 1987 w i t h  p r o p o s a l s  due approximately f o r t y - f i v e  days 

l d  
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t h e r e a f t e r .  Copies o f  t h e  RFP may be 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 :  


E i l e e n  D .  Webster 

C o n t r a c t  S p e c i a l i s t 

Treatment C o n t r a c t s  S e c t i o n ,  RCB 

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

B l a i r  B u i l d i n g ,  Room 216 

Bethesda,  Maryland 20892 


PREPARATION OF RADIOLABELED ANTI-AIDS COMPOUNDS 


RFP AVAILABLE: NCI-CM-87227-22 


P.T. 34; K . W .  1003006, 1003012, 0780010 


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


The Drug S y n t h e s i s  and Chemistry Branch (DS&CB), Developmental T h e r a p e u t i c s 

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

( N C I ) ,  i s  s e e k i n g  o r g a n i z a t i o n s  having c a p a b i l i t i e s ,  r e s o u r c e s ,  and f a c i l i t i e s  

f o r  t h e  p r e p a r a t i o n ,  s t o r a g e  and d i s t r i b u t i o n  o f  r a d i o l a b e l e d  materials. The 

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

v i a  s y n t h e s i s ,  f e r m e n t a t i o n ,  e t c . ,  i n  1 t o  5 0  m i l l i c u r i e  q u a n t i t i e s .  The 

major emphasis w i l l  be on t h e  p r e p a r a t i o n  o f  t h e  d e s i r e d  l a b e l e d  compounds v i a  

s y n t h e t i c  p rocedures  and w i l l  i nvo lve  a wide v a r i e t y  o f  compounds, such as 

n u c l e o s i d e s ,  h e t e r o c y c l i c  compounds, a l k a l o i d s ,  p e p t i d e s ,  a n i o n i c  dyes, 

p u r i n e s ,  p y r i m i d i n e s ,  e t c .  Compounds r e q u i r e d  may i n c l u d e  one o r  more of  t h e  

f o l l o w i n g  r a d i o a c t i v e  e l emen t s :  carbon,  t r i t i u m ,  deuter ium, s u l f u r , 

phosphorous,  i o d i n e ,  n i t r o g e n ,  e t c .  


Materials w i l l  b e  s t o r e d  and sh ipped  by t h e  c o n t r a c t o r .  The c o n t r a c t o r  must 

p r o v i d e  s u i t a b l e  s t o r a g e  f o r  approx ima te ly  50  r a d i o l a b e l e d  compounds. A broad 

Nuclear  Regu la to ry  Commission ( N R C )  o r  e q u i v a l e n t  l i c e n s e  i s  r e q u i r e d . 

Methods w i l l  be a v a i l a b l e  f o r  "co ld  runs"  i n  many b u t  n o t  a l l  i n s t a n c e s .  A l l  

mate r ip l s  must be  comple t e ly  c h a r a c t e r i z e d  and a s sayed  as t o  i d e n t i t y ,  p u r i t y , 

and r a d i o p u r i t y .  A we l l - in s t rumen ted  a n a l y s i s  l a b o r a t o r y  i n c l u d i n g  a HPLC 

d e d i c a t e d  t o  r a d i o s y n t h e s i s  work and adequa te  l i b r a r y  f a c i l i t i e s  shou ld  be  

a v a i l a b l e .  It i s  a n t i c i p a t e d  t h a t  an i n c r e m e n t a l l y  funded c o n t r a c t  w i l l  b e  

awarded f o r  a p e r i o d  of t h r e e  y e a r s  beg inn ing  on o r  about  May 1 ,  1988. 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  o r g a n i c ,  med ic ina l ,  o r  

r a d i o c h e m i s t r y ,  p r e f e r a b l y  a t  t h e  Ph.D. l e v e l  from an a c c r e d i t e d  schoo l ,  and 

shou ld  have r e c e n t  e x p e r i e n c e  i n  r ad iochemica l  s y n t h e s i s .  I n  l i e u  o f  t h e  

Ph.D., e q u i v a l e n t  e x p e r i e n c e  may be  a c c e p t a b l e .  


RFP NCI-CM-87227-22 w i l l  b e  i s s u e d ,  upon r e q u e s t  t o  E l i z a b e t h  C l a r k  Moore, 

on o r  about  June  22, 1987 and p r o p o s a l s  w i l l  b e  due approximately s i x  weeks 

t h e r e a f t e r .  


E l i z a b e t h  C l a r k  Moore 

Cont rac t  S p e c i a l i s t 

Treatment C o n t r a c t s  S e c t i o n ,  RCB 

Nat iona l  Cancer I n s t i t u t e ,  N I H  


B l a i r  B u i l d i n g  Room 216 

Bethesda,  Maryland 20892 

Telephone: ( 3 0 1 )  427-8737 


CHEMICAL SYNTHESIS OF ANTI-AIDS COMPOUNDS 


RFP AVAILABLE: NCI-CM-87229-22 

P.T. 34; K.W. 1003006, 1003010 

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

The Drug S y n t h e s i s  and Chemistry Branch ( D C & C B ) ,  Developmental T h e r a p e u t i c s
Program (DTP), D i v i s i o n  o f  Cancer Treatment  ( D C T ) ,  N a t i o n a l  Cancer I n s t i t u t e  
( N C I )  i s  s e e k i n g  c o n t r a c t o r s  t o  p r o v i d e  t h e  s y n t h e s i s  o f  a v a r i e t y  o f  o r g a n i c /
i n o r g a n i c  compounds. The pr imary f o c u s  w i l l  be on t h e  r e s y n t h e s i s  o f  
compounds t h a t  have been i d e n t i f i e d  by t h e  DTP as m e r i t i n g  i n v e s t i g a t i o n s .
The compounds schedu led  f o r  p r e p a r a t i o n  are u n o b t a i n a b l e  from t h e  o r i g i n a l  
s o u r c e s  and are needed f o r  b i o l o g i c a l  e v a l u a t i o n s .  I t  i s  a n t i c i p a t e d  t h a t  t h e  
compounds w i l l  be s y n t h e s i z e d  i n  q u a n t i t i e s  o f  0 . 1  t o  5 grams u s i n g  t h e  
o r i g i n a l  s y n t h e t i c  methods. O c c a s i o n a l l y ,  some method development w i l l  b e  
r e q u i r e d .  
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The t y p e s  of compounds t o  be prepared  w i l l  i n c l u d e  n i t r o g e n ,  oxygen, and 
s u l f u r  h e t e r o c y c l e s ,  n u c l e o s i d e s ,  p e p t i d e s ,  c o o r d i n a t i o n  complexes, a n t i - s e n s e  
n u c l e i c  a c i d s ,  e t c .  All s y n t h e s i z e d  compounds s h a l l  be c h a r a c t e r i z e d  t o  
i d e n t i t y  and p u r i t y .  

Each c o n t r a c t o r  should have a v a i l a b l e  a f u l l y  o p e r a t i o n a l  f a c i l i t y  i n c l u d i n g 

a l l  necessa ry  equipment and i n s t r u m e n t a t i o n  f o r  a l l  a s p e c t s  o f  t h e  c o n t r a c t .  


NOTE: Two r e l a t e d  RFPs are c u r r e n t l y  a v a i l a b l e .  It is a n t i c i p a t e d  t h a t  

m u l t i p l e  inc remen ta l ly  funded c o n t r a c t s  w i l l  be awarded f o r  a p e r i o d  o f  t h r e e  

y e a r s  beginning  on o r  about  May 1 ,  1988. Th i s  RFP NCI-CM-87229-22, “Chemical 

S y n t h e s i s  f o r  Anti-AIDS Compounds” i s  an  open compe t i t i on .  RFP No. 

NCI-CM-87231-22 llChemical S y n t h e s i s  f o r  Anti-AIDS Compounds by Small  Business” 

i s  a 100% se t  a s i d e  f o r  small b u s i n e s s .  


O f f e r o r s  who q u a l i f y  as a small b u s i n e s s  a r e  encouraged t o  submit p r o p o s a l s 

under both  RFPs; however n o t  more t h a n  one award o f  t h e  a v a i l a b l e  awards 

(under  both  RFPs) w i l l  be made t o  any s i n g l e  o f f e r i n g  o r g a n i z a t i o n .  


RFP NCI-CM-87229-22 w i l l  be i s s u e d ,  upon r e q u e s t  t o  E l i z a b e t h  C la rk  Moore, on 

o r  about  June  22, 1987 and p r o p o s a l s  w i l l  be  due approximately s i x  weeks 

t h e r e a f t e r .  


E l i z a b e t h  C la rk  Moore 

Cont rac t  S p e c i a l i s t 

Treatment C o n t r a c t s  S e c t i o n ,  RCB 

Nat iona l  Cancer I n s t i t u t e ,  N I H  

B l a i r  Bu i ld ing  Room 216 

Bethesda,  Maryland 20892 

Telephone: (301)  427-8737 


ACQUISITION AND CHARACTERIZATION OF ALLOANTISERA RECOGNIZING 

PUBLIC SPECIFICITIES OF THE MHC 


RFP AVAILABLE: RFP-NIH-NIAID-IAIDP-88-4 
P.T. 34; K.W. 0710060, 0780005 

-& Nat iona l  I n s t i t u t e  o f  A l l e r g y  and I n f e c t i o u s  Diseases 

The Gene t i c s  and T r a n s p l a n t a t i o n  Biology Branch o f  t h e  Immunology, A l l e rgy  and 

Immunologic Diseases Program o f  Na t iona l  I n s t i t u t e  o f  A l l e rgy  and I n f e c t i o u s  

Diseases ( N I A I D )  is  s o l i c i t i n g  c o n t r a c t  p r o p o s a l s  from o r g a n i z a t i o n s  having 

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

a l l o a n t i s e r a  r ecogn iz ing  t h e  p u b l i c  s p e c i f i c i t i e s  of t h e  MHC. O f f e r o r s  should  

have demonstrated expe r i ence  i n  s c r e e n i n g  f o r  s e r a  u s e f u l  i n  i d e n t i f y i n g  MHC 

a n t i g e n s  and i n  a l l  a s p e c t s  o f  h i s t o c o m p a t i b i l i t y  t e s t i n y .  The c a p a b i l i t y  t o  

manage and ana lyze  pooled d a t a  on s e r a / c e l l  r e a c t i o n s  wi th  t h e  purpose  of 

i d e n t i f y i n g  a n t i g e n i c  s p e c i f i c i t i e s  i s  a l s o  needed,  


One o r  more c o n t r a c t s  may be  awarded as a r e s u l t  o f  t h i s  s o l i c i t a t i o n .  It i s  

expec ted  t h a t  t h e  c o n t r a c t  (SI w i l l  have a t h r e e - y e a r  p e r i o d  o f  performance. 

Any r e s p o n s i b l e  o f f e r o r  may submit a proposa l  which s h a l l  be cons ide red  by t h e  

Government. 


RFP-NIH-NIAID-88-4 w i l l  be  a v a i l a b l e  on o r  about  June  22, 1987. P roposa l s 

w i l l  be due on or about  August 22, 1987. 


To r e c e i v e  a copy o f  t h i s  RFP, p l e a s e  supply  t h i s  o f f i c e  wi th  two self 

addressed  ma i l ing  l a b e l s .  Telephone i n q u i r i e s  w i l l  n o t  be  honored and a l l  

i n q u i r i e s  must be  i n  w r i t i n g  and addressed  t o  t h e  o f f i c e  below. 


Ms. Rosemary L .  McCabe 

Nat iona l  I n s t i t u t e  of Al l e rgy  and I n f e c t i o u s  Diseases 

Westwood Bu i ld ing ,  Room 707 

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

Bethesda,  Maryland 20892 


T h i s  adver t i sement  does  n o t  commit t h e  Government t o  make 

an award. 
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CLINICAL TRIAL OF THE EFFICACY OF INTRAVENOUS GAMMA GLOBULIN 
I N  THE TREATMENT OF SYrlPTOMATIC C H I L D ~ ~ m l N F E C T m m % - T H E  
HUMAN IMMUNODEFICIENCY VIRUS ( H I V )  

SOURCES SOUGHT ANNOUNCEMENT 87-05 

P.T. 3 4 ;  K.W. 0755015, 0750010, 0715120 

Na t iona l  I n s t i t u t e  of Child Hea l th  and Human Development 

The Na t iona 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  
c o l l a b o r a t i o n  wi th  t h e  Na t iona l  I n s t i t u t e  o f  A l l e r g y  and I n f e c t i o u s  Diseases 
( N I A I D ) ,  is  conduc t ing  a randomized double-bl ind,  p l a c e b o - c o n t r o l l e d  c l i n i c a l  
t r i a l  o f  t h e  e f f i c a c y  o f  i n t r a v e n o u s  gamma g l o b u l i n  i n  t h e  t r e a t m e n t  o f  
c h i l d r e n  i n f e c t e d  w i t h  t h e  human immunodeficiency v i r u s  ( H I V ) .  

BACKGROUND 

The f i rs t  cases o f  p e d i a t r i c  a c q u i r e d  immunodeficiency syndrome (AIDS) were 
r e p o r t e d  almost  s imul t aneous ly  by D r .  James Oleslce i n  Newark, N e w  J e r s e y  and 
by D r .  Arye R u b i n s t e i n  i n  Bronx, N e w  York. C u r r e n t l y ,  approximately f i v e  
hundred c h i l d r e n  less t h a n  13 y e a r s  o f  age have been diagnosed nat ionwide w i t h  
CDC-definition AIDS. However, c l i n i c i a n s  i n  t h e  major c e n t e r s  o f  p e d i a t r i c
AIDS r e p o r t  t h a t  t h e  number o f  c h i l d r e n  w i t h  symptomatic H I V  d i s e a s e  fa r  
exceeds t h i s  number. The r e c e n t l y  r e l e a s e d  CDC c l a s s i f i c a t i o n  scheme f o r  
p e d i a t r i c  H I V  d i s e a s e  a t t e s t s  t o  t h i s  f ac t .  It is  clear t h a t  t h i s  number w i l l  
c o n t i n u e  t o  i n c r e a s e .  Se ropreva lence  su rveys  conducted i n  two h o s p i t a l s  i n  
t h e  N e w  York m e t r o p o l i t a n  area examined t h e  occur rence  o f  HIV-antibody i n  t h e  
serum o f  women d e l i v e r i n g  on t h e i r  o b s t e t r i c  s e r v i c e .  After  a months-long
s u r v e i l l a n c e  p e r i o d ,  one h o s p i t a l  documented a p reva lence  ra te  o f  2 .00% whi l e  
t h e  ra te  o f  s e r o p o s i t i v i t y  i n  t h e  o t h e r  h o s p i t a l  approached 3 . 5 X .  

I n  a su rvey  c a r r i e d  o u t  i n  t h e  n o r t h e a s t e r n  United S t a t e s  i n  over  7 , 0 0 0
b i r t h s ,  samples o f  i n f a n t s '  blood were documented t o  c o n t a i n  an t ibody  a g a i n s t
H I V  w i t h  p reva lence  v a r y i n g  from 7.0/1000 b i r t h s  i n  an urban area t o  1.0/1000
b i r t h s  i n  suburban-rural  areas.  T h i s  s t u d y  is ongoing and is b e i n g  conducted 
o u t s i d e  of t h e  N e w  York-New J e r s e y  area.  Thus, it i s  c lear  t h a t  p e d i a t r i c  H I V  
d i s e a s e  i s  a major problem which w i l l  c o n t i n u e  t o  i n c r e a s e .  

The c h i l d r e n  who have AIDS have been documented t o  have bo th  t h e  o p p o r t u n i s t i c
i n f e c t i o n s  s e e n  i n  a d u l t  AIDS p a t i e n t s  as well as  s e v e r e  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 .  S t u d i e s  have shown n o t  o n l y  d e f e c t i v e  ce l l -med ia t ed  immunity bu t  
a l s o  impaired humoral immunity. The p i c t u r e  o f  i n f e c t i o u s  d i s e a s e  i n  young
c h i l d r e n  w i t h  p e r i n a t a l l y  a c q u i r e d  AIDS is  f u r t h e r  complicated by t h e i r  l a c k  
o f  n a t u r a l  exposures  t o  i n f e c t i o u s  a g e n t s  and t h e i r  developmental ly  immature 
immunologic sys t ems .  

I n  t h e  absence o f  a v a i l a b l e  a n t i - v i r a l  and immunomodulator t h e r a p i e s ,  suppor t
f o r  t h e s e  p a t i e n t s  i n c l u d e s  a number o f  n o n - s p e c i f i c  i n t e r v e n t i o n s  i n c l u d i n g
s u b s t a n t i a l  n u t r i t i o n a l  s u p p o r t .  I n  o r d e r  t o  respond somewhat more 
s p e c i f i c a l l y  t o  t h e  problems o f  t h e s e  c h i l d r e n  a number o f  c l i n i c i a n s  t r e a t e d  
t h e i r  p a t i e n t s  w i t h  i n t r a v e n o u s  gamma g l o b u l i n  admin i s t e red  on a r e g u l a r
s c h e d u l e .  C a l v e l l i  and Rub ins t e in ,  i n  a s t u d y  conducted a t  A l b e r t  E i n s t e i n  i n  
t h e  Bronx, r e p o r t e d  a s i g n i f i c a n t  r e d u c t i o n  i n  b a c t e r i a l  i n f e c t i o n s  i n  t h e i r  
t r e a t e d  p a t i e n t s .  C u r r e n t l y ,  a t  l ea s t  two major p e d i a t r i c  AIDS c e n t e r s  
a d m i n i s t e r  t h i s  t h e r a p y  t o  a number o f  t h e i r  h i g h l y  symptomatic AIDS p a t i e n t s .
Other  c e n t e r s ,  however, r e c g g n i z e  t h e  e s s e n t i a l l y  unproven n a t u r e  of  t h i s  
t r e a t m e n t  and, i n  g e n e r a l ,  do n o t  a d m i n i s t e r  t h i s  t h e r a p y  o r  u s e  it o n l y  i n  
h i g h l y  s e l e c t e d  s i t u a t i o n s .  Thus, t h e  t r i a l  proposed i n  t h i s  announcement 
w i l l  p r o v i d e  d e f i n i t i v e  ev idence  w i t h  r e g a r d  t o  t h e  e f f i c a c y  o f  t h i s  
t r e a t m e n t .  

OBJECTIVES AND SCOPE 

The s p e c i f i c  aims of t h e  s t u d y  are t o  t e s t  t h e  fo l lowing  hypotheses  i n  a 
multi-center t r i a l  o f  t h e  u s e  o f  i n t r a v e n o u s  gamma g l o b u l i n  i n  t h e  t r e a t m e n t  
o f  young c h i l d r e n  w i t h  H I V  d i s e a s e :  

-., 


1 .  

2. 


In t r avenous  gamma g l o b u l i n  (when compared t o  an i d e n t i c a l - a p p e a r i n g
i n t r a v e n o u s l y  a d m i n i s t e r e d  p l acebo  [ i n t r a v e n o u s  albumin p repa red
f o r  i n v e s t i g a t i o n a l  u s e l )  admin i s t e red  on an eve ry  28 day schedu le  
i n  a dose o f  400 mglkg w i l l  b e  demonstrated t o  increase t h e  
s u r v i v a l  t i m e  o f  c h i l d r e n  i n f e c t e d  w i t h  H I V .  

T h i s  same t h e r a p y  (when compared t o  i ts  p lacebo)  w i l l  b e  
demonstrated t o  d e c r e a s e  t h e  number of documented s e v e r e  b a c t e r i a l  
i n f e c t i o n s  i n  t h e  t r e a t e d  group. 
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3. 	T h i s  t h e r a p y  w i l l  d e c r e a s e  t h e  number o f  h o s p i t a l i z a t i o n s  and t h e  
number o f  h o s p i t a l  days i n  t h e  t r e a t e d  group. 

4. T h i s  t h e r a p y  w i l l  l i m i t  o r  i n t e r r u p t  t h e  a n t i g e n i c  s t i m u l a t i o n  o f  
H I V  i n f e c t e d  c h i l d r e n  ( s t i m u l a t i o n  which may c a u s e  lymphocyte

W' 	 r e p l i c a t i o n  and more r a p i d  p r o g r e s s i o n  of t h e  H I V  d i s e a s e )  and t h u s  
slow t h e  p r o g r e s s i o n  o f  t h e  d i s e a s e .  

T h i s  t r i a l  w i l l  e n r o l l  c h i l d r e n  who are i n f e c t e d  w i t h  H I V  d i s e a s e  and 
randomize them t o  r e c e i v e  e i t h e r  gamma g l o b u l i n  ( C u t t e r  p r o d u c t )  o r  p l a c e b o .
C h i l d r e n  w i l l  be t r e a t e d  as o u t l i n e d  above and outcome a s s e s s e d  by t h e  
d e t e r m i n a t i o n  o f  ( 1 )  number o f  documented s e v e r e  b a c t e r i a l  i n f e c t i o n s ,  (2)
number o f  h o s p i t a l i z a t i o n s  and h o s p i t a l  days,  ( 3 )  T-ce l l s  and T - c e l l  s u b s e t s ,
( 4 )  spec i f i c  r e s p o n s e s  t o  a n t i g e n s  and mitogens and (5) l e n g t h  o f  s u r v i v a l .  
Approximately 100  c h i l d r e n  w i l l  be e n r o l l e d  ove r  a 6 month p e r i o d  i n  each arm 
o f  t h e  s t u d y  and each w i l l  be fol lowed f o r  one y e a r  from e n t r y  o r  u n t i l  d e a t h  
o r  s t u d y  t e r m i n a t i o n .  An independent  s a f e t y  committee w i l l  p e r i o d i c a l l y
monitor  s t u d y  r e s u l t s  and c o n s i d e r  t h e  e a r l y  t e r m i n a t i o n  o f  t h e  s t u d y  i f  
s e r i o u s  a d v e r s e  effects occur  o r  i f  s u b s t a n t i a l  e f f i c a c y  o f  t r e a t m e n t  i s  
demons t r a t ed .  

Responses t o  t h e  announcement by i n t e r e s t e d  c l i n i c a l  i n v e s t i g a t o r s  shou ld  
p r o v i d e  t h e  f o l l o w i n g  in fo rma t ion :  

1 .  	N a m e  and CV o f  a l l  p r o f e s s i o n a l  s ta f f  who w i l l  p a r t i c i p a t e  i n  t h e  
conduct o f  t h i s  t r i a l .  

2. Documentation s p e c i f y i n g  how many HIV-infected c h i l d r e n  less  t h a n  
13 y e a r s  o f  age are c u r r e n t l y  b e i n g  fol lowed a t  t h e  i n v e s t i g a t o r ' s
i n s t i t u t i o n  i n c l u d i n g  s p e c i f i c a t i o n  o f  t h e i r  c u r r e n t  c l i n i c a l  
s t a t u s  as  d e f i n e d  by t h e  C D C ' s  new p e d i a t r i c  c l a s s i f i c a t i o n  system
(MMWR, v o l .  36, no .  5, 4/27/87). 

3. Documentation o f  t o t a l  number o f  c h i l d r e n  (less t h a n  13) w i t h  H I V  
d i s e a s e  t r e a t e d  by t h i s  i n s t i t u t i o n  o v e r  t h e  l a s t  f i v e  y e a r s .  

4. An estimate o f  number o f  p a t i e n t s  who would l i k e l y  meet t h e  e n t r y
c r i t e r i a  no ted  above ove r  t h e  n e x t  s i x  months and who would 
p a r t i c i p a t e  i n  t h e  t r i a l .  

MECHANISM OF SUPPORT 

The mechanism f o r  s u p p o r t  f o r  t h i s  t r i a l  w i l l  be th rough  i n d i v i d u a l  
s u b c o n t r a c t  between t h o s e  i n s t i t u t i o n s  s e l e c t e d  f o r  p a r t i c i p a t i o n  and t h e  d a t a  
c e n t e r  s e l e c t e d  under a c u r r e n t  c o m p e t i t i v e  procurement which w i l l  r e s u l t  i n  a 
c o n t r a c t  w i t h  N I C H D .  The d a t a  c e n t e r  w i l l  manage a l l  d a t a  g e n e r a t e d  by t h e  
t r i a l  and w i l l  a n a l y z e  t h e s e  d a t a  f o r  mon i to r ing  by t h e  s a f e t y  committee and 
f o r  t h e  S t e e r i n g  Committee who w i l l  d i r e c t  t h e  a n a l y s e s  and r e p o r t  t h e  
r e s u l t s .  The S t e e r i n g  Committee w i l l  be composed o f  i n v e s t i g a t o r s  from each  
p a r t i c i p a t i n g  i n s t i t u t i o n ,  and s c i e n t i f i c / p r o g r a m m a t i c  o f f i c i a l s  from t h e  
NICHD and NIAID. The  s u b c o n t r a c t  between t h e  data  c e n t e r  and each i n d i v i d u a l  
i n s t i t u t i o n  w i l l  f u l l y  suppor t  t h e  conduct of t h e  c l i n i c a l  t r i a l  a t  t h a t  
i n s t i t u t i o n .  

Any i n s t i t u t i o n ,  which wishes t o  p a r t i c i p a t e  and is a l r e a d y  a p a r t i c i p a n t  i n  
t h e  AIDS Treatment and E v a l u a t i o n  Unit  (ATEU) network, can  app ly  t o  
p a r t i c i p a t e  i n  t h i s  t r i a l  th rough  t h e  ATEUs.  T h i s  s t u d y  w i l l  be conducted i n  
c o l l a b o r a t i o n  w i t h  t h e  N I A I D  and t h e  ATEUs .  

Responses t o  t h i s  announcement shou ld  be  mailed no l a t e r  t h a n  30 days from t h e  
d a t e  o f  p u b l i c a t i o n  o f  t h i s  announcement t o :  

Harvey S h i f r i n ,  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  Ch i ld  H e a l t h  

and Human Development
Landow 6C29 
7910 Woodmont Ave. 
Bethesda,  MD 20892 
Telephone:  ( 3 0 1 )  496-4611 
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SOCIAL AND BEHAVIORAL ASPECTS OF HEALTH AND FERTILITY-RELATED BEHAVIOR 


RFP AVAILABLE: NICHD-DBS-87-13 


P.T. 34; K.W. 0404000, 0413002, 0785055, 0730070 


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 Demographic and Behav io ra l  S c i e n c e s  Branch, Cen te r  f o r  Popu la t ion 

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  s t u d y  o f  t h e  s e x u a l  behav io r  o f  men and women i n  t h e  U.S. 

The g o a l  of t h i s  c o n t r a c t  is t o  o b t a i n  a s ses smen t s  r e g a r d i n g  t h e  t h e o r e t i c a l  

framework, s u b s t a n t i v e  focus ,  c o n t e n t  and s t r a t e g y  o f  a l a r g e - s c a l e  d a t a  

c o l l e c t i o n  e f f o r t  f o c u s i n g  on t h e  s e x u a l  behav io r  o f  b o t h  men and women 

p a r t i c u l a r l y  as  it re la tes  t o  c o n t r a c e p t i v e  u s e  and r i s k  o f  STDs, i n c l u d i n g 

AIDS. It is a n t i c i p a t e d  t h a t  one award w i l l  b e  made under  t h i s  RFP f o r  a 

p e r i o d  o f  approx ima te ly  12 months. 


The b a s i c  o b j e c t i v e s  o f  t h e  e f f o r t  w i l l  b e  t o  review e x i s t i n g  r e s e a r c h  and 

t h e o r y  i n  t h e  areas o f  psychology, s o c i o l o g y ,  economics, epidemiology and 

p u b l i c  h e a l t h  and t o  recommend c o n t e n t  and s t r a t e g y  f o r  a large-scale d a t a  

c o l l e c t i o n  e f f o r t  f o c u s i n g  on s e x u a l  b e h a v i o r .  The e f f o r t  w i l l  a l s o  be  

r e q u i r e d  t o  recommend s p e c i f i c  i n s t r u m e n t s  and t o  p r o v i d e  s p e c i f i c  c o s t s  

estimates f o r  such a s t u d y .  


Performance of  t h e  s p e c i f i e d  p r o j e c t  r e q u i r e s  r e s e a r c h e r s  w i t h  adequa te 

t r a i n i n g  and e x p e r t i s e  i n  t h e  b e h a v i o r a l - s o c i a l  p o p u l a t i o n  s c i e n c e s .  The 

o f f e r o r  must have demonstrated a b i l i t y  i n  two areas:  ( 1 )  s u b s t a n t i v e  

knowledge o f  r e s e a r c h  i n  t h e  areas o f  s e x u a l  behav io r  and (2) su rvey  d e s i g n 

and sampling.  I n  a d d i t i o n  t o  b e i n g  a b l e  t o  p ropose  d i f f e r e n t  sampling p l a n 

and su rvey  s t r a t e g i e s ,  t h e  o f f e r o r  must be  a b l e  t o  assess t h e  c o s t  

i m p l i c a t i o n s  o f  d i f f e r e n t  approaches .  


RFP-NICHD-DBS-87-13 w i l l  be i s s u e d  on o r  abou t  J u l y  1 ,  1987. P r o p o s a l s  w i l l  

be due approx ima te ly  60 days t h e r e a f t e r .  Copies  o f  t h e  RFP may be  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 .  Please 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 .  


Pau l  J .  Duska, C o n t r a c t i n g  Officer 

C o n t r a c t  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  Ch i ld  Hea l th  and Human Development

Landow B u i l d i n g ,  Room 6C-25 

7910 Woodmont Avenue 

Bethesda,  Maryland 20892 


PROGRAM PROJECTS I N  TRANSPLANTATION IMMUNOLOGY 


RFA AVAILABLE: 87-AI-18 


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


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


Letter  o f  I n t e n t  Date: J u l y  15, 1987 


A p p l i c a t i o n  Rece ip t  Date: October 15, 1987 


BACKGROUND INFORMATION 


The G e n e t i c s  and T r a n s p l a n t a t i o n  Biology Branch o f  t h e  Immunology, A l l e r g i c 

and Immunologic D i s e a s e s  Program o f  t h e  N a t i o n a l  I n s t i t u t e  o f  A l l e r g y  and 

I n f e c t i o u s  Diseases ( N I A I D )  s u p p o r t s  fundamental  s t u d i e s  and a p p l i e d  r e s e a r c h  

i n  immunogenetics and t r a n s p l a n t a t i o n  immunology. Program P r o j e c t s  i n  

T r a n s p l a n t a t i o n  Immunology are i n t e n d e d  t o  s t i m u l a t e  c o l l a b o r a t i v e , 

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

f o r  t h e  c l a r i f i c a t i o n  and man ipu la t ion  o f  t h e  immune p r o c e s s e s  t h a t  de t e rmine  

accep tance  o r  r e j e c t i o n  o f  a l l o g r a f t s .  Three such program p r o j e c t s  are 

c u r r e n t l y  funded a l t h o u g h  s u p p o r t  f o r  two is schedu led  t o  conclude i n  1988. 

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  ( R F A )  i s  in t ended  t o  encourage t h e  development 

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

and review o f  new and renewal program p r o j e c t  a p p l i c a t i o n s ,  p r o v i d i n g  a n  

e q u i t a b l e  o p p o r t u n i t y  f o r  b o t h  t o  compete f o r  funds  c u r r e n t l y  a v a i l a b l e  t o  t h e  

Program i n  t h i s  area o f  r e s e a r c h .  


'-

.-I_ 
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RESEARCH GOALS AND SCOPE 

A p p l i c a t i o n s  should  h e a v i l y  emphasize c o l l a b o r a t i o n  i n  r e s e a r c h  between 
t r a n s p l a n t  c l i n i c i a n s  and immunologis ts ,  and t h e  a p p l i c a t i o n  o f  t h e  most 
up-to-date  concep t s  and t e c h n i q u e s  of immunology t o  t h e  e v a l u a t i o n  o f  t h e  
immune system o f  r e c i p i e n t s  i n  a l l  c i r cums tances  a t t e n d a n t  t o  t h e  

t.ri*, t r a n s p l a n t a t i o n .  

The a p p l i c a t i o n  shou ld  d e s c r i b e  a m u l t i d i s c i p l i n a r y  r e s e a r c h  program t h a t  h a s  
a w e l l  d e f i n e d  c e n t r a l  r e s e a r c h  f o c u s  o r  o b j e c t i v e .  A s  w i th  o t h e r  program
p r o j e c t s ,  t h e  i n d i v i d u a l  p r o j e c t s  o f  which t h e y  c o n s i s t  should  be  
i n t e r r e l a t e d ,  a l l  c o n t r i b u t i n g  t o  t h e  program o b j e c t i v e .  

The o b j e c t i v e s  o f  t h e  r e s e a r c h  should  be  ( a )  t h e  c l a r i f i c a t i o n  o f  t h e  s t a t u s  
o f  t h e  immune systems,  s p e c i f i c a l l y  o f  t h e  immunoregulatory ba l ance  ( 1 )  p r i o r  
t o  t r a n s p l a n t a t i o n  i n  i t s  r e l a t i v e l y  normal s ta te ,  o r ,  i f  t h e  t r a n s p l a n t  is 
occas ioned  by a d i s t u r b a n c e  o f  t h e  immune s t a t e ,  i n  t h e  c a u s a t i v e  d i s o r d e r e d  
s t a t e ,  (2 )  i n  t h e  c o u r s e  o f  t r a n s p l a n t  p r e p a r a t i o n  which c o n s i s t s  o f  t h e  
r e d u c t i o n  o f  r e spons iveness  (immunosuppression) o r  t h e  i n d u c t i o n  o f  t o l e r a n c e ,  
( 3 )  p o s t o p e r a t i v e l y  d u r i n g  maintenance immunosuppression a s  t h e  g r a f t  becomes 
e s t a b l i s h e d ,  (4) d u r i n g  r e j e c t i o n  ep i sodes ,  and (5) d u r i n g  t r e a t m e n t  o f  
r e j e c t i o n ,  and ( b )  t h e  modulat ion o f  immunological a c t i v i t y  on t h e  b a s i s  o f  
t h e  in fo rma t ion  so o b t a i n e d .  

MECHANISM OF SUPPORT 

Program p r o j e c t  g r a n t s  are awarded t o  an i n s t i t u t i o n  i n  b e h a l f  o f  a program
d i r e c t o r  f o r  t h e  suppor t  o f  a broadly-based m u l t i d i s c i p l i n a r y ,  long-term,
r e s e a r c h  program which h a s  a s p e c i f i c  major o b j e c t i v e  o r  b a s i c  theme. A 
program p r o j e c t  g e n e r a l l y  i n v o l v e s  t h e  o rgan ized  e f f o r t s  o f  groups  o f  
i n v e s t i g a t o r s  who conduct  r e s e a r c h  p r o j e c t s  r e l a t e d  t o  t h e  o v e r a l l  program
o b j e c t i v e  . 
The g r a n t  can  p rov ide  suppor t  f o r  t h e  p r o j e c t s  and f o r  c e r t a i n  c o r e  r e s o u r c e s  
s h a r e d  by i n d i v i d u a l s  i n  a program where t h e  s h a r i n g  f a c i l i t a t e s  t h e  t o t a l  
r e s e a r c h  e f f o r t .  Each component p r o j e c t  suppor t ed  under a program p r o j e c t  
g r a n t  i s  expec ted  t o  c o n t r i b u t e  t o  and be  d i r e c t l y  r e l a t e d  t o  a common theme;
t h e  p r o j e c t s  should  demonst ra te  an  e s s e n t i a l  e lement  o f  u n i t y  and 
in te rdependence .  A t  least  two awards are planned f o r  1988. 

STAFF CONTACT 

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

Jane  S. S c h u l t z ,  Ph.D. 
Ch ie f ,  Gene t i c s  and T r a n s p l a n t a t i o n

Biology Branch, IAIDP 
N a t i o n a l  I n s t i t u t e  o f  A l l e r g y

and I n f e c t i o u s  Diseases 
Westwood Bu i ld ing ,  Room 754 
N a t i o n a l  I n s t i t u t e s  of Hea l th  
Bethesda,  Maryland 20892 
Telephone: (301) 496-5598 

P r o s p e c t i v e  a p p l i c a n t s  are encouraged t o  submit  a one-page l e t t e r  o f  i n t e n t  
t h a t  i n c l u d e s  a d e s c r i p t i v e  t i t l e  o f  t h e  proposed r e s e a r c h  and i d e n t i f i c a t i o n  
o f  any o t h e r  p a r t i c i p a t i n g  i n s t i t u t i o n s .  The I n s t i t u t e  r e q u e s t s  such l e t t e r s  
by J u l y  15,  1987, f o r  t h e  purpose o f  p r o v i d i n g  an  i n d i c a t i o n  o f  t h e  number and 
scope  o f  a p p l i c a t i o n s  t o  be  r e c e i v e d .  

The RFA l a b e l  a v a i l a b l e  i n  t h e  9/86 r e v i s i o n  of  a p p l i c a t i o n  form 398 must be  
a f f i x e d  t o  t h e  bottom of t h e  f a c e  page .  f a i l u r e  t o  u s e  t h i s  l a b e l  cou ld  
r e s u l t  i n  de l ayed  p r o c e s s i n g  o f  your  a p p l i c a t i o n  such t h a t  it may n o t  r e a c h  
t h e  review committee i n  t i m e  f o r  rev iew.  Letters o f  i n t e n t  and shou ld  be  
d i r e c t e d  t o  D r .  S c h u l t z  a t  t h e  a d d r e s s  shown. 

LUNG FIBROSIS: MECHANISMS OF COLLAGEN GENE EXPRESSION 

RFA AVAILABLE: 87-HL-17-L 

P.T. 34; K.W. 0765010, 0765015, 0715165 

Na t iona 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  Rece ip t  Date: November 16, 1987 

The D i v i s i o n  o f  Lung Diseases o f  t h e  N a t i o n a l  Heart, Lung, and Blood I n s t i t u t e  
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  be  cons ide red  i n  a s i n g l e  compe t i t i on  f o r  
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s u p p o r t  o f  r e s e a r c h  on molecular  s t u d i e s  aimed a t  unde r s t and ing  t h e  mechanisms 

t h a t  r e g u l a t e  c o l l a g e n  accumulat ion i n  pulmonary f i b r o s i s .  The .main o b j e c t i v e 

o f  t h i s  s p e c i a l  g r a n t  program i s  t o  encourage r e s e a r c h  on c o l l a g e n  gene 

e x p r e s s i o n  i n  normal l u n g  and t o  app ly  t h i s  i n f o r m a t i o n  t o  unde r s t and  how 

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

f i b r o s i s  . 

BACKGROUND 


The ha l lmark  o f  pulmonary f i b r o s i s ,  r e g a r d l e s s  o f  i t s  e t i o l o g y ,  i s  c o l l a g e n 

accumulat ion i n  t h e  i n t e r s t i t i u m  o f  t h e  l u n g .  During t h e  p a s t  decade a wea l th  

o f  i n f o r m a t i o n  on t h e  b i o s y n t h e s i s  and d e g r a d a t i o n  o f  c o l l a g e n  h a s  been 

o b t a i n e d ,  y e t  l i t t l e  is known about  how t h e s e  p r o c e s s e s  are r e g u l a t e d , 

e s p e c i a l l y  i n  t h e  l u n g .  The methods are  now a v a i l a b l e  t o  i s o l a t e  and s t u d y 

ce l l s ,  p a r t i c u l a r l y  f i b r o b l a s t s ,  o b t a i n e d  by b iopsy  o r  l a v a g e  d i r e c t l y  from 

t h e  l u n g s  o f  expe r imen ta l  animal  models, o f  normal a d u l t s  and o f  p a t i e n t s  w i th  

pulmonary f i b r o s i s .  As a r e s u l t ,  it is p o s s i b l e  t o  i s o l a t e  l u n g  c e l l s  which 

e x p r e s s  pheno typ ic  d i f f e r e n c e s  i n  growth and b i o s y n t h e t i c  c a p a b i l i t y .  These 

advances make it f e a s i b l e  t o  g a i n  a more d e t a i l e d  u n d e r s t a n d i n g  o f  how 

c o l l a g e n  d e p o s i t i o n  i s  r e g u l a t e d  a t  t h e  molecu la r  l e v e l  i n  b o t h  normal and 

d i s e a s e d  l u n g s .  


OBJECTIVES AND SCOPE 


The p r imary  o b j e c t i v e  o f  t h i s  i n i t i a t i v e  i s  t h e  e l u c i d a t i o n  o f  molecu la r  

mechanisms which r e g u l a t e  t h e  e x p r e s s i o n  o f  t h e  c o l l a g e n  genes .  Research on 

t h e  r e g u l a t i o n  o f  genes ,  o t h e r  t h a n  t h e  c o l l a g e n  genes ,  t h a t  d i r e c t l y 

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

program. Examples are ,  t h e  genes t h a t  code f o r  t h e  m u l t i p l e  enzymes invo lved  

i n  c o l l a g e n  p o l y p e p t i d e  p r o c e s s i n g  and genes t h a t  code f o r  t h e  c o l l a g e n 

degrad ing  enzymes. While t h e  pr imary emphasis i s  on t h e  f i b r o b l a s t ,  r e s e a r c h  

on o t h e r  c e l l  t y p e s  such as e n d o t h e l i a l  c e l l s  o r  m y o f i b r o b l a s t s  a l s o  may b e  

a p p r o p r i a t e .  


MECHANISM OF SUPPORT 


The s u p p o r t  mechanism f o r  t h i s  program w i l l  b e  t h e  t r a d i t i o n a l ,  i n d i v i d u a l  

r e s e a r c h  g r a n t .  A l l  c u r r e n t  p o l i c i e s  and r equ i r emen 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  N a t i o n a l  I n s t i t u t e s  o f  Hea l th  w i l l  a p p l y  t o  

g r a n t s  awarded under t h i s  RFA. A p p l i c a t i o n s  must be r e c e i v e d  by November 16,

1987. An a p p l i c a t i o n  n o t  r e c e i v e d  by t h i s  d a t e  w i l l  b e  c o n s i d e r e d  i n e l i g i b l e .  -*' 

Awards w i l l  b e  made t o  f o r e i g n  i n s t i t u t i o n s  o n l y  f o r  r e s e a r c h  of v e r y  unusual  

merit, need, and promise,  and i n  accordance w i t h  P u b l i c  H e a l t h  S e r v i c e  p o l i c y 

govern ing  such  awards.  


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  RFA 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  and t e c h n i c a l  meri t  by an i n i t i a l  review group, which w i l l  be 

convened f o r  t h i s  purpose,  by t h e  D i v i s i o n  o f  Extramural  Affa i r s ,  N H L B I .  


METHOD OF APPLYING 


P r o s p e c t i v e  a p p l i c a n t s  are asked t o  submit a l e t t e r  o f  i n t e n t  and i n c l u d e  t h e  

names of  any o t h e r  p a r t i c i p a t i n g  i n s t i t u t i o n s  o r  i n v e s t i g a t o r s .  T h i s  l e t t e r  

shou ld  be  r e c e i v e d  no l a t e r  t h a n  August 3, 1987. Requests  f o r  c o p i e s  o f  t h i s  

announcement may b e  directe*d t o :  


Anthony R .  Kalica,  Ph.D. 

I n t e r s t i t i a l  Lung Diseases Branch 

D i v i s i o n  o f  Lung Diseases, NHLBI 

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 6A09 

Bethesda,  Maryland 20892 

Telephone: (301)  496-7034 


The RFA l a b e l  a v a i l a b l e  i n  t h e  9/86 r e v i s i o n  of  a p p l i c a t i o n  form 398 must be  

a f f i x e d  t o  t h e  bottom o f  t h e  face page.  F a i l u r e  t 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  review.  
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DIETARY CHOLESTEROL EFFECTS ON PLASMA LIPOPROTEINS 

RFA AVAILABLE: NIH-87-HL-22-H 

P.T. 34; K.W. 0710095, 0765025, 1003016, 1003018, 1002004, 1002008, 0785165 

%.J
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  Rece ip t  Date: November 16, 1987 


The L i p i d  Metabolism-Atherogenesis Branch o f  t h e  D i v i s i o n  of Heart and 

Vascu la r  Diseases, 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 ta f f  o f  t h e  N H L B I .  


T h i s  program w i l l  s u p p o r t  w e l l  c o n t r o l l e d  s t u d i e s  i n  human and o r  animal  

models on t h e  effects  o f  d i e t a r y  c h o l e s t e r o l  on t h e  c o n c e n t r a t i o n ,  composi t ion 

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

p o s t - p r a n d i a l  l i p o p r o t e i n s  and t h e i r  s u b f r a c t i o n s .  The r ange  and v a r i a b i l i t y 

o f  r e sponse ,  and t h e  pa rame te r s  i n f l u e n c i n g  t h e  r e sponse  w i t h i n  and between 

i n d i v i d u a l s ,  are a l s o  o f  prime i n t e r e s t .  The main purpose o f  t h i s  s p e c i a l  

g r a n t  program is t o  e v a l u a t e  t h e  i n f l u e n c e  o f  d i e t a r y  c h o l e s t e r o l  on t h e  

a t h e r o s c l e r o t i c  p r o c e s s  th rough  i t s  e f f ec t s  on b o t h  t h e  r i s k - a s s o c i a t e d  

c h o l e s t e r o l - r i c h  l i p o p r o t e i n s  and on t h e  p o s t - p r a n d i a l  l i p o p r o t e i n s  whose 

a t h e r o g e n i c i t y ,  w h i l e  s u s p e c t e d ,  h a s  y e t  t o  be  c h a r a c t e r i z e d .  Among t h e  

d i s c i p l i n e s  and e x p e r t i s e  t h a t  may be  a p p r o p r i a t e  f o r  t h i s  r e s e a r c h  program 

are  c l i n i c a l  n u t r i t i o n  ( p a r t i c u l a r l y  a s  it relates  t o  h y p e r l i p o p r o t e i n e m i a  and 

its t r e a t m e n t ) ,  p r o t e i n  and l i p i d  b iochemis t ry ,  metabolism, molecu la r  and 

c e l l u l a r  b io logy ,  g a s t r o e n t e r o l o g y ,  and pa tho logy .  


Requests  f o r  c o p i e s  of  t h e  RFA shou ld  be  addres sed  t o :  


V i r g i n i a  S. Keating,  R . D .  

D i v i s i o n  o f  Heart and Vascu la r  Diseases 

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

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

Bethesda,  Maryland 20892 

Telephone: (301 )  496-1681 


The RFA l a b e l  a v a i l a b l e  i n  t h e  9/86 v e r s i o n  o f  a p p l i c a t i o n  form 398 must  be 

a f f i x e d  t o  t h e  bottom o f  t h e  face page.  F a i l u r e  t 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.  


NHLBI PROGRAMS OF EXCELLENCE I N  MOLECULAR BIOLOGY 


RFA AVAILABLE: 87-HL-23 


P.T. 34; K.W.. 1002008, 0705015, 0705065 


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  Rece ip t  Date: J a n u a r y  15, 1988 


The 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)  i n v i t i n g  g r a n t  a p p l i c a t i o n s  

t o  develop a Program o f  Exce l l ence  i n  Molecular Biology.  Each Program o f  

Exce l l ence  w i l l  s u p p o r t  a m u l t i d i s c i p l i n a r y  team cf independent  r e s e a r c h  

i n v e s t i g a t o r s ,  and w i l l  have two major o b j e c t i v e s :  f irst ,  t o  f o s t e r  

u t i l i z a t i o n  o f  molecular  b i o l o g y  approaches i n  r e s e a r c h  areas w i t h i n  t h e  

miss ion  o f  t h e  Na t iona l  Heart, Lung, and Blood I n s t i t u t e  where t h e  u s e  of 

t h e s e  t e c h n o l o g i e s  h a s  y e t  t o  be f u l l y  employed; and second, t o  p r o v i d e 

o p p o r t u n i t i e s  f o r  i n v e s t i g a t o r s  who have t h e  p o t e n t i a l  f o r  independent 

r e s e a r c h  careers t o  become s k i l l e d  i n  t h e  expe r imen ta l  s t r a t e g i e s  and 

t e c h n i q u e s  of molecu la r  b i o l o g y  and t h e i r  a p p l i c a t i o n  t o  r e s e a r c h  r e l e v a n t  t o  

t h e  mis s ion  o f  t h e  I n s t i t u t e .  


The t o t a l  s c i e n t i f i c  e f f o r t  must be d i r e c t e d  toward a c e n t r a l ,  u n i f y i n g  theme. 

I n  keeping wi th  t h e  t r a d i t i o n  o f  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 ,  t h e  NHLBI 

e x p e c t s  t h e  a p p l i c a n t s  t o  d e f i n e  t h e i r  own theme and t o  develop t h e  approaches 

t h a t  would be used t o  accomplish t h e  o b j e c t i v e s  of  t h e  proposed r e s e a r c h  

program. 


Each a p p l i c a n t  h a s  c o n s i d e r a b l e  f l e x i b i l i t y  i n  d e v i s i n g  a p l a n  t o  accomplish 

t h e  broad o b j e c t i v e s  o f  t h i s  RFA on t h e  b a s i s  o f  t h e  imag ina t ion  and t a l e n t s 
'-' of  t h e  i n v e s t i g a t o r s  and t h e  r e s o u r c e s  and commitment o f  t h e i r  r e s p e c t i v e
i n s t i t u t i o n s .  However, i n  o r d e r  t o  e v a l u a t e  t h e  proposed p l a n s  e f f e c t i v e l y ,  
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each  a p p l i c a t i o n  shou ld  i n c l u d e  an assessment  o f  t h e  a p p l i c a n t  I n s t i t u t i o n ' s  
c u r r e n t  r e s e a r c h  a c t i v i t i e s  and how t h e s e  w i l l  s e r v e  as a b a s i s  f o r  
development o f  a program o f  r e s e a r c h  u s i n g  molecular  b io logy  approaches ,  a 
d e s c r i p t i o n  o f  t h e  proposed new program g o a l s  t o  ach ieve  t h e  i n t e g r a t i o n  o f  
molecular  b i o l o g y  i n t o  a r e a s  r e l a t e d  t o  t h e  miss ion  o f  t h e  NHLBI by t h e  end o f  
a seven  y e a r  p e r i o d ,  and a d e s c r i p t i o n  o f  t h e  s c i e n t i f i c  and a d m i n i s t r a t i v e  
p l a n s  t o  a t t a i n  t h e s e  g o a l s .  

PROGRAM FEATURES 

To p rov ide  a s u i t a b l e  s t r u c t u r e  f o r  a c h i e v i n g  t h e  o b j e c t i v e s  o f  t h e  RFA, a 
Program o f  Exce l l ence  i n  Molecular  Biology w i l l  have t h e  fo l lowing  e l emen t s :  

o 	 SEVEN YEAR AWARD: T h i s  ex tended  p e r i o d  w i l l  e n a b l e  a Program o f  
Exce l l ence  t o  be  i n n o v a t i v e ,  t o  pu r sue  new developments i n  r a p i d l y
advancing areas, t o  embark on t h e  a p p l i c a t i o n  o f  molecular  b io logy  t o  
more complex expe r imen ta l  sys tems,  and t o  deve lop  new expe r imen ta l
models.  

o 	 RECRUIT ESSENTIAL SCIENTIFIC EXPERTISE: I n  o r d e r  t o  p rov ide  t h e  most 
e f f e c t i v e  combinat ion o f  s c i e n t i f i c  d i s c i p l i n e s ,  a p p l i c a n t s  may r e q u e s t
funds  t o  r e c r u i t  f a c u l t y  t o  augment o r  s t r e n g t h e n  t h e  s k i l l s  and 
c a p a b i l i t i e s  o f  e x i s t i n g  f a c u l t y .  

o 	 INSTITUTIONAL ENVIRONMENT AND RESOURCES: A p p l i c a n t s  may r e q u e s t  funds  
f o r  i n c i d e n t a l  a l t e r a t i o n  and r e n o v a t i o n  o f  f a c i l i t i e s  c o n s i s t e n t  w i t h  
P u b l i c  Hea l th  S e r v i c e  p o l i c y ,  a s  w e l l  a s  t h e  purchase  o f  equipment needed 
t o  conduct  r e s e a r c h  u s i n g  t h e  t e c h n o l o g i e s  o f  molecular  b i o l o g y .  

o 	 EXPERIMENTAL DESIGN AND METHODS: I n  an  e f f o r t  t o  p rov ide  b roade r  d e g r e e s
o f  r e s e a r c h  freedom, and t o  encourage i n n o v a t i v e  approaches ,  t h e  
a p p l i c a t i o n  r e q u i r e s  on ly  a b r i e f  d e s c r i p t i o n  o f  t h e  p r e f e r r e d  and 
a l t e r n a t i v e  expe r imen ta l  approaches ,  s t r a t e g i e s  and proposed r e s e a r c h  
d i r e c t i o n s .  The a p p l i c a t i o n  w i l l  n o t  r e q u i r e  s p e c i f i c  d e t a i l s  f o r  
i n d i v i d u a l  exper iments  and p r o t o c o l s .  I n  a d d i t i o n ,  on ly  one c o n s o l i d a t e d  
o r  composi te  budget  w i l l  be r e q u i r e d .  

o 	 SUPPORT FOR NEW INVESTIGATORS: ' T o  p rov ide  f o r  t h e  development o f  new 
r e s e a r c h  workers  w i t h  s k i l l s  r e q u i r e d  t o  conduct  r e s e a r c h  u t i l i z i n g  t h e  
t e c h n o l o g i e s  o f  molecular  b io logy ,  a p p l i c a t i o n s  may i n c l u d e  a r e q u e s t  t o  
suppor t  young i n v e s t i g a t o r s  o r  i n v e s t i g a t o r s  new t o  t h e  d i s c i p l i n e  o f  
molecular  b i o l o g y .  

APPLICATION 


A p p l i c a t i o n s  should  be submi t t ed  on t h e  r e v i s e d  (9/86) form PHS 398 accord ing  

t o  t h e  i n s t r u c t i o n s  provided  w i t h  t h e  form and accord ing  t o  Supplemental 

Guide l ines  p repa red  by t h e  N H L B I .  Because o f  t h e  unique f e a t u r e s  and g o a l s  o f  

t h e  Programs o f  Exce l l ence ,  a p p l i c a n t s  w i l l  r e q u i r e  t h e s e  Supplemental 

Guide l ines  t o  p r e p a r e  an  a c c e p t a b l e  a p p l i c a t i o n .  


TIMETABLE 


Let t e r  of I n t e n t  September 15, 1987 

A p p l i c a t i o n  Rece ip t  Date  Janua ry  15, 1988 

F i r s t  S t a g e  o f  Techn ica l  Review March 1988 

Second S t a g e  o f  Techn ica l  Review J u l y  1988 

Advisory Counci l  Review September 8-9, 1988 

Award Date September 30 ,  1988 


INQUIRIES 


To o b t a i n  c o p i e s  o f  t h e  d e t a i l e d  RFA and t h e  d e t a i l e d  Supplemental  Gu ide l ines  

(which must be  fo l lowed i f  an a c c e p t a b l e  a p p l i c a t i o n  i s  t o  be  submi t t ed )  

c o n t a c t  : 


Stephen C .  Mockrin, Ph.D. 

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

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

Federa l  B u i l d i n g  - Room 304 

Bethesda,  Maryland 20892 

Telephone:  (301) 496-1627 


The RFA l a b e l  a v a i l a b l e  i n  t h e  9/86 r e v i s i o n  o f  a p p l i c a t i o n  form 398 must be  

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

r e s u l t  i n  de layed  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  for rev iew.  
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