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NOTICE 

N I H  REGIONAL WORKSHOPS ON IMPLEMENTATION OF THE PHS POLICY 
ON HUMANE CARE AND USE OF LABORATORY ANIMALS 

V+*’ P.T. 42; K.W. 0201011, 1014003 

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  


The N a t i o n a l  I n s t i t u t e s  o f  Heal th ,  Off ice  f o r  P r o t e c t i o n  from Research Risks , 

is  c o n t i n u i n g  t o  sponsor  a ser ies  o f  workshops i n  implementing t h e  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  on t h e  Humane Care and U s e  o f  Labora tory  Animals. The 

workshops are  open t o  i n s t i t u t i o n a l  a d m i n i s t r a t o r s ,  members o f  animal care and 

u s e  committees,  l a b o r a t o r y  animal v e t e r i n a r i a n s ,  i n v e s t i g a t o r s  and o t h e r  

i n s t i t u t i o n a l  s t a f f  who have r e s p o n s i b i l i t y  f o r  h i g h - q u a l i t y  management o f  

sound i n s t i t u t i o n a l  animal  care and u s e  programs. 


Date: January  28-29, 1988 


Locat ion:  Albuquerque, N e w  Mexico 


Contac t  : 


M s .  Rynda Gibbs 

U n i v e r s i t y  of  N e w  Mexico School o f  Medicine 

Cont inuing  Medical Educa t ion  

815 Vassar N.E .  

Albuquerque, N e w  Mexico 87131 

Telephone: ( 5 0 5 )  277-3942 


Date: March 22-23, 1988 


Locat ion:  Durham, North C a r o l i n a  


Contact  : 


M s .  Sandy Huskins o r  

M s .  Pa t  McAdams 


4’ 	Duke U n i v e r s i t y
C r e a t i v e  Conference P l a n n e r s  
2900 Harriman Avenue 
Durham, North C a r o l i n a  
Telephone: (800)  845-1054 o r  

(919)  782-1905 

Other  workshops are b e i n g  planned and w i l l  be  announced i n  f u t u r e  i s s u e s  o f  

t h e  N I H  Guide f o r  Grants  and C o n t r a c t s .  


For a d d i t i o n a l  i n f o r m a t i o n  c o n t a c t :  


M s .  Roberta  G a r f i n k l e  

Execut ive  A s s i s t a n t  f o r  Animal Welfare Educat ion  

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

Office f o r  P r o t e c t i o n  from Research R i s k s  

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

Bethesda,  Maryland 20892 


DATED ANNOUNCEMENTS (RFPs AND R F A s  AVAILABLE) 

CASE CONTROL STUDY OF I N D O O R  RADON LEVELS, CIGARETTE SMOKING EXPOSURE AND CANCER 

RFP AVAILABLE: NIH-ES-88-05 

P.T. 34; K . W .  0785055, 0715035, 0715165 

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

The D i v i s i o n  o f  Biometry and Risk  Assessment,  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 ,  is p l a n n i n g  t o  i n i t i a t e  a c a s e - c o n t r o l  s t u d y  o f  

14 	 t h e  r e l a t i o n s h i p  between both  a c t i v e  and p a s s i v e  smoking and a l p h a  r a d i a t i o n  
from indoor  radon p o l l u t i o n  w i t h  r e s p e c t  t o  t h e  o n s e t  o f  c a n c e r  o f  t h e  l u n g
and o t h e r  p o t e n t i a l  t a r g e t  s i tes  t h a t  have been i d e n t i f i e d  i n  e c o l o g i c  and 
i n d u s t r i a l  s t u d i e s .  O f f e r o r s  w i l l  b e  r e q u i r e d  t o  d e f i n e  an  a p p r o p r i a t e  
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p o p u l a t i o n  f o r  s t u d y  and d e s i g n  a c a s e - c o n t r o l  s t u d y  t o  assess t h e  i n t e r a c t i o n  

between a l p h a  r a d i a t i o n  from indoor  radon p o l l u t i o n  and c i g a r e t t e  smoke i n  t h e  

o n s e t  o f  l u n g  c a n c e r  and cancer  a t  o t h e r  s p e c i f i e d  s i tes .  The e s t i m a t e d  

p e r i o d  o f  performance i s  t h i r t y  (301 months. T h i s  t h i r t y - m o n t h  p e r i o d  may

i n v o l v e  approximate ly  1 . 3 0  person  y e a r s  o f  p r o f e s s i o n a l  e f f o r t ,  approximate ly 

5.80 person  y e a r s  o f  t e c h n i c a l  e f f o r t  and approximate ly  1.20 person  y e a r s  o f  

c l e r i c a l  e f f o r t .  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 . 

A maximum o f  two awards i s  p lanned .  


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

RFP-NIH-ES-88-05 w i l l  be  i s s u e d  on or about  January  11, 1988, w i t h  a c l o s i n g 

d a t e  f o r  r e c e i p t  o f  p r o p o s a l s  se t  f o r  February 22, 1988. 


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

s e l f - a d d r e s s e d  m a i l i n g  l a b e l s .  A l l  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  by t h e  agency.  Requests  f o r  c o p i e s  of  t h e  RFP w i l l  

be honored i f  r e c e i v e d  w i t h i n  20 c a l e n d a r  days a f t e r  t h e  scheduled  i s s u e  d a t e  

o f  t h e  RFP. Reques ts  r e c e i v e d  a f t e r  t h i s  p e r i o d  w i l l  be f i l l e d  

f i r s t -come,  f i r s t - s e r v e d  b a s i s  u n t i l  t h e  supply  is exhaus ted .  
w i l l  be  a v a i l a b l e  upon w r i t t e n  r e q u e s t  t o :  

Velve t  M .  T o r a i n  
C o n t r a c t  S p e c i a l i s t
N a t i o n a l  I n s t i t u t e  o f  Environmental  H e a l t h  S c i e n c e s  
P . O .  BOX 12874 
79 T. W .  Alexander Dr ive ,  4401 B u i l d i n g
Research T r i a n g l e  Park,  North C a r o l i n a  27709 

DEVELOPMENTAL TOXICITY TESTING AND RESEARCH 

RFP AVAILABLE: NIH-ES-88-01 

P .T .  34; K.W. 1 0 0 7 0 0 9 ,  0775030, 0775020 

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  

on a 
The RFP package 

The purpose o f  t h i s  p r o j e c t  is t o  t e s t  chemical  a g e n t s  f o r  t h e i r  p o t e n t i a l  t o  

c a u s e  developmental  and r e p r o d u c t i v e  t o x i c i t y .  T h i s  p r o j e c t  w i l l  i n v o l v e  two 

t a s k s .  Task I p r o v i d e s  f o r  t h e  s c r e e n i n g  o f  developmental  t o x i c a n t s .  Task I1 

p r o v i d e s  f o r  t h e  t e s t i n g  o f  chemical  a g e n t s  f o r  t h e i r  p o t e n t i a l  t o  c a u s e  **_ 


t e r a t o g e n i c i t y  and developmental  t o x i c i t y .  Task I w i l l  c o n s i s t  o f  

developmental  t o x i c i t y  s c r e e n  s t u d i e s  i n  which 75 chemica ls  w i l l  be  t e s t e d  

over  t h e  5-year p e r i o d  i n  two s p e c i e s  e a c h .  A s t u d y  is d e f i n e d  as t h e  t e s t i n g 

o f  one chemical  i n  one s p e c i e s ;  one chemical  s t u d i e d  i n  two s p e c i e s  is  counted 

as two s t u d i e s .  Thus, 150 s t u d i e s  w i l l  be conducted under Task I .  The number 

o f  pregnant  an imals  used and t h e  e n d p o i n t s  examined s h a l l  be s u f f i c i e n t  t o  

i n d i c a t e  t h e  p o t e n t i a l  f o r  developmental  t o x i c i t y  and t h e  dose l e v e l s  t h a t  

w i l l  be  used i n  a d e f i n i t i v e  t e r a t o l o g y  s t u d y .  Task I s h a l l  be conducted w i t h  

ra t s ,  mice, and r a b b i t s .  


Task I1 w i l l  i n v o l v e  p r i m a r i l y  FDA Segment 2 t e r a t o l o g y  s t u d i e s ,  a l t h o u g h 

o t h e r  s t u d i e s  such as m u l t i g e n e r a t i o n ,  FDA Segment 1 o r  3,  o r  o t h e r  s t u d i e s  

i n v o l v i n g  a r e s e a r c h  component may be r e q u i r e d .  The proposed r e s e a r c h  s h a l l  

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

and developmental  t o x i c i t y .  The number o f  s t u d i e s  ( i . e . ,  one c o n v e n t i o n a l  

t e r a t o l o g y  s t u d y  o r  i t s  e q u i v a l e n t )  t o  be c a r r i e d  o u t  w i t h i n  t h e  f i r s t  y e a r  is 

e s t i m a t e d  t o  b e  approximate ly  10-12. The t y p e s  o f  chemica ls  may i n c l u d e ,  b u t  

n o t  be l i m i t e d  t o :  i n d u s t r i a l  s o l v e n t s ,  p l a s t i c i z e r s ,  food p r e s e r v a t i v e s  and 

c o l o r a n t s ,  d r u g s ,  p e s t i c i d e s ,  and heavy metals .  C e r t i f i c a t i o n  o f  

c o n c e n t r a t i o n  o f  chemica ls  i n  t h e  dosage form s h a l l  be r e q u i r e d  f o r  10-12 

chemica ls /year .  Completion-type c o n t r a c t s  a r e  contemplated f o r  b o t h  Task I 

and Task 11. P r o p o s a l s  must be c l e a r l y  i d e n t i f i e d  a s  r e l a t e d  t o  Task I o r  

Task 11. Tasks must be c o s t e d  s e p a r a t e l y  and s e p a r a t e  awards may be made. 

A maximum o f  two awards i s  p lanned .  


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

RFP-NIH-ES-88-01 i s  now a v a i l a b l e ,  w i t h  a c l o s i n g  d a t e  f o r  r e c e i p t  o f  

p r o p o s a l s  se t  f o r  February 1 ,  1988. 


Requests  should  r e f e r e n c e  RFP NIH-ES-88-01 and should  be forwarded t o :  


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

C o n t r a c t s  Management Office,  OAM 

A t t n :  M s .  E l i z a b e t h  B .  Ford 

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

P . O .  BOX 12874 

Research T r i a n g l e  Park,  North C a r o l i n a  27709 
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ENDOCRINE ASPECTS OF AIDS 

RFA AVAILABLE: 88-DK-05  

P.T. 3 4 ;  K.W.  0785050, 0715120, 0745020, 0705040, 0760025, 0765015 

.b/ N a t i o n a l  I n s t i t u t e  o f  D i a b e t e s  and D i g e s t i v e  and Kidney Diseases 

A p p l i c a t i o n  Rece ip t  Date: March 15, 1988 

AIDS i n v o l v e s  m u l t i p l e  organ systems.  I n  a d d i t i o n  t o  t h e  w e l l  known 
immunologic, pulmonary, g a s t r o i n t e s t i n a l  and n e u r o l o g i c  m a n i f e s t a t i o n s  of 
AIDS, e n d o c r i n e  d y s f u n c t i o n  a p p e a r s  t o  p l a y  a s i g n i f i c a n t  r o l e  i n  t h e  c l i n i c a l  
p i c t u r e  o f  AIDS. Adrenal  i n s u f f i c i e n c y  h a s  been r e p o r t e d  i n  p a t i e n t s  w i t h  
AIDS and au topsy  s t u d i e s  have shown evidence  o f  a d r e n a l  n e c r o s i s  and a d r e n a l  
cy tomegalovi rus  i n f e c t i o n  i n  some p a t i e n t s .  Because even p a r t i a l  a d r e n a l  
i n s u f f i c i e n c y  can  s e v e r e l y  compromise recovery  from c a t a s t r o p h i c  i l l n e s s ,  such  
as 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  c o m p l i c a t i n g  AIDS, s c r e e n i n g  o f  AIDS p a t i e n t s
f o r  a d r e n a l  i n s u f f i c i e n c y  i s  o f t e n  a p p r o p r i a t e .  Informat ion  is needed on 
methods and i n d i c a t i o n s  f o r  op t imal  s c r e e n i n g  f o r  a d r e n a l  i n s u f f i c i e n c y  i n  
AIDS p a t i e n t s  . 
I n  a d d i t i o n  t o  d y s f u n c t i o n  o f  endocr ine  systems i n  AIDS, i n v e s t i g a t i o n  o f  t h e  
newly recognized  endocrine-immune a x i s  may c o n t r i b u t e  t o  our  u n d e r s t a n d i n g  o f  
t h e  p a t h o g e n e s i s  o f  AIDS and o t h e r  d i s o r d e r s  o f  t h e  immune system. Whereas 
g l u c o c o r t i c o i d s  have a w e l l  e s t a b l i s h e d  r o l e  i n  t h e  immune r e s p o n s e  t o  
i n f e c t i o n ,  t h e  a b i l i t y  o f  o t h e r  hormones t o  d i r e c t l y  modulate t h e  immune 
r e s p o n s e  h a s  j u s t  begun t o  be e l u c i d a t e d .  S c i e n t i s t s  have d i s c o v e r e d  t h a t  t h e  
immune and neuroendocr ine  systems s h a r e  a set  of  r e c e p t o r s  and hormones. 
Evidence o f  b i d i r e c t i o n a l  communication between t h e  endocr ine  and immune 
systems i n c l u d e s :  

o 	 C e l l s  o f  t h e  immune system s y n t h e s i z e  b i o l o g i c a l l y  a c t i v e  
neuroendocr ine  hormones i n  q u a n t i t i e s  adequate  f o r  p h y s i o l o g i c
s i g n i f i c a n c e .  

o 	 Leukocyte s y n t h e s i s  of  ACTH and endorphins  is r e g u l a t e d  by immune 
s t i m u l a n t s ,  such as v i r u s e s ,  as w e l l  a s  by t r a d i t i o n a l  p i t u i t a r y
r e g u l a t o r s  such  as hypothalamic p e p t i d e s  and g l u c o c o r t i c o i d s .  

o 	 Leukocytes p o s s e s s  f u n c t i o n a l  r e c e p t o r s  f o r  t h e s e  n e u r o p e p t i d e
hormones and t h e  hormones s p e c i f i c a l l y  modulate immune r e s p o n s e s
such  a s  a n t i b o d y  p r o d u c t i o n ,  lymphocyte p r o l i f e r a t i o n  i n  response  
t o  T c e l l  mitogens,  n a t u r a l  k i l l e r  c e l l  a c t i v i t y ,  mononuclear c e l l  
chemotaxis ,  and lymphokine p r o d u c t i o n .  

o 	 ACTH made by l e u k o c y t e s  d i r e c t l y  i n f l u e n c e s  a d r e n a l  f u n c t i o n ,  and 
g l u c o c o r t i c o i d s  have d i r e c t  e f fec ts  on T c e l l  l y s i s  and 
s e q u e s t r a t i o n ,  and on lymphokine p r o d u c t i o n .  

o P r o l a c t i n  i s  an  immunoregulator w i t h  e f fec ts  on T lymphocyte
dependent 	a n t i b o d y  product ion ,  s k i n  graft r e j e c t i o n ,  development of 
c o n t a c t  s e n s i t i v i t y  and i n  v i t r o  mixed lymphocyte r e a c t i o n .  

o 	 I n s u l i n  r e c e p t o r s  are p r e s e n t  on T-lymphocytes and have been 
p o s t u l a t e d  t o  p a r t i c i p a t e  i n  r e g u l a t i o n  o f  immune r e s p o n s e s .  

The n a t u r e  and mechanism o f  i n t e r a c t i o n s  between t h e  p i t u i t a r y - a d r e n a l  ax i s  
and t h e  immune system is  an  impor tan t  area f o r  f u r t h e r  i n v e s t i g a t i o n  w i t h  
d i r e c t  r e l e v a n c e  t o  AIDS and o t h e r  d i s o r d e r s  o f  immune f u n c t i o n .  

RESEARCH GOALS AND SCOPE 

The g o a l  o f  t h i s  RFA is  t o  s o l i c i t  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  i n  t h e  i n t e r f a c e  
between endocr inology and immunology, i n  o r d e r  t o  advance our  u n d e r s t a n d i n g  of 
t h e  p a t h o g e n e s i s  o f  AIDS, h e l p  i n  t h e  e v a l u a t i o n ,  c l a s s i f i c a t i o n ,  and 
d i a g n o s i s  o f  AIDS, o r  l e a d  t o  development o f  t r e a t m e n t  m o d a l i t i e s  t o  r e t a r d  
t h e  d i s e a s e  p r o c e s s  and enhance immune f u n c t i o n  i n  p a t i e n t s  w i t h  AIDS. Areas 
o f  i n v e s t i g a t i o n s  o f  i n t e r e s t  t o  N I D D K  i n c l u d e  b u t  are n o t  l i m i t e d  t o :  

o S t u d i e s  o f  t h e  i n c i d e n c e  o f  e n d o c r i n e  d y s f u n c t i o n  i n  AIDS. 

o C h a r a c t e r i z a t i o n  o f  endocr ine  d y s f u n c t i o n  i n  AIDS. 

ll 4' o 	 Development o f  a p p r o p r i a t e  methods o f  d i a g n o s i s  o f  e n d o c r i n e  
d y s f u n c t i o n  i n  AIDS. 
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C h a r a c t e r i z a t i o n  o f  p h y s i o l o g i c a l  i n t e r a c t i o n s  between t h e  
endoc r ine  and immune systems i n c l u d i n g  p o s s i b l e  a l t e r a t i o n s  i n  
AIDS. 

S t u d i e s  o f  hormone p roduc t ion  and i ts  r e g u l a t i o n  i n  p o p u l a t i o n s  o f  
immune ce l l s  i n c l u d i n g  effects  of  AIDS on hormone s y n t h e s i s  by
immune c e l l s .  

S t u d i e s  o f  hormonal r e g u l a t i o n  o f  immune c e l l  f u n c t i o n  i n c l u d i n g
i ts  a l t e r a t i o n  i n  AIDS. 

I n v e s t i g a t i o n  o f  t h e  immune-pi tui tary a x i s  i n  r e sponse  t o  somat ic  
s t i m u l i ,  such  as i n f e c t i o n ,  and t h e  effects  o f  AIDS on t h i s  
p r o c e s s .  

S t u d i e s  on t h e  immune-adrenal a x i s  and i t s  a l t e r a t i o n  i n  AIDS. 

I n v e s t i g a t i o n  i n t o  ' t h e  n a t u r e  and mechanisms o f  c o r t i c o s t e r o i d  
r e g u l a t i o n  o f  t h e  immune system i n  AIDS. 

MECHANISM OF SUPPORT 

The mechanism o f  suppor t  f o r  t h i s  program w i l l  be  t h e  g r a n t - i n - a i d  ( R o l l .
Although t h i s  s o l i c i t a t i o n  is  inc luded  i n  t h e  funding  p l a n s  f o r  F i s c a l  Year 
1988 f o r  N I D D K ,  suppor t  is  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  funds  f o r  
t h i s  purpose .  The N I D D K  p l a n s  t o  d e s i g n a t e  a t o t a l  o f  $ 1 , 5 0 0 , 0 0 0  ( d i r e c t  and 
i n d i r e c t  c o s t s )  f o r  t h e  suppor t  o f  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  
s o l i c i t a t i o n ;  however, t h e  s p e c i f i c  amount t o  be  funded w i l l  depend upon t h e  
o v e r a l l  m e r i t  and scope o f  t h e  a p p l i c a t i o n s  r e c e i v e d .  It is  a n t i c i p a t e d  t h a t  
approximate ly  1 0  t o  15 g r a n t s  w i l l  be awarded under  t h i s  s o l i c i t a t i o n .  

REVIEW PROCEDURES AND CRITERIA 

Upon receipt ,  a p p l i c a t i o n s  w i l l  be  reviewed by s t a f f  f o r  t h e i r  r e s p o n s i v e n e s s
t o  t h e  o b j e c t i v e s  o f  t h i s  RFA. If t h e  a p p l i c a t i o n  is considered unrespons ive ,
t h e  a p p l i c a n t  will be c o n t a c t e d  and g iven  an o p p o r t u n i t y  t o  withdraw t h e  
a p p l i c a t i o n  o r  have it cons ide red  f o r  t h e  r e g u l a r  g r a n t  program o f  t h e  N I H .  

A p p l i c a t i o n s  i n  r e sponse  t o  t h i s  s o l i c i t a t i o n  w i l l  be  reviewed on a na t ionwide  
b a s i s  and i n  acco rd  w i t h  t h e  u s u a l  N I H  p e e r  rev iew p rocedures .  A p p l i c a t i o n s
w i l l  f i rst  be  reviewed f o r  s c i e n t i f i c  and t e c h n i c a l  merit by an  I n i t i a l  Review 
Group, which w i l l  be a r r anged  by t h e  Review Branch, D i v i s i o n  o f  Ext ramura l  
A c t i v i t i e s ,  N I D D K .  T h i s  group w i l l  be composed p r i m a r i l y  o f  non- fede ra l  
s c i e n t i f i c  c o n s u l t a n t s .  The a p p l i c a t i o n s  w i l l  t h e n  be  reviewed by t h e  
N a t i o n a l  Advisory Counci l  o f  N I D D K .  

METHOD OF APPLYING 

A p p l i c a t i o n s  should  be submi t t ed  on form PHS 3 9 8 ( r e v i s e d  9/86), which is  
a v a i l a b l e  from an a p p l i c a n t  i n s t i t u t i o n ' s  Office o f  Sponsored Research o r  from 
t h e  N I H  D i v i s i o n  o f  Research Gran t s .  U s e  t h e  c o n v e n t i o n a l  format  f o r  r e s e a r c h  
p r o j e c t  g r a n t  a p p l i c a t i o n s  and e n s u r e  t h a t  t h e  p o i n t s  i d e n t i f i e d  i n  t h i s  
announcement are f u l f i l l e d .  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  
RFA, check  "yes" on i tem two o f  page one 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  "Endocrine Aspec ts  o f  AIDS" and t h e  RFA Number 88-DK-05. 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 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 ime  f o r  rev iew.  

The o r i g i n a l  and f o u r  c o p i e s  o f  t h e  a p p l i c a t i o n  should  be  s e n t  o r  d e l i v e r e d  

_I.%* 

t o :  


A p p l i c a t i o n  Rece ip t 

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  of  Hea l th  

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

Bethesda,  Maryland 20892rX 


Two a d d i t i o n a l  c o p i e s  o f  t h e  a p p l i c a t i o n  are t o  be  s e n t  


Review Branch 

Nat iona l  I n s t i t u t e  o f  D iabe te s  and D i g e s t i v e  and Kidney

Westwood Bu i ld ing ,  Room 406 

Bethesda,  Maryland 20892H 


t o  : 


Diseases ,  N I H  
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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 i s  l e t t e r  should  be r e c e i v e d  no l a t e r  t h a n  February 1 ,  1988 and should  b e  
s e n t  t o  program s t a f f  i d e n t i f i e d  under i n q u i r i e s  below. 

A p p l i c a t i o n s  must b e  r e c e i v e d  by March 15. Any a p p l i c a t i o n s  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  f o r  t h i s  s p e c i a l  s o l i c i t a t i o n .  

YY@ 	 APPLICATION INITIAL COUNCIL EARLIEST 
RECEIPT REVIEW REVIEW START DATE 

March 15, 1988 MayIJune 1988 S e p t .  1988 S e p t .  1988 


For f u r t h e r  in format ion ,  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 

o f f i c e :  


J u d i t h  Fradkin ,  M . D .  

Chief ,  Endocrine and Metabol ic  Diseases Programs Branch 

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

N a t i o n a l  I n s t i t u t e  o f  D i a b e t e s  and D i g e s t i v e  and Kidney Diseases 

Westwood B u i l d i n g ,  Room 603 

Bethesda,  Maryland 20892XX 

Telephone: (301)  496-7791 


ENDOCRINE BASIS OF WASTING I N  AIDS 


RFA AVAILABLE: 88-DK-06 

P.T. 3 4 ;  K.W.  0785050, 0715120, 0715085 

N a t i o n a l  I n s t i t u t e  o f  D i a b e t e s  and D i g e s t i v e  and Kidney Diseases 

A p p l i c a t i o n  Rece ip t  Date: March 15, 1988 

BACKGROUND: 

Wasting is  a h a l l m a r k  o f  AIDS. AIDS p a t i e n t s  f r e q u e n t l y  e x p e r i e n c e  d i a r r h e a  
and malabsorp t ion  which may r e s u l t  from a v a r i e t y  o f  g a s t r o i n t e s t i n a l
p a t h o l o g i e s  i n c l u d i n g  i n f e c t i o u s  a g e n t s ,  neoplasms and inflammatory changes.
However, s e v e r e  and r e l e n t l e s s  t i s s u e  was t ing  i s  s e e n  i n  p a t i e n t s  w i t h  AIDS 

.wf 	 w i t h  modest i n t e s t i n a l  d y s f u n c t i o n  and wi thout  d i a r r h e a .  The pathophysiology
o f  t h e  s e v e r e  weight l o s s  common i n  AIDS is  p o o r l y  unders tood  and is  l i k e l y  t o  
i n v o l v e  mechanisms o t h e r  t h a n  g a s t r o i n t e s t i n a l  d y s f u n c t i o n .  

P a t i e n t s  w i t h  malignancy, c h r o n i c  inflammatory i l l n e s s  o r  immunodeficiency are 
o f t e n  c a c h e t i c .  The c a c h e x i a  may occur  when t h e  tumor o r  p a r a s i t e  burden is  
small and may p e r s i s t  d e s p i t e  adequate  c a l o r i c  i n t a k e .  There i s  a growing 
awareness  t h a t  endogenous media tors  are e s s e n t i a l  e lements  i n  t h e  p a t h o g e n e s i s
o f  was t ing  d i a t h e s e s .  Cachexin (tumor n e c r o s i s  f a c t o r )  i s  a macrophage
hormone o r i g i n a l l y  i s o l a t e d  i n  t h e  c o u r s e  o f  s t u d i e s  aimed a t  d e l i n e a t i n g
b a s i c  mechanisms o f  c a c h e x i a  i n  c h r o n i c  d i s e a s e .  Its metabol ic  e f fec ts  
i n c l u d e  s u p p r e s s i o n  o f  t h e  e x p r e s s i o n  o f  l i p o p r o t e i n  l i p a s e  (LPL)  and s e v e r a l  
o t h e r  a d i p o s e  spec i f ic  enzymes. Cachexin t h u s  p r e v e n t s  t h e  uptake  and s t o r a g e
o f  exogenous t r i g l y c e r i d e  and c a u s e s  a n e t  loss o f  t r i g l y c e r i d e  from f a t .  
Cachexin i s  n o t  t h e  o n l y  monokine which s u p p r e s s e s  LPL; i n t e r l e u k i n - 1  a l s o  h a s  
t h i s  e f f ec t .  Tumors produce a v a r i e t y  o f  hormones t h a t  exer t  metabol ic  
e f fec ts  and r e s u l t  i n  wel l - recognized p a r a n e o p l a s t i c  syndromes. Tumor-derived 
growth f a c t o r s  a l s o  affect  t h e  metabol ic  r e s p o n s e s  o f  t a r g e t  c e l l s .  Whether 
c e l l  d e r i v e d  p e p t i d e s  p l a y  a r o l e  i n  media t ing  t h e  was t ing  d i a t h e s i s  o f  AIDS 
remains t o  be e s t a b l i s h e d .  

RESEARCH GOALS AND SCOPE 

I n  some c h r o n i c  d i s e a s e s ,  t h e  t i m i n g  o f  d e a t h  is  l i k e l y  t o  be determined as 
much by t h e  body’s energy r e s e r v e  as by t h e  a c t i v i t y  o f  t h e  d i s e a s e  p r o c e s s
i t s e l f .  Severe  weight  l o s s  o f  i t s e l f  can impai r  t h e  f u n c t i o n  o f  t h e  immune 
system and affect  t h e  s u s c e p t i b i l i t y  o f  i n d i v i d u a l s  t o  i n f e c t i o n .  Thus s e v e r e  
weight l o s s  c o n t r i b u t e s  s i g n i f i c a n t l y  t o  t h e  morbid i ty  and m o r t a l i t y  o f  AIDS. 

T h i s  RFA i s  in tended  t o  s t i m u l a t e  r e s e a r c h  which w i l l  e l u c i d a t e  t h e  endocr ine  
and metabol ic  b a s i s  of  was t ing  i n  AIDS w i t h  t h e  u l t i m a t e  g o a l  of developing
s t r a t e g i e s  t o  r e v e r s e  t h e  was t ing  d i a t h e s i s  o f  AIDS. 

!Y& 
Areas of i n v e s t i g a t i o n  of i n t e re s t  t o  N I D D K  i n c l u d e  b u t  are n o t  l i m i t e d  t o :  

o 	 The r o l e  o f  cachexin  and/or  o t h e r  monokines i n  t h e  p a t h o g e n e s i s  o f  
was t ing  i n  AIDS and o t h e r  c h r o n i c  d i s e a s e s ;  
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o 	 I d e n t i f i c a t i o n  o f  hormones, growth f a c t o r s ,  l i p i d  m o b i l i z i n g
f a c t o r s  o r  o t h e r  p e p t i d e s  which may c o n t r i b u t e  t o  was t ing  i n  AIDS; 

o 	 I d e n t i f i c a t i o n  and c h a r a c t e r i z a t i o n  o f  a b e r r a n t  m e t a b o l i c  p a t t e r n s
i n  AIDS such  as homeos ta t ic  r e s p o n s e s  t o  decreased  f u e l  i n t a k e ;  

o 	 R e g u l a t i o n  of  l i p o l y s i s  and l i p o g e n e s i s  i n  AIDS and i d e n t i f i c a t i o n  
and c h a r a c t e r i z a t i o n  o f  s p e c i f i c  a b n o r m a l i t i e s  o f  l i p i d  metabolism; 

o R e g u l a t i o n  o f  muscle mass and n i t r o g e n  b a l a n c e  i n  AIDS; 

o 	 S t u d i e s  o f  whether a b n o r m a l i t i e s  i n  i n s u l i n  s e c r e t i o n  o r  
s e n s i t i v i t y  may b e  involved  i n  decreased  f a t  s t o r e s  i n  AIDS. 

MECHANISM OF SUPPORT 


The mechanism o f  s u p p o r t  f o r  t h i s  program w i l l  b e  t h e  g r a n t - i n - a i d  ( R o l l . 

Although t h i s  s o l i c i t a t i o n  i s  inc luded  i n  t h e  funding  p l a n s  f o r  F i s c a l  Year 

1988 f o r  N I D D K ,  s u p p o r t  is c o n t i n g e n t  upon receipt  of  a p p r o p r i a t e d  funds  f o r  

t h i s  purpose .  The N I D D K  p l a n s  t o  d e s i g n a t e  a t o t a l  o f  $750,000 ( d i r e c t  and 

i n d i r e c t  c o s t s )  f o r  t h e  s u p p o r t  o f  a p p l i c a t i o n s  submi t ted  i n  response  t o  t h i s  

s o l i c i t a t i o n ;  however, t h e  s p e c i f i c  amount t o  be funded w i l l  depend upon t h e  

o v e r a l l  merit and scope o f  t h e  a p p l i c a t i o n s  r e c e i v e d .  It  is a n t i c i p a t e d  t h a t  

approximate ly  5 t o  8 g r a n t s  w i l l  be  awarded under  t h i s  s o l i c i t a t i o n .  


REVIEW PROCEDURES AND CRITERIA 


Upon r e c e i p t ,  a p p l i c a t i o n s  w i l l  be  reviewed by s t a f f  f o r  t h e i r  r e s p o n s i v e n e s s  

t o  t h e  o b j e c t i v e s  o f  t h i s  RFA. If t h e  a p p l i c a t i o n  i s  c o n s i d e r e d  unrespons ive , 

t h e  a p p l i c a n t  w i l l  be  c o n t a c t e d  and g iven  an  o p p o r t u n i t y  t o  withdraw t h e  

a p p l i c a t i o n  o r  have it c o n s i d e r e d  f o r  t h e  r e g u l a r  g r a n t  program o f  t h e  N I H .  


A p p l i c a t i o n s  i n  r e s p o n s e  t o  t h i s  s o l i c i t a t i o n  w i l l  be  reviewed on a na t ionwide  

b a s i s  and i n  accord  w i t h  t h e  u s u a l  N I H  peer  review p r o c e d u r e s .  A p p l i c a t i o n s 

w i l l  f i r s t  b e  reviewed f o r  s c i e n t i f i c  and t e c h n i c a l  merit by an  I n i t i a l  Review 

Group, which w i l l  be  a r r a n g e d  by t h e  Review Branch, D i v i s i o n  of Extramural  

A c t i v i t i e s ,  N I D D K .  T h i s  group w i l l  be  composed p r i m a r i l y  o f  non-federa l  

s c i e n t i f i c  c o n s u l t a n t s .  The a p p l i c a t i o n s  w i l l  t h e n  be reviewed by t h e  

N a t i o n a l  Advisory Council. of  N I D D K .  


METHOD OF APPLYING 


A p p l i c a t i o n s  should  be submi t ted  on form PHS 398 ( r e v i s e d  9 /86) ,  which is  

a v a i l a b l e  from a n  a p p l i c a n t  i n s t i t u t i o n ' s  Office o f  Sponsored Research o r  from 

t h e  N I H  D i v i s i o n  o f  Research G r a n t s .  Use t h e  c o n v e n t i o n a l  format  f o r  r e s e a r c h  

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

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

RFA, check nyesl l  on i t e m  two o f  page one of  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  "Endocrine B a s i s  of  Wasting i n  AIDS" and t h e  RFA Number 88-DK-06. 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  f a c e  page.  F a i l u r e  t o  use  t h i s  l a b e l  could  

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  f o r  review.  


The o r i g i n a l  and f o u r  c o p i e s  o f  t h e  a p p l i c a t i o n  should  be s e n t  o r  d e l i v e r e d  

t o :  


A p p l i c a t i o n  Rece ip t 

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

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

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

Bethesda,  Maryland 20892XX 


Two a d d i t i o n a l  c o p i e s  o f  t h e  a p p l i c a t i o n  are t o  b e  s e n t  t o :  


Review Branch 

N a t i o n a l  I n s t i t u t e  o f  D i a b e t e s  and D i g e s t i v e  and Kidney Diseases ,  N I H  

Westwood B u i l d i n g ,  Room 406 

Bethesda,  Maryland 20892xX 


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

T h i s  l e t t e r  should  be r e c e i v e d  no l a t e r  t h a n  February 1 ,  1988 and should  b e  

s e n t  t o  program s t a f f  i d e n t i f i e d  under i n q u i r i e s  below. 


A p p l i c a t i o n s  must be r e c e i v e d  by March 15. Any a p p l i c a t i o n s  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  f o r  t h i s  s p e c i a l  s o l i c i t a t i o n .  
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APPLICATION INITIAL C O U N C I L  EARLIEST 

RE CEIPT REVIEW REVIEW START DATE 


March 15, 1988 May/June 1988 S e p t .  1988 S e p t .  1988 


For f u r t h e r  in format ion ,  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 

o f f  ice : 


J u d i t h  Fradkin ,  M . D .  

Chief ,  Endocrine and Metabol ic  Diseases Programs Branch 

D i v i s i o n  of  D i a b e t e s ,  Endocrinoloav,  and Metabol ic  Diseases 

N a t i o n a l  I n s t i t u t e  o f  D i a b e t e s  a n a - D i g e s t i v e  and Kidney Diseases 

Westwood B u i l d i n g ,  Room 603 

Bethesda,  Maryland 20892xx 

Telephone: (301)  496-7791 


N I H  SMALL INSTRUMENTS GRANTS PROGRAM 


P.T. 34; K.W. 0735000 

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

A p p l i c a t i o n  Rece ip t  Date: February 16, 1988 

BACKGROUND 

I n  i ts a p p r o p r i a t i o n  f o r  t h e  N I H  f o r  F i s c a l  Year 1987, t h e  Congress i n c l u d e d  a 
t o t a l  o f  $16 m i l l i o n  t o  be s p e n t  by t h e  r e s p e c t i v e  Bureaus,  I n s t i t u t e s ,  and 
D i v i s i o n s  ( B I D S )  f o r  t h e  funding  o f  g r a n t s  t o  purchase  s m a l l  i n s t r u m e n t s  
c o s t i n g  between $5,000 and $60,000. T h i s  a c t i o n  w a s  i n  r e s p o n s e  t o  s e v e r a l  
r e c e n t  s t u d i e s  o f  t h e  problem o f  o b s o l e t e  biomedical  r e s e a r c h  i n s t r u m e n t a t i o n  
i n d i c a t i n g  t h a t  t h e  s t a t e  o f  b iomedica l  r e s e a r c h  i n s t r u m e n t a t i o n  h a s  s e r i o u s l y
eroded o v e r  t h e  l a s t  t e n  y e a r s  and t h a t  t h i s  s i t u a t i o n  is  r e t a r d i n g  t h e  
p r o g r e s s  o f  biomedical  r e s e a r c h .  The most s i g n i f i c a n t  need i d e n t i f i e d  i n  
t h e s e  s t u d i e s  is  f o r  t h e  r e l a t i v e l y  low-cost p i e c e s  of  equipment i n  t h e  p r i c e  
range  o f  approximate ly  $5 ,000  t o  $ 6 0 , 0 0 0 .  

I t  i s  a n t i c i p a t e d  t h a t  funds ,  a t  approximate ly  l a s t  y e a r ' s  l e v e l ,  w i l l  be 
a v a i l a b l e  f o r  small i n s t r u m e n t a t i o n  g r a n t s  t h i s  y e a r .  

ELIGIBILITY AND TERMS OF AWARD 

Each i n s t i t u t i o n  t h a t  r e c e i v e d  s u p p o r t  under t h e  Biomedical Research Support
Grant  (BRSG) Program i n  F i s c a l  Year 1987 and c u r r e n t l y  h a s  a c t i v e  N I H  r e s e a r c h  
g r a n t s  is e l i g i b l e  t o  a p p l y .  Only one a p p l i c a t i o n  may be submi t ted  from each  
e l i g i b l e  i n s t i t u t i o n  o r  o r g a n i z a t i o n a l  u n i t .  Each i n s t i t u t i o n  may e s t a b l i s h  
i t s  own p r o c e d u r e s  f o r  i d e n t i f y i n g  equipment r e q u e s t s  t o  be i n c l u d e d .  

The small  i n s t r u m e n t a t i o n  award w i l l  b e  r e s t r i c t e d  t o  t h e  purchase  o f  
equipment c o s t i n g  between $5,000 and $60,000. Awards w i l l  be  made on o r  
before September 30, 1988. The amount o f  t h e  award w i l l  be  based upon a 
p e r c e n t a g e  of  t h e  i n s t i t u t i o n ' s  Biomedical Research Support  Grant award f o r  
F i s c a l  Year 1987 o r  $5,000, whichever i s  g r e a t e r .  S p e c i f i c  funding  d e c i s i o n s  
w i l l  depend on a v a i l a b l e  B I D  a p p r o p r i a t i o n s  as w e l l  as t h e  a p p r o p r i a t e n e s s  of 
t h e  r e q u e s t .  I n s t i t u t i o n s  w i l l  b e  n o t i f i e d  o f  t h e  maximum amount f o r  which 
t h e y  may a p p l y .  

METHOD OF APPLYING 

Let te rs  o f  i n s t r u c t i o n  have been mailed t o  e l i g i b l e  i n s t i t u t i o n s .  

Completed a p p l i c a t i o n s  must b e  r e c e i v e d  by February 16, 1988. 

I n v e s t i g a t o r s  i n t e r e s t e d  i n  p a r t i c i p a t i n g  i n  t h e i r  i n s t i t u t i o n ' s  a p p l i c a t i o n  
must c o n t a c t  t h e  i n s t i t u t i o n ' s  Biomedical Research Support  Grant Program
D i r e c t o r .  I n s t i t u t i o n a l  o f f i c i a l s  who expec t  t o  be involved  i n  p r e p a r i n g  an 
a p p l i c a t i o n  are  r e q u e s t e d  t o  review t h e  l e t t e r  o f  i n s t r u c t i o n  p r i o r  t o  
c o n t a c t i n g  N I H .  
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BIOMEDICAL RESEARCH SUPPORT GRANT APPLICATIONS FOR FISCAL 
YEAR 1988 

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

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

A p p l i c a t i o n  Rece ip t  Date: January  6, 1988 

BACKGROUND 

The Biomedical Research Support  Grant (BRSG) Program is des igned  t o  p r o v i d e
funds t o  e l i g i b l e  i n s t i t u t i o n s  ( i . e . ,  t h o s e  h e a v i l y  engaged i n  h e a l t h - r e l a t e d  
r e s e a r c h )  t o  s t r e n g t h e n  t h e i r  programs by a l l o w i n g  f l e x i b i l i t y  t o  meet 
emerging o p p o r t u n i t i e s  i n  r e s e a r c h ;  t o  e x p l o r e  new and unorthodox i d e a s ;  and 
t o  u s e  t h e s e  r e s e a r c h  funds  i n  ways and f o r  purposes  which, i n  t h e  judgment o f  
t h e  g r a n t e e  i n s t i t u t i o n ,  would c o n t r i b u t e  most e f f e c t i v e l y  t o  t h e  f u r t h e r a n c e  
of t h e i r  r e s e a r c h  program. 

ELIGIBILITY 

Awards are made t o  n o n - p r o f i t  i n s t i t u t i o n s ,  n o t  d i r e c t l y  t o  i n d i v i d u a l  
i n v e s t i g a t o r s .  H e a l t h  p r o f e s s i o n a l  s c h o o l s ,  o t h e r  academic i n s t i t u t i o n s ,
h o s p i t a l s ,  s t a t e  and municipal  h e a l t h  a g e n c i e s ,  and r e s e a r c h  o r g a n i z a t i o n s  may
apply ,  i f  d u r i n g  FY 1987 (October  1 ,  1986 through September 3 0 ,  19871, t h e  
i n s t i t u t i o n  was awarded a minimum o f  t h r e e  a l l o w a b l e  PHS b iomedica l  or 
h e a l t h - r e l a t e d  b e h a v i o r a l  r e s e a r c h  g r a n t s  and/or c o o p e r a t i v e  agreements ,
t o t a l i n g  $200,000 ( i n c l u d i n g  d i r e c t  and i n d i r e c t  c o s t s ) .  F e d e r a l  
i n s t i t u t i o n s ,  f o r e i g n  i n s t i t u t i o n s ,  and prof i t -making  i n s t i t u t i o n s  are n o t  
e l i g i b l e .  

NOTE: "Other academic i n s t i t u t i o n s "  i n c l u d e s ,  as a s i n g l e  e l i g i b l e  component,
a l l  o t h e r  s c h o o l s ,  depar tments ,  c o l l e g e s  and f r e e - s t a n d i n g  i n s t i t u t e s  o f  t h e  
i n s t i t u t i o n  o t h e r  t h a n  t h e  h e a l t h  p r o f e s s i o n a l  s c h o o l s  o f  a u n i v e r s i t y .  

AWARD CONDITIONS 

The BRSG award is  f o r  one y e a r  w i t h  e l i g i b i l i t y  determined a n n u a l l y .  The 
s t a r t  d a t e  i s  A p r i l  1 .  Awards are c o n t i n g e n t  upon t h e  a v a i l a b i l i t y  of funds .  

The amount of each BRSG award is  based upon a formula t h a t  is  a p p l i e d  t o  t h e  
t o t a l  c o s t s  awarded f o r  a l l o w a b l e  PHS r e s e a r c h  g r a n t s .  

METHOD OF APPLYING 

BRSG a p p l i c a t i o n  k i t s  (Form NIH-147-1) w i l l  b e  mai led on or about  November 27 

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

BRSG . 

Completed BRSG a p p l i c a t i o n s  must b e  r e c e i v e d  by January  6, 1988. 


If an i n s t i t u t i o n  b e l i e v e s  t h a t  it i s  e l i g i b l e  and h a s  n o t  r e c e i v e d  an  

a p p l i c a t i o n  k i t ,  p l e a s e  submit a l e t t e r  o f  r e q u e s t  t o :  


Mrs. G i l d a  P o l l e t t o  

G r a n t s  Management S p e c i a l i s t 

Office o f  Grants  and C o n t r a c t s  Management

D i v i s i o n  of Research Resources  

B u i l d i n g  31, Room 5B32 

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

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

Bethesda,  Maryland 20892 


T h i s  program is  d e s c r i b e d  i n  t h e  C a t a l o g  o f  F e d e r a l  Domestic A s s i s t a n c e ,  No. 

13.337, Biomedical Research Suppor t .  Grants  w i l l  be  awarded under  t h e  

a u t h o r i t y  o f  t h e  P u b l i c  H e a l t h  S e r v i c e  A c t ,  S e c t i o n  301 ( a I ( 3 ) ;  P u b l i c  Law 

86-798, (42  USC 241) 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  45 CFR P a r t  74 and t h e  Biomedical Research Support  Grant  

I n f o r m a t i o n  S ta tement  and A d m i n i s t r a t i v e  G u i d e l i n e s .  T h i s  program is n o t  

s u b j e c t  t o  t h e  in te rgovernmenta l  review r e q u i r e m e n t s  o f  t h e  Execut ive  Order 

12372 o r  H e a l t h  Systems Agency review.  


r-
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O N G O I N G  PROGRAM ANNOUNCEMENTS 

SMALL GRANTS FOR INNOVATIVE TECHNOLOGY 

P.T. 34;  K.W. 0706000,  0735000,  1004000,  1013020 

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

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

The Biomedical Research Technology (BRT) Program i d e n t i f i e s  and develops
advanced t e c h n o l o g i e s  needed i n  biomedical  r e s e a r c h .  Through g r a n t s  and 
c o n t r a c t s ,  it s u p p o r t s  an  ex t remely  broad and i n n o v a t i v e  a r r a y  o f  
t e c h n o l o g i e s .  Areas  o f  emphasis i n  t h e  Program are biomedical  computing,
biomedical  e n g i n e e r i n g ,  and t e c h n o l o g i e s  f o r  t h e  s t u d y  o f  b iomolecular  and 
c e l l u l a r  s t r u c t u r e  and f u n c t i o n .  To f u r t h e r  i t s  miss ion ,  t h e  BRT Program 
s u p p o r t s  a s m a l l  g r a n t  award f o r  suppor t  o f  p i l o t  s t u d i e s  i n  r e l e v a n t  
biomedical  t e c h n o l o g i e s .  

DESCRIPTION OF THE AWARD 

T h i s  is a one-year,  non-renewable award f o r  a p i l o t  p r o j e c t  i n  a h i g h
technology i n  e n g i n e e r i n g ,  i n s t r u m e n t a t i o n ,  p h y s i c s  o r  computer s c i e n c e  
r e l a t e d  t o  biomedical  r e s e a r c h .  The p r o j e c t  should  i n v o l v e  a f e a s i b i l i t y
s t u d y  o f  an  i n n o v a t i v e  o r  h i g h  r i s k  i d e a  i n  a h i g h  t e c h n o l o g y ,  I n n o v a t i v e  5s 
c o n s i d e r e d  t o  b e  an  u n u s u a l l y  i m a g i n a t i v e  o r  a d r a s t i c a l l y  d i f f e r e n t  approatrh 
t o  a problem. High r i s k  is having u n c e r t a i n  chances f o r  s u c c e s s  because no 
h i s t o r i c a l  b a s e  e x i s t s  f o r  a proposed t e c h n o l o g i c a l  approach.  High technolbgly
i s  d e f i n e d  h e r e  a s  working a t  t h e  l i m i t s  of  unders tanding  o f  a technology.
The p r o j e c t  should  b e  o r i e n t e d  towards new i n s t r u m e n t a l  o r  methodological
approaches and p r o v i d e  a b a s i s  f o r  more extended r e s e a r c h  i n  t h e  p r o j e c t ' s
technology.  

The purposes  o f  t h e  small g r a n t s  program are t o :  

1 	 Provide  an o p p o r t u n i t y  t o  t e s t  new i d e a s  i n  a h i g h  technology t h a t  
w i l l  l e a d  t o  a l a r g e r  r e s e a r c h  p r o j e c t  o r  implementat ion o f  t h e  
technology i n  a working environment;  o r  

2 	 Develop s i g n i f i c a n t  changes i n  an  e x i s t i n g  h i g h  technology
impor tan t  t o  biomedical  r e s e a r c h ;  o r  

3 T r a n s l a t e  s c i e n t i f i c  n o t i o n s  i n t o  a b a s i s  f o r  a f u t u r e  technology.  

The award may n o t  be used  t o  supplement s u p p o r t  f o r  an  ongoing p r o j e c t .
Because o f  t h e  h i g h  r i s k ,  f e a s i b i l i t y  n a t u r e  o f  t h e  p r o p o s a l s ,  suppor t  o f  
s t i p e n d s  f o r  s t u d e n t  d i s s e r t a t i o n  r e s e a r c h  is discouraged .  

ELIGIBLE APPLICANTS 

T h i s  program is open t o  b o t h  n o n - p r o f i t  and f o r  p r o f i t  o r g a n i z a t i o n s  and is 
des igned  to suppor t  e n g i n e e r s  and o t h e r  s c i e n t i s t s  f o r  work i n  h i g h
t e c h n o l o g i c a l  p r o j e c t s  i n  t h e  biomedical  r e s e a r c h  area. 

APPLICATION AND REVIEW PROCEDURE 

A p p l i c a t i o n s  should  be submi t ted  on Form PHS 398, a v a i l a b l e  a t  most 
i n s t i t u t i o n a l  b u s i n e s s  o f f i c e s  o r  from t h e  D i v i s i o n  of  Research Grants ,  N I H .  
Because t h e  format  f o r  p r e p a r i n g  t h i s  a p p l i c a t i o n  is d i f f e r e n t  from t h a t  used 
f o r  r e g u l a r  r e s e a r c h  g r a n t s ,  a d d i t i o n a l  i n f o r m a t i o n  and i n s t r u c t i o n s  should  be 
o b t a i n e d  from t h e  BRT Program s t a f f  c o n t a c t  l i s t e d  below. A p p l i c a t i o n s  must 
adhere  t o  t h i s  format  t o  be r e s p o n s i v e .  Unresponsive a p p l i c a t i o n s  w i l l  be  
r e t u r n e d  t o  t h e  a p p l i c a n t  wi thout  rev iew.  The rev iew schedule  is: 

Receip t  Date I n s t i t u t e  Committee Counci l  E a r l i e s t  Date 
Annually Review Review f o r  Funding 

February 1 March-Apr il J u n e  J u l y
October 1 November-December February March 

REVIEW CRITERIA 

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  u s i n g  t h e  f o l l o w i n g  c r i t e r i a :  adequacy of  
s c i e n t i f i c  mer i t ;  c h a r a c t e r i z a t i o n  as an  i n n o v a t i v e  o r  h i g h  r i s k  p i l o t  project+
i n  a h i g h  technology i n  e n g i n e e r i n g ,  i n s t r u m e n t a t i o n ,  p h y s i c s  or computer
s c i e n c e  r e l a t e d  t o  biomedical  r e s e a r c h ;  p r o b a b i l i t y  t h e  s t u d y  w i l l  p r o v i d e  a 
b a s i s  f o r  more extended r e s e a r c h  i n  t h e  r e l e v a n t  technology;  adequacy o f  
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proposed e x p e r i m e n t a l  methods, equipment o r  materials; adequacy o f  t h e  
i n v e s t i g a t o r ' s  background and t r a i n i n g ;  adequacy o f  t h e  a v a i l a b l e  and 
r e q u e s t e d  f a c i l i t i e s ;  and adequacy of  budget  j u s t i f i c a t i o n s .  

Those c r i t e r i a  which are emphasized i n  t h e  review of  small g r a n t  a p p l i c a t i o n s  
are : 

o adequacy o f  s c i e n t i f i c  merit, 

o degree  o f  i n n o v a t i o n  e v i d e n t  i n  t h e  proposed approach,  and 

o 	 d e g r e e  o f  r i s k  o r  u n c e r t a i n  chance o f  s u c c e s s  because no h i s t o r i c a l  
b a s e  e x i s t s  f o r  t h e  proposed t e c h n o l o g i c a l  approach.  

FUNDING C R I T E R I A  

A p p l i c a t i o n s  w i l l  compete w i t h  each o t h e r  i n  accordance w i t h  t h e  purposes  o f  

t h e  small g r a n t  program. Approximately 10  t o  20  awards are made p e r  y e a r , 

c o n t i n g e n t  on r e c e i p t  o f  m e r i t o r i o u s  a p p l i c a t i o n s  and a p p r o p r i a t e d  f u n d s .  


TERMS OF THE AWARD 


The award w i l l  p r o v i d e  a maximum o f  $25,000 ( d i r e c t  c o s t s )  f o r  p e r s o n n e l , 

c o n s u l t a n t s ,  s u p p l i e s ,  small equipment,  and t r a v e l  r e q u i r e d  by t h e  p r o j e c t . 

The award w i l l  b e  f o r  one y e a r ,  and i n  most cases can be extended f o r  a n  

a d d i t i o n a l  y e a r  wi thout  a d d i t i o n a l  funds .  


INSTRUCTIONS FOR APPLICANTS 


A d d i t i o n a l  i n s t r u c t i o n s  a r e  needed t o  p r e p a r e  a small g r a n t  a p p l i c a t i o n . 

These are  supplementary t o  t h o s e  g i v e n  w i t h  PHS 398 (Rev. 9/86). To r e c e i v e  

t h e s e  i n s t r u c t i o n s ,  p l e a s e  c o n t a c t :  


C a r o l i n e  Holloway, Ph.D. 

Head, B i o l o g i c a l  S t r u c t u r e  S e c t i o n  

Biomedical Research Technology Program

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

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

B u i l d i n g  31 - Room 5B41 

9 0 0 0  R o c k v i l l e  P i k e  

Bethesda,  Maryland 20892xs  

Telephone: (301) 496-5411 


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

13.371, Biotechnology Research.  .Awards w i l l  be  made under  t h e  a u t h o r i t y  o f  

t h e  P u b l i c  H e a l t h  S e r v i c e  A c t ,  T i t l e  1 1 1 ,  S e c t i o n  301 ( P u b l i c  Law 78-410, as 

amended; 42 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  42 CFR P a r t  52 and 42 CFR P a r t  74. T h i s  program is  n o t  s u b j e c t  t o  

A-95 Clear inghouse  o r  H e a l t h  Systems Agency rev iews .  


ALCOHOL AND ENDOCRINOLOGICAL DEVELOPMENT I N  ADOLESCENTS 


P.T. 34, AA; K.W. 0404003, 0785050 

N a t i o n a l  I n s t i t u t e  on Alcohol Abuse and Alcoholism 
Alcohol ,  Drug Abuse, and Mental Heal th  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  Rece ip t  D a t e s :  February 1 ,  June  1 ,  October 1 

The N a t i o n a l  I n s t i t u t e  on Alcohol Abuse and Alcoholism ( N I A A A )  s e e k s  g r a n t
a p p l i c a t i o n s  f o r  t h e  s u p p o r t  o f  r e s e a r c h  a d d r e s s i n g  problems r e l a t e d  t o  t h e  
e f fec ts  o f  a l c o h o l  on endocr ine  and psychosexual  development and on normal 
r e p r o d u c t i o n ,  growth and b r a i n  f u n c t i o n  as t h e y  r e l a t e  t o  endocr ine  f u n c t i o n  
i n  a d o l e s c e n t s .  

BACKGROUND 

The p r e v a l e n c e  o f  a d o l e s c e n t  d r i n k i n g  is a major cause  f o r  concern.  because 
a l c o h o l  abuse i n  t h i s  s p e c i a l  p o p u l a t i o n  may have a d v e r s e  p h y s i o l o g i c a l  and 
developmental  consequences w i t h  f a r - r e a c h i n g  e f f ec t s  i n t o  adul thood.  The 
i n i t i a t i o n  o f  p u b e r t y  i n v o l v e s  a complex cascade  o f  e v e n t s  i n  t h e  
hypotha lamic-p i tu i ta ry-gonadal  a x i s .  Animal s t u d i e s  sugges t  t h a t  c h r o n i c  
e t h a n o l  i n g e s t i o n  by j u v e n i l e s  and a d o l e s c e n t s  can a f f e c t  one o r  more 
components o f  t h e  system, l e a d i n g  t o  de layed  s e x u a l  m a t u r a t i o n  and/or  impaired
r e p r o d u c t i v e  f u n c t i o n .  Other  a s p e c t s  of  a d o l e s c e n t  development such as 
p h y s i c a l  growth are a l s o  under e n d o c r i n e  c o n t r o l  and may be a f f e c t e d  by 
exposure t o  a l c o h o l .  Research i s  needed t o  f u r t h e r  our  unders tanding  o f  
endocr ine  p r o c e s s e s  and t h e  impact o f  e t h a n o l  on them. 
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RESEARCH GOALS 

The purpose o f  t h i s  announcement is t o  encourage r e s e a r c h  p r o p o s a l s  which w i l l  
examine t h e  consequences o f  a d o l e s c e n t  a l c o h o l  consumption on endocr ine  
development and f u n c t i o n i n g ,  and on t h e  p r o c e s s e s  r e g u l a t e d  by t h e  endocr ine  
system, i n c l u d i n g  s e x u a l  m a t u r a t i o n  and r e p r o d u c t i v e  f u n c t i o n s ,  growth, and 
b e h a v i o r a l  f u n c t i o n s .  Bas ic  s t u d i e s  u t i l i z i n g  a p p r o p r i a t e  animal  models may
f o c u s  on endocr ine  development a t  t h e  organ,  c e l l u l a r ,  and molecular  l e v e l s  
w i t h  emphasis on p r o g r e s s i v e  changes wi th  age,  from weaning t o  m a t u r i t y .
C l i n i c a l  s t u d i e s  may f o c u s  on b a s i c  o r  a p p l i e d  r e s e a r c h  on t h e  e t i o l o g y  and 
p a t h o g e n e s i s  o f  a lcohol - induced  endocr ine  d y s f u n c t i o n  and r e l a t e d  d i s o r d e r s  i n  
a d o l e s c e n t  p o p u l a t i o n s .  The i n c l u s i o n  o f  young women and m i n o r i t i e s  i n  t h e  
s t u d y  p o p u l a t i o n s ,  where a p p r o p r i a t e ,  i s  encouraged.  

Examples o f  p o t e n t i a l  r e s e a r c h  under  t h i s  announcement i n c l u d e ,  b u t  are n o t  
l i m i t e d  t o ,  t h e  f o l l o w i n g :  

0 	 S t u d i e s  on t h e  i n d u c t i o n ,  p r o g r e s s i o n ,  o r  r e v e r s i b i l i t y  o f  
a lcohol - induced  hormone imbalance i n  t h e  
hypotha lamic-p i tu i ta ry-gonadal  a x i s  and t h e  impact on s e x u a l  
m a t u r a t i o n  of p r e p u b e r t a l  males and females 

0 	 Epidemiologica l  s t u d i e s  on t h e  i n f l u e n c e  o f  a l c o h o l  on age  o f  
menarche and p r e v a l e n c e  o f  mens t rua l  d i s o r d e r s  i n  a d o l e s c e n t  g i r l s  

0 	 The impact o f  p r e p u b e r t a l  a l c o h o l  exposure on r e p r o d u c t i v e  f u n c t i o n  
f o l l o w i n g  p u b e r t y  

0 	 R e l a t i o n s h i p  between p r e p u b e r t a l  a l c o h o l  exposure and abnormal 
e n d o c r i n e - r e l a t e d  emotional  and b e h a v i o r a l  development a s s o c i a t e d  
wi th  s e x u a l  m a t u r a t i o n  

0 	 S t u d i e s  t o  de te rmine  t h e  n a t u r e  and s e v e r i t y  o f  endocr ine  
d y s f u n c t i o n  i n  r e l a t i o n  t o  t h e  age  a t  which d r i n k i n g  b e g i n s  and t h e  
d u r a t i o n  o f  a l c o h o l  exposure 

0 	 The r o l e  o f  impaired o r  a l t e r e d  endocr ine  f u n c t i o n i n g ,  subsequent  
t o  p r e p u b e r t a l  o r  a d o l e s c e n t  a l c o h o l  exposure,  on t h e  modulat ion of 
a l c o h o l  consumption b e h a v i o r s  and on t h e  a d d i c t i v e  p o t e n t i a l  o f  
a l c o h o l  

0 	 The i n f l u e n c e  o f  a l c o h o l  on bone growth and s k e l e t a l  muscle 
development o f  a d o l e s c e n t s  

0 	 N u t r i t i o n a l  consequences o f  a d o l e s c e n t  a l c o h o l  abuse as it re la tes  
t o  a l t e r e d  endocr ine  f u n c t i o n i n g  and m a n i f e s t a t i o n s  o f  abnormal 
organ system f u n c t i o n  

0 	 S t u d i e s  t o  de te rmine  t h e  r e l a t i o n s h i p  between neuroendocr ine  
modulat ion o f  n e u r o t r a n s m i t t e r  p r o c e s s e s  and e thanol - induced  
c o g n i t i v e  and a f f e c t i v e  impairment i n  a d o l e s c e n t s  

0 	 The impact o f  a l c o h o l  consumption i n  j u v e n i l e s  and a d o l e s c e n t s  on 
neuroendocr ine  r e g u l a t i o n  o f  immune system r e a c t i v i t y  

APPLICATION AND REVIEW PROCEDURES 

A p p l i c a t i o n s  may be submi t ted  by any p u b l i c  o r  p r i v a t e  n o n p r o f i t  o r  
prof i t -making  o r g a n i z a t i o n  and by e l i g i b l e  a g e n c i e s  o f  t h e  F e d e r a l  government.
Women and m i n o r i t y  i n v e s t i g a t o r s  are encouraged t o  a p p l y .  Support  may be 
r e q u e s t e d  f o r  a p e r i o d  o f  up t o  5 y e a r s .  Annual awards w i l l  be  made s u b j e c t  
t o  cont inued  a v a i l a b i l i t y  of funds  and p r o g r e s s  achieved .  Grant funds  may be 
used f o r  expenses  c l e a r l y  r e l a t e d  t o  and n e c e s s a r y  t o  c a r r y  o u t  t h e  r e s e a r c h  
p r o j e c t .  Research g r a n t  s u p p o r t  is  n o t  provided  t o  e s t a b l i s h ,  add a component 
t o ,  o r  o p e r a t e  a p r e v e n t i o n ,  i n t e r v e n t i o n  o r  t r e a t m e n t  program. Grants  must 
be a d m i n i s t e r e d  i n  accordance w i t h  t h e  PHS Grants  P o l i c y  Statement  (Rev.
1/87) .  

A p p l i c a t i o n s  should  be submi t ted  on form PHS-398, a v a i l a b l e  from t h e  N a t i o n a l  
Clear inghouse f o r  Alcohol and Drug Informat ion ,  Reference Department, 6000 
Execut ive  Boulevard,  S u i t e  402, R o c k v i l l e ,  Maryland 20852 o r  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 .  

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  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  for 
new a p p l i c a t i o n s  on an  i n d e f i n i t e  b a s i s :  
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Reueipt  Dates I n i t i a l  Review Adv. Counci l  Rev. S t a r t  Date
Feb. 1 May/ June Sept  ./ O c t  . Dec. 1 
June 1 Oct ./Nov . J a n .  /Feb. A p r i l  1 
O c t .  1 Feb./March May/ June  J u l y  1 

The p h r a s e  " N I A A A  PROGRAM ANNOUNCEMENT: ENDOCRINOLOGICAL DEVELOPMENT I N  
ADOLESCENTSff should  b e  t y p e d  on l i n e  2 o f  t h e  face page of  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  should  be s e n t  t o :  

Grant  A p p l i c a t i o n  Rece ip t  Office 
D i v i s i o n  o f  Research Grants  

a t i o n a l  I n s t i t u t e s  o f  Heal thrqstwood B u i l d i n g  - Room 240 
533 Westbard Avenue 
Bethesda,  Maryland 20892xW 


4s l i c a t i o n s  recommended f o r  approval  by t h e  N a t i o n a l  Advisory Counci l  on 

blKohol Abuse and Alcoholism w i l l  be  c o n s i d e r e d  f o r  funding  on t h e  b a s i s  o f  

Qwenall s c i e n t i f i c  and t e c h n i c a l  mer i t s  as  determined by p e e r  review.  N I A A A  

ppQgrams needs and b a l a n c e ,  and t h e  a v a i l a b i l i t y  o f  f u n d s .  I n  FY 1988 

kipproximately $500,000 w i l l  be  a v a i l a b l e  t o  s u p p o r t  approximately 4 g r a n t s 

under  t h i s  announcement. A p p l i c a t i o n s  o f  h i g h  s c i e n t i f i c  merit  which cannot  

be fwnded under  t h i s  announcement may be c o n s i d e r e d  f o r  funding  under  t h e  

I n s t i t u t e ' s  r e g u l a r  r e s e a r c h  g r a n t  programs. 


Pucther  i n f o r m a t i o n  and c o n s u l t a t i o n  on program r e q u i r e m e n t s  can b e  o b t a i n e d  

i T m m  : 


Helen M .  Chao, Ph.D. 

C h i e f ,  Biomedical Research Branch 

D j v i s i o n  o f  Basic Research,  N I A A A  

5600 F i s h e r s  Lane, Room 14C-20 

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

Telqphone: (301)  443-4223 


Wbis program is  d e s c r i b e d  i n  t h e  C a t a l o g  of F e d e r a l  Domestic A s s i s t a n c e  No. 

13.273.  Grant  awards a r e  made under  t h e  a u t h o r i t y  o f  S e c t i o n  301  o f  t h e  

P u b l i c  H e a l t h  S e r v i c e  A c t  (42 USC 241, 290bb and 290cc). A p p l i c a t i o n s 

q u b n i t t e d  i n  response  t o  t h i s  announcement are  n o t  s u b j e c t  t o  t h e  

in te rgovernmenta l  review requi rements  of  Execut ive  Order 12372, as implemented

th rough Department o f  H e a l t h  and Human S e r v i c e  r e g u l a t i o n s  a t  45 CFR P a r t  100. 


RESEARCH GRANTS RELATED TO BATTEN DISEASE AND OTHER NEURONAL 
CEROID LIPOFUSCINOSES 

P . T .  3 4 ;  K.W. 0705055, 0715000, 0755030, 1002019, 0745020, 0785165 

N a t i o n a l  I n s t i t u t e  of Neurologica l  and Communicative D i s o r d e r s  and S t r o k e  

T h i s  s o l i c i t a t i o n  is  a r e i s s u a n c e  o f  t h e  announcement t h a t  appeared i n  t h i s  
Guide on October 10 ,  1986. 

The Developmental Neurology Branch, D i v i s i o n  of  Convulsive,  Developmental and 
Neuromuscular D i s o r d e r s ,  N a t i o n a l  I n s t i t u t e  o f  Neurologica l  and Communicative 
D i s o r d e r s  and S t r o k e  (NINCDS) encourages t h e  submission of  t r a d i t i o n a l  
r e s e a r c h  p r o j e c t  g r a n t  a p p l i c a t i o n s  ( R o l l  r e l a t e d  t o  t h e  e t i o l o g y ,
developmental  embryology, p a t h o g e n e s i s ,  g e n e t i c s  and p r e v e n t i o n  o f  t h e  c e r o i d  
l i p o f u s c i n o s e s ,  p a r t i c u l a r l y  t h e  j u v e n i l e  t y p e  known as B a t t e n  d i s e a s e  o r  
Sgielmeyer-Sjogren d i s e a s e .  

BACKGROUND 

Ths c e r o i d  l i p o f u s c i n o s e s  a r e  a group o f  h e r e d i t a r y  d e g e n e r a t i v e  d i s e a s e s  i n  
which an  a u t o f l u o r e s c e n t  l ipopigment ,  c e r o i d ,  accummulates i n  t h e  c e n t r a l  
nervous  system and o t h e r  t i s s u e .  C l i n i c a l l y  t h e y  are c h a r a c t e r i z e d  by a 

r o g r e s s i v e  encephalopathy,  l o s s  o f  v i s i o n ,  s e i z u r e s ,  and a downhi l l  c o u r s e .Hhere are t h r e e  ch i ldhood t y p e s  o f  c e r o i d  l i p o f u s c i n o s i s  and one, p o s s i b l y
two, a d u l t  t y p e s .  Although i n  g e n e r a l  t h e s e  t y p e s  are c l i n i c a l l y  d i s t i n c t ,
combined and t r a n s i t i o n a l  forms o c c u r .  The c e r o i d  l i p o f u s c i n o s e s  are 
i n h e r i t e d  i n  autosomal r e c e s s i v e  f a s h i o n  w i t h  t h e  e x c e p t i o n  of  one r a r e  a d u l t  
t y p e  which shows autosomal  dominant t r a n s m i s s i o n .  

The j u v e n i l e  t y p e ,  o r  B a t t e n  d i s e a s e ,  e x e m p l i f i e s  t h e  d e v a s t a t i n g  e f f ec t s  t h a t  
t h e s e  d i s o r d e r s  have on a f f e c t e d  i n d i v i d u a l s  and t h e i r  families.  Onset is 
between 5 and 1 0  y e a r s  u s u a l l y  w i t h  v i s u a l  f a i l u r e  and s e i z u r e s ,  and t h e  
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c o u r s e  is  t h a t  o f  a s lowly  p r o g r e s s i v e  encephalopathy l e a d i n g  t o  d e a t h  i n  8-10 
y e a r s .  P a t h o l o g i c a l l y  t h e  b r a i n  shows moderate a t r o p h y .  There is  massive 
accumulat ion o f  c e r o i d  i n  neurons and macrophages, i n  t h e  g a n g l i o n i c  l a y e r  o f  
t h e  r e t i n a ,  and i n  o t h e r  t i s s u e s .  The e t i o l o g y  o f  B a t t e n  d i s e a s e  is  unknown;
i ts  i n c i d e n c e  is  about  3 p e r  1 0 0 , 0 0 0  b i r t h s .  There is  no e f f e c t i v e  t h e r a p y .  

RESEARCH GOALS AND SCOPE. 

The g o a l  o f  t h i s  program announcement is  t o  encourage r e s e a r c h  t o  d e l i n e a t e  
c l i n i c a l  and g e n e t i c  t y p e s  o f  t h e  c e r o i d  l i p o f u s c i n o s e s ,  t o  i d e n t i f y  and 
l o c a l i z e  t h e  g e n e ( s 1  r e s p o n s i b l e  f o r  them, t o  de te rmine  t h e  biochemical  
d e f e c t s  t h a t  r e s u l t  from t h e  a c t i o n  o f  t h e s e  genes?  and t o  deve lop  measures 
f o r  t h e  p r e v e n t i o n ,  e a r l y  d i a g n o s i s  and t r e a t m e n t  o f  t h e s e  d i s o r d e r s .  

The r e s e a r c h  scope of t h i s  program encompasses t h e  developmental ,  g e n e t i c  and 
b iochemica l  a s p e c t s  o f  t h e  c e r o i d  l i p o f u s c i n o s e s ,  p a r t i c u l a r l y  t h e  j u v e n i l e  
t y p e  o r  B a t t e n  d i s e a s e ,  and a v a r i e t y  o f  exper imenta l  approaches and methods. 
Some examples are g iven  below, b u t  a p p l i c a t i o n s  are n o t  l i m i t e d  t o  them, and 
p r o p o s a l s  w i t h  new i d e a s  and i n i t i a t i v e s  would be welcome. 

1. S u b j e c t s  

These may i n c l u d e  exper imenta l  an imals  and human s u b j e c t s .  Animal 
mutants  i n  p a r t i c u l a r  could  g r e a t l y  f a c i l i t a t e  r e s e a r c h  and p r o v i d e
d i r e c t  and c r u c i a l  i n f o r m a t i o n  about  t h e  e t i o l o g y ,  developmental
embryology, p a t h o g e n e s i s  and g e n e t i c s  o f  t h e  c e r o i d  l i p o f u s c i n o s e s .
Animal models e x a c t l y  comparable t o  t h e  human d i s e a s e  should  a l s o  
make p o s s i b l e  t h e  d e t e r m i n a t i o n  o f  t h e  b a s i c  metabol ic  d e f e c t ,
d e t e c t i o n  o f  e a r l y  biochemical  changes? c h a r a c t e r i z a t i o n  o f  t h e  
chemical  pa thology and r e c o g n i t i o n  o f  t h e  he te rozygous  carr iers .  

2 .  Pathology 

P r e c i s e  c h a r a c t e r i z a t i o n  o f  t h e  p a t h o l o g i c a l  changes is  h i g h l y
d e s i r a b l e .  Examination by computer ized scanning  procedures  and 
neuroimaging t e c h n i q u e s  may be u s e f u l  i n  i d e n t i f y i n g  e a r l y
i n t r a c r a n i a l  changes.  

3. Biochemistry 

Very l i t t l e  is known about  t h e  b iochemis t ry  o f  t h e  c e r o i d  
l i p o f u s c i n o s e s  i n  g e n e r a l  and B a t t e n  d i s e a s e  i n  p a r t i c u l a r .  It is  
n o t  known i f  t h e  presence  o f  l i p o f u s c i n ,  which i s  normally found i n  
t h e  b r a i n  o f  o l d e r  i n d i v i d u a l s ,  i s  a c a u s a l  o r  a s s o c i a t e d  d e f e c t .  
A d i s t u r b a n c e  o f  d o l i c h o l  metabolism h a s  been r e p o r t e d  i n  p a t i e n t s
w i t h  B a t t e n  d i s e a s e ,  b u t  i t s  r e l a t i o n  t o  t h e  presence  o f  l i p o f u s c i n  
o r  t o  t h e  d i s e a s e  i t se l f  is  n o t  c l e a r .  Biochemical s t u d i e s  should  
be pursued a t  t h e  c e l l u l a r  and molecular  l e v e l  w i t h  
s t a t e - o f - t h e - a r t  p r e c i s e  and s e n s i t i v e  t e c h n i q u e s  o f  
immunochemistry and membrane microchemistry,  t i s s u e  c u l t u r e ,  and 
t h e  h i g h  r e s o l u t i o n  methodology o f  r a p i d  flow m i c r o f l u o r i m e t r y  and 
two-dimensional e l e c t r o p h o r e s i s .  

4. Genet ics  

Classical  g e n e t i c  s t u d i e s  have n o t  r e s o l v e d  whether o r  n o t  t h e  
c o n v e n t i o n a l  c l i n i c a l  c l a s s i f i c a t i o n ,  based mainly on age  o f  o n s e t ,  
r e p r e s e n t s  d i f f e r e n t  forms o f  t h e  same g e n e t i c  d i s o r d e r .  F u r t h e r  
g e n e t i c  s t u d i e s ,  u s i n g  advanced molecular  and biochemical  g e n e t i c
t e c h n i q u e s  are needed t o  r e s o l v e  t h i s  q u e s t i o n ,  and t o  i d e n t i f y  and 
map t h e  gene o r  genes involved .  

5. D e t e c t i o n  o f  t h e  g e n e t i c  c a r r i e r  

I d e n t i f i c a t i o n  o f  a biochemical  marker should  make p o s s i b l e
h e t e r o z y g o t e  d e t e c t i o n ,  p r e n a t a l  d i a g n o s i s  and e a r l y  c l i n i c a l  
r e c o g n i t i o n  o f  cases, and t h u s  l e a d  t o  prudent  management and 
t r e a t m e n t .  

MECHANISM OF SUPPORT 


Support  f o r  t h i s  program w i l l  be  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 - i n - a i d .  S u c c e s s f u l  a p p l i c a n t s  w i l l  d i r e c t  and c a r r y  o u t  t h e  i n d i v i d u a l  

r e s e a r c h  p r o j e c t s .  A p p l i c a n t s  from i n s t i t u t i o n s  which have a General  C l i n i c a l  

Research Center  ( G C R C )  funded by t h e  N I H  D i v i s i o n  of  Research Resources  may

wish t o  i d e n t i f y  t h e  Center  as a r e s o u r c e  f o r  conduct ing  t h e  proposed 

r e s e a r c h .  I n  such a c a s e ,  a l e t t e r  o f  agreement from t h e  GCRC Program

D i r e c t o r  should  be i n c l u d e d  i n  t h e  a p p l i c a t i o n  m a t e r i a l .  
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APPLICATION AND REVIEW PROCEDURES 


A p p l i c a t i o n s  should  be prepared  on Form PHS 398 ( r e v i s e d  9 / 8 6 )  a c c o r d i n g  t o  

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

from most i n s t i t u t i o n a l  b u s i n e s s  o f f i c e s ,  o r  may be o b t a i n e d  from t h e  D i v i s i o n  

of Research G r a n t s  ( D R G ) ,  a t  t h e  a d d r e s s  g i v e n  below. Check r r Y e s l r  i n  i t e m  2 

on t h e  face s h e e t  of  t h e  a p p l i c a t i o n  and t y p e  "Grants  r e l a t e d  t o  B a t t e n  

Disease" i n  t h e  space  provided .  


The o r i g i n a l  and s i x  c o p i e s  o f  t h e  a p p l i c a t i o n  should  be mailed t o  t h e  

f o l l o w i n g  a d d r e s s :  


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

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

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

Bethesda,  Maryland 20892*x 


Deadl ine  d a t e s  f o r  t h e  r e c e i p t  o f  i n d i v i d u a l  r e s e a r c h  g r a n t  ( R o l l  a p p l i c a t i o n s  are  

October 1 ,  February 1 ,  and June  1 .  


For f u r t h e r  i n f o r m a t i o n  a p p l i c a n t s  may c o n t a c t :  


D r .  N t i n o s  C .  Myrianthopoulos 

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

Communicative D i s o r d e r s  and S t r o k e  

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

F e d e r a l  B u i l d i n g  - Room 8C-04 

Bethesda,  Maryland 20892 

Telephone: ( 3 0 1 )  496-5821 


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

13.853, C l i n i c a l  B a s i s  Research,  NINCDS. Awards w i l l  b e  made under  t h e  

a u t h o r i t y  o f  t h e  P u b l i c  Heal th  S e r v i c e  A c t ,  T i t l e  I V ,  S e c t i o n  3 0 1  ( P u b l i c  Law 

78-410,  as amended; 42 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  42 CFR P a r t  52 and 45 CFR P a r t  74. This  program is  n o t  

s u b j e c t  t o  H e a l t h  Systems Agency Review. 


XXTHE MAILING ADDRESS GIVEN FOR SENDING APPLICATIONS TO THE DIVISION OF 

RESEARCH GRANTS OR CONTACTING PROGRAM STAFF I N  THE WESTWOOD B U I L D I N G  I S  THE 

CENTRAL MAILING ADDRESS FOR THE NATIONAL INSTITUTES OF HEALTH. APPLICANTS WHO 

USE EXPRESS MAIL OR A COURIER SERVICE ARE ADVISED TO FOLLOW THE CARRIER'S 

REQUIREMENTS FOR SHOWING A STREET ADDRESS. THE ADDRESS FOR THE WESTWOOD 

B U I L D I N G  I S :  


5333 Westbard Avenue 

Bethesda,  Maryland 20816 
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