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NOTICES 

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

P.T. 42; K . W .  1014002, 0201011, 1014003 
4 

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


The N a t i o n a l  I n s t i t u t e s  of  Hea l th ,  O f f i c e  f o r  P r o t e c t i o n  from Research  R i sks ,  

i s  c o n t i n u i n g  t o  sponsor  a s e r i e s  of  workshops i n  implementing t h e  P u b l i c  

Hea l th  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 a r e  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 

use  commit tees ,  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 ta 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  c a r e  and u s e  programs.  


Date: Janua ry  24-25, 1989 


Loca t ion :  San Antonio,  Texas 


Contac t :  M s .  Molly Greene 

I n s t i t u t i o n a l  Animal Care Program

U n i v e r s i t y  o f  Texas Hea l th  Sc ience  Center  


a t  San ,Antonio 
7703 Floyd Cur l  Dr ive  
San Antonio,  Texas 78284-7822 
Telephone:  (512)  567-3717 

Date :  February  9-10, 1989 


Loca t ion :  S a l t  Lake C i t y ,  Utah 


Contac t :  Joan  P rovos t  

Conferences and I n s t i t u t e s  

U n i v e r s i t y  of  Utah 

S a l t  Lake C i t y ,  Utah 84112 

Telephone: (801)  581-5809 


Date: March 30-31 ,  1989 
J/ 

Loca t ion :  Newark, N e w  J e r s e y  


Contac t :  M s .  P a t  S a r l e s  

Office o f  Educa t ion  

U n i v e r s i t y  o f  Medicine & D e n t i s t r y 

of  N e w  J e r s e y 

185 South  Orange Avenue 

Newark, N e w  J e r s e y  07103 

Telephone:  (201)  456-4267 


Date: A p r i l  13-14, 1989 

Locat ion:  N e w  Or l eans ,  Lou i s i ana  

Con tac t :  Mrs. L o i s  Herbez 

A d m i n i s t r a t i v e  S e c r e t a r y 

Loui s i ana  S t a t e  U n i v e r s i t y  Medical Center  

1542 Tulane  Avenue 

N e w  Or l eans ,  Lou i s i ana  70112-2822 

Telephone:  (504)  568-4198 


Date: May 8-9, 1989 

Loca t ion :  Davis ,  C a l i f o r n i a  


Contac t  : Mrs . J u l i e  Lamoree 

A d m i n i s t r a t i v e  A s s i s t a n t  

Office o f  Campus V e t e r i n a r i a n  

U n i v e r s i t y  o f  C a l i f o r n i a ,  Davis  

Davis ,  C a l i f o r n i a  95616 

Telephone:  (916)  752-2364 


Other  workshops are be ing  p lanned  and w i l l  be  announced i n  
* u u d  f u t u r e  i s s u e s  o f  t h e  N I H  Guide f o r  Gran t s  and C o n t r a c t s .  
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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  : 

Ms. Roberta  H .  Sonneborn 

Execu t 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  of  Hea l th  

O E f i c e  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 


CHANGE I N  E L I G I B I L I T Y  REQUIREMENTS 

P.T. 34; K.W. 0710010, 0710030, 1014002 

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

No t i ce  o f  change i n  e l i g i b i l i t y  r equ i r emen t s  f o r  t h e  Geriatr ic  Leade r sh ip
Academic Award ( N I H  Guide V o l .  13, No. l o t  September 7 ,  1984, r e v i s e d  N I H  
Guide V o l .  14, No. 9, J u l y  18, 1985) .  

The purpose o f  t h e  G e r i a t r i c  Leade r sh ip  Academic Award i s  t o  s u p p o r t
l e a d e r s h i p  a c t i v i t i e s  i n  t h e  development of r e s e a r c h  and r e s e a r c h  t r a i n i n g  
programs i n  a g i n g .  I n  o r d e r  t o  i n c r e a s e  t h e  l i m i t e d  number of w e l l  t r a i n e d  
p o t e n t i a l  a p p l i c a n t s ,  t h e  N I A  h a s  removed t h e  r e s t r i c t i o n  b a r r i n g  p r e v i o u s
r e c i p i e n t s  o f  N I A ' s  Ge r i a t r i c  Medicine Academic Award from a p p l y i n g  f o r  t h e  
Geriatr ic  Leade r sh ip  Academic Award. 

NOTICE OF AVAILABILITY 

P.T. 34, 36; K.W. 0785165, 0765035, 0780025 


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


The L i v e r  T i s s u e  Procurement and D i s t r i b u t i o n  System (LTPADS) is a n  NIH 

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

t o  s c i e n t i f i c  i n v e s t i g a t o r s  t h roughou t  t h e  United S t a t e s .  These r e g i o n a l  

c e n t e r s  have a c t i v e  l i v e r  t r a n s p l a n t  programs wi th  human s u b j e c t s  approva l  t o  

p r o v i d e  p o r t i o n s  o f  t h e  r e s e c t e d  p a t h o l o g i c  l i v e r  f o r  which t h e  t r a n s p l a n t  is 

performed.  Human p a t h o l o g i c  l i v e r  p r e p a r e d  a c c o r d i n g  t o  t h e  i n v e s t i g a t o r ' s 

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

i n v e s t i g a t i o n s  are r e l e v a n t  t o  human l i v e r  pa thophys io logy .  T h e  p r e p a r a t i o n 

o f  t h e s e  l i v e r s  h a s  been e x c e l l e n t  f o r  t h e  u s u a l  molecular  b i o l o g i c 

t e c h n i q u e s .  T h e r e f o r e ,  w e  are p r i m a r i l y  i n t e r e s t e d  i n  s o l i c i t i n g  p r o p o s a l s 

from 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  s t u d y i n g  p a t h o l o g i c  l i v e r  specimens. 

Examples would i n c l u d e  a p a r t i c u l a r  me tabo l i c  d i s o r d e r  o r  d i s e a s e  p r o c e s s  o r  

t h e  g e n e r a l  p r o c e s s  o f  c i r r h o s i s .  A v e r y  l i m i t e d  supp ly  of  "normal" l i v e r  

specimens may a l s o  be  r e q u e s t e d .  Because 21 i n v e s t i g a t o r s  a r e  p r e s e n t l y 

l i s t e d  f o r  "normal" l i v e r ,  p r e f e r e n c e s  i n  t h e  f u t u r e  w i l l  b e  g iven  t o  new 

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


For f u r t h e r  i n f o r m a t i o n  and p r o p o s a l  forms, i n t e r e s t e d  i n v e s t i g a t o r s  shou ld  

c o n t a c t  : 


Harvey L .  Sharp,  M . D .  

P r i n c i p a l  I n v e s t i g a t o r ,  LTPADS 

c / o  E l i z a b e t h  Webster 

Box 279 Mayo Bldg. 

U n i v e r s i t y  o f  Minnesota H o s p i t a l s 

Minneapol is ,  Minnesota 55455 

Telephone: (612)  624-1153 


MAILABILITY OF ETIOLOGIC AGENTS 

P.T. 36; K.W. 1014002 

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

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


The Uni t ed  S t a t e s  P o s t a l  S e r v i c e  h a s  r e c e n t l y  expres sed  concern abou t  t h e  

shipment o f  e t i o l o g i c  a g e n t s .  There a r e  e x i s t i n g  r e g u l a t i o n s  r e g a r d i n g  t h e  

shipment of  e t i o l o g y c  a g e n t s .  S p e c i f i c a l l y ,  t h e s e  r e g u l a t i o n s  r e q u i r e  t h a t  

t r a n s p o r t a t i o n  i n  i n t e r s t a t e  t r a f f i c  o f  any m a t e r i a l  known t o  c o n t a i n ,  or 

r e a s o n a b l y  b e l i e v e d  t o  c o n t a i n ,  an e t i o l o g i c  a g e n t  is p r o h i b i t e d  u n l e s s  such  

material i s  packaged, l a b e l e d ,  and sh ipped  i n  accordance w i t h  s p e c i f i e d 

r e q u i r e m e n t s .  
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E t i o l o g i c  a g e n t s ,  a s  d e f i n e d  by t h e  r e g u l a t i o n s ,  i n c l u d e  any v i a b l e  
microorganism, o r  i t s  o t x i n ,  which c a u s e s  o r  may cause  human d i s e a s e .  The 
Department o f  H e a l t h  and Human S e r v i c e s  h a s  p u b l i s h e d  a l ist  o f  e t i o l o g i c  
a g e n t s  ( 4 2  CFR 7 2 . 3 ) .  

Organ iza t ions  r e c e i v i n g  g r a n t  o r  c o n t r a c t  awards are r e s p o n s i b l e  f o r  a s s u r i n g  
Ill*‘ 	 compliance w i t h  t h e  e x i s t i n g  r e g u l a t i o n s .  Procedures  f o r  t h e  Domestic 

Handl ing and Transpor t  o f  D iagnos t i c  Specimens and E t i o l o g i c  Agents ,  p u b l i s h e d
by t h e  N a t i ? n a l  Committee f o r  C l i n i c a l  Labora tory  S t a n d a r d s  ( J u l y  1 7 ,  1985,
Vol.  5 ,  No. 1 1 ,  may b e  o b t a i n e d  from: 

N a t i o n a l  Committee f o r  C l i n i c a l  Labora tory  S t a n d a r d s  

771 E a s t  Lancas t e r  Avenue 

Vi l l anova ,  Pennsylvania  19085 


DATED ANNOUNCEMENTS (RFPs AND RFAs) 

YORKSITE HEALTH PROMOTION INTERVENTIONS 

RFA AVAILABLE: 89-CA-05 

P.T. 3 4 ;  K.W.  0725020,  0745035,  0404000 

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

Letter o f  I n t e n t  Rece ip t  Date:  J anua ry  2 4 ,  1989 
A p p l i c a t i o n  Rece ip t  Date: May 5 ,  1989 

The D i v i s i o n  of Cancer P reven t ion  and Con t ro l  (DCPC) o f  t h e  N a t i o n a l  Cancer 
I n s t i t u t e  ( N C I ) ,  i n v i t e s  a p p l i c a t i o n s  f o r  c o o p e r a t i v e  agreements  t o  expand and 
improve cance r  p r e v e n t i o n  and c o n t r o l  programs o f f e r e d  i n  w o r k s i t e s .  A 
w o r k s i t e  i s  d e f i n e d  a s  a g e o g r a p h i c a l l y  con t iguous  employment s e t t i n g .
A p p l i c a t i o n s  f o r  a Data Coord ina t ion  Uni t  t o  assist i n  c o o r d i n a t i o n  o f  
compara t ive  d a t a  a n a l y s e s  a c r o s s  awardees a r e  also i n v i t e d .  

RESEARCH GOALS AND SCOPE 

The i n t e n t  o f  t h i s  RFA is t o  s t i m u l a t e  t h e  des ign ,  implementa t ion  and 
e v a l u a t i o n  o f  n u t r i t i o n ,  s c r e e n i n g  and tobacco  c o n t r o l  w o r k s i t e  i n t e r v e n t i o n s  
aimed a t  cance r  p r e v e n t i o n  and c o n t r o l .  It i s  a n t i c i p a t e d  t h a t  t h e  des igned
w o r k s i t e  i n t e r v e n t i o n s  w i l l  ref lect  some model o f  b e h a v i o r a l  and envi ronmenta l  
changes a p p l i c a b l e  t o  t h e  w o r k s i t e  s e t t i n g  and capab le  o f  changing i n d i v i d u a l  
behav io r  and a f f e c t i n g  w o r k s i t e  norms. Resea rche r s  are expec ted  t o  a d d r e s s  a t  
l e a s t  two of t h e  t h r e e  components ( i . e . ,  n u t r i t i o n ,  s c r e e n i n g ,  t obacco  
c o n t r o l )  as p a r t  o f  t h e  t o t a l  i n t e r v e n t i o n .  

Any o c c u p a t i o n a l  exposures  t o  ca rc inogens  shou ld  be  addres sed  i n  t h e  d e s i g n  o f  
programs under  t h i s  RFA. It would be a p p r o p r i a t e  t o  t a r g e t  w o r k s i t e s  i n  which 
t h e r e  is  an  enhanced r i s k  c r e a t e d  by t h e  i n t e r a c t i o n  o f  envi ronmenta l  f a c t o r s  
such as o c c u p a t i o n a l  exposure  t o  ca rc inogens  and l i f e s t y l e  f a c t o r s  such  as 
smoking. 

Besauce l i t t l e  i s  known about  how t o  e f f e c t i v e l y  modify e a t i n g  b e h a v i o r s  i n  
t h e  work environment ,  n u t r i t i o n  w i l l  be  g iven  a h i g h  p r i o r i t y .  T h i s  means 
t h a t  a l l  e lse  b e i n g  e q u a l  i n  terms o f  t h e  q u a l i t y  of a p p l i c a t i o n s  as a s s e s s e d  
by p e e r  rev iew,  a p p l i c a t i o n s  wi th  a n u t r i t i o n  component w i l l  be  g iven  p r i o r i t y  
over  t h o s e  wi thou t  a component d u r i n g  t h e  funding  decis ion-making p r o c e s s .  

The major r e s e a r c h  q u e s t i o n  t o  be  answered i s :  W i l l  employees i n  an 
i n t e r v e n t i o n  works i t e  demonst ra te  c a n c e r - r i s k  r educ ing  b e h a v i o r s  t o  a g r e a t e r  
e x t e n t  t h a n  workers  i n  a n o n - i n t e r v e n t i o n  w o r k s i t e ?  C o r o l l a r y  q u e s t i o n s  might
be :  What approaches  a r e  e f f e c t i v e  i n  g e n e r a t i n g  p a r t i c i p a t i o n  o f  w o r k s i t e s  
and workers  i n  h e a l t h  promotion programs? What is  t h e  impact o f  w o r k s i t e  
p o l i c i e s ,  such  as n u t r i t i o n  and smoking p o l i c i e s ,  on worker behav io r?  How 
shou ld  cance r  p r e v e n t i o n  i n t e r v e n t i o n s  be  i n t e g r a t e d  i n t o  e x i s t i n g  c h r o n i c  
d i s e a s e  i n t e r v e n t i o n s  o r  e x i s t i n g  o c c u p a t i o n a l  h e a l t h  programs? 

DATA C O O R D I N A T I O N  UNIT 

S e p a r a t e  a p p l i c a t i o n s  f o r  t h e  Data  Coord ina t ion  Uni t  are i n v i t e d .  The purpose
o f  t h i s  u n i t  is  t o  p rov ide  c a p a c i t y  i n  r e s e a r c h  des ign ,  r e s e a r c h  d a t a  
management of m u t l i t p l e  l a r g e  d a t a  sets, s t a t i s t i c a l  a n a l y s i s ,  and program 
c o n t e n t  n e c e s s a r y  f o r  t h e  c r e a t i o n  o f  compat ib le  d a t a  b a s e s .  These d a t a  b a s e s  
w i l l  be  used  f o r  per forming  compara t ive  a n a l y s e s  a c r o s s  t h e  awards.  Each 
awardee i s  r e s p o n s i b l e  f o r  t h e  d a t a  c o l l e c t i o n  and a n a l y s i s  w i t h i n  h i s  o r  h e r  
c o o p e r a t i v e  agreement .  The Data Coord ina t ion  Uni t  w i l l  be  r e s p o n s i b l e  f o r  t h e  
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d a t a  management f u n c t i o n s  r e q u i r e d  f o r  a n a l y s i s  a c r o s s  t h e  awardees.  The 
d e s i g n  and i n t e r p r e t a t i o n  o f  such a n  a n a l y s i s  w i l l  be a j o i n t  endeavor o f  t h e  
awardees,  t h e  Data Coord ina t ion  Unit  and N C I .  

E L I G I B I L I T Y  

A p p l i c a n t s  may be  u n i v e r s i t i e s ,  c o r p o r a t i o n s ,  p u b l i c  h e a l t h  a g e n c i e s ,  wel lness  

c o u n c i l s ,  b u s i n e s s  c o a l i t i o n s ,  un ions ,  v o l u n t a r y  o r g a n i z a t i o n s ,  c o n s u l t a n t  

f i r m s ,  e t c . ,  o r  combinat ions t h e r e o f .  Teams o f  a p p l i c a n t s  are encouraged. 

Among a team o f  a p p l i c a n t s ,  one i n s t i t u t i o n  must be  proposed as t h e  l e a d  

i n s t i t u t i o n  t o  s e r v e  as t h e  a p p l i c a n t  and assume r e s p o n s i b i l i t y  f o r  t h e  

conduct  o f  t h e  award. 


MECHANISM OF SUPPORT 


Support  o f  t h i s  program w i l l  be th rough  t h e  Coopera t ive  Agreement mechanism,

Three o r  more t o t a l  awards are a n t i c i p a t e d  i n c l u d i n g  t h e  Data Coord ina t ion  

U n i t .  The number o f  awards depends on t h e  q u a l i t y  o f  t h e  a p p l i c a t i o n s  and t h e  

a v a i l a b i l i t y  o f  f u n d i n g .  Funding i s  l i m i t e d  t o  a maximum o f  f i v e  y e a r s  a t  

approx ima te ly  $330,000 p e r  y e a r .  


INQUIRIES 


Copies  o f  t h e  complete  RFA and a d d i t i o n a l  i n f o r m a t i o n  may b e  o b t a i n e d  from: 


J e r i a n n e  Heimendinger, D.Sc. ,  Program D i r e c t o r  

N a t i o n a l  Cancer I n s i t i t u t e ,  Hea l th  Promotion S c i e n c e s  Branch 

Execu t ive  P l a z a  North,  Room 239E 

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

Bethesda,  Maryland 20892 

Telephone:  (301) 496-0273 


PROGRAM PROJECTS ON MECHANISMS OF IMMUNOLOGIC DISEASES 


RFA AVAILABLE: 89-AI-03 


P . T .  34; K.W. 0710070, 0715120, 1002004, 1002008, 0765033, 0755030 
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 

Let ter  o f  I n t e n t  R e c e i p t  Date: A p r i l  17, 1989 

A p p l i c a t i o n  Rece ip t  Date: June  14, 1989 

BACKGROUND INFORMATION 

The C l i n i c a l  Immunology and Immunopathology Branch o f  t h e  A l l e r g y ,  Immunology
and T r a n s p l a n t a t i o n n  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  r e s e a r c h  on t h e  c e l l u l a r  and molecu la r  
mechanisms o f  immunologic d i s e a s e s  and t h e  a p p l i c a t i o n  o f  t h i s  knowledge t o  
c l i n i c a l  problems.  T h i s  Request f o r  A p p l i c a t i o n s  (RFA) i s  in t ended  t o  
encourage t h e  development o f  a p p l i c a t i o n s  from c o l l a b o r a t i v e  b a s i c  science and 
c l i n i c a l  i n v e s t i g a t i v e  g roups ,  and t o  c o o r d i n a t e  t h e  submission 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  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  f o r  e x i s t i n g  programmatic a c t i v i t i e s  
concerned w i t h  t h e  s t u d y  o f  mechanisms o f  immunologic d i s e a s e s .  Four t een  such 
program p r o j e c t s  are  c u r r e n t l y  funded and s u p p o r t  f o r  f o u r  is schedu led  t o  
conclude i n  FY 1990. I n  FY 1990 N I A I D  p l a n s  t o  award a t  l ea s t  f o u r  new and 
competing renewal  Program P r o j e c t s  on Mechanisms o f  Immunologic Diseases. 

XFormerly Immunology, A l l e r g i c  and Immunologic Diseases Program 

RESEARCH GOALS AND SCOPE 

R e a l i z i n g  t h a t  immunologic and inf lammatory d i s o r d e r s  c o n s t i t u t e  major areas 
o f  endeavor o f  t h e  C l i n i c a l  Immunology and Immunopathology Branch, t h e  g o a l s
o f  t h e s e  program p r o j e c t s  are aimed a t  u n d e r s t a n d i n g  t h e  u n d e r l y i n g  mechanisms 
o f  d i s e a s e  and t h e  development o f  d i a g n o s t i c  measures and approaches t o  
e f f e c t i v e  p r e v e n t i o n ,  c o n t r o l  and t r e a t m e n t  o f  a wide v a r i e t y  o f  immunologic
d i s e a s e s .  

The scope of  t h e s e  program p r o j e c t s  i s  i n t e n d e d  t o  i n c l u d e  s t u d i e s  on a l l  
a s p e c t s  o f  immunologic r e s p o n s e s  aimed a t  d e f i n i n g  e t i o l o g i c  f a c t o r s  and 
p a t h o g e n e t i c  mechanisms. Research approaches may i n c l u d e  c l i n i c a l  immunology
s t u d i e s  o f  a c q u i r e d  and i n h e r i t e d  d i s e a s e s  a s s o c i a t e d  w i t h  d y s f u n c t i o n s  o f  t h e  
immune system, as  w e l l  as  b a s i c  immunopharmacology s t u d i e s  o f  t h e  immune 
system and i ts  d i s o r d e r s .  
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O f  s p e c i a l  i n t e r e s t  t o  N I A I D  are program p r o j e c t s  w i t h  an emphasis on one o f  
s e v e r a l  areas o f  i n v e s t i g a t i o n  which appea r  t o  be  p a r t i c u l a r l y  promising i n  
terms o f  e l u c i d a t i o n  o f  b a s i c  immune mechanisms and t h e i r  a p p l i c a t i o n  t o  
c l i n i c a l  d i s o r d e r s .  Thus i n  a d d i t i o n  t o  program p r o j e c t s  which may approach a 
wide v a r i e t y  o f  immunologic d i s o r d e r s ,  w e  wish t o  encourage t h e  development o f  
program p r o j e c t s  which have a c e n t r a l  r e s e a r c h  theme. 

,Y'I n c l u d i n g  t h e  f o l l o w i n g :  

Immunodeficiency Diseases: 

o 	 Major advances have occur red  i n  ou r  unde r s t and ing  of  ch i ldhood  
immunodeficiency d i s o r d e r s .  I n v e s t i g a t o r s  are  encouraged t o  d e v i s e  
s t u d i e s  which f u r t h e r  ou r  unde r s t and ing  o f  b a s i c  mechanisms, as  
w e l l  as  deve lop  new approaches t o  d i a g n o s i s ,  t r e a t m e n t  and 
p r e v e n t i o n  o f  t h e s e  d i s o r d e r s .  

o 	 Basic s t u d i e s  o f  immune mechanisms r e g u l a t i n g  h o s t  d e f e n s e  and h o s t  
inf lammation are  encouraged i n  a wide v a r i e t y  o f  a c q u i r e d
immunodeficiency d i s e a s e s .  Such s t u d i e s  may i n c l u d e  n o t  o n l y  t h e  
i n v e s t i g a t i o n  o f  r e s p o n s e s  o f  d i f f e r i n g  c e l l  p o p u l a t i o n s
(lymphocytes,  monocytes/macrophages and n e u t r o p h i l s )  b u t  a l s o  how 
immune modu la to r s  may i n f l u e n c e  c e l l u l a r  r e s p o n s e s .  They may range
i n  emphasis from b a s i c  s t u d i e s  t o  c l i n i c a l  a p p l i c a t i o n  o f  
a p p r o p r i a t e  a g e n t s .  

Dermatologic  Diseases Modulated by Immune Mechanisms 

o 	 There have now been a wide v a r i e t y  of  de rma to log ic  d i s o r d e r s  
d e s c r i b e d  i n  which immune mechanisms p l a y  an impor t an t  r o l e  i n  
t h e i r  p a t h o g e n e s i s .  Basic s t u d i e s  o f  t h e  immunopathogenesis,
d i a g n o s i s ,  t h e r a p y  o f  t h e s e  d i s o r d e r s  are  encouraged.  

MECHANISM OF SUPPORT 

Program p r o j e c t  g r a n t s  are  awarded t o  a n  i n s t i t u t i o n  on b e h a l f  of  a program
d i r e c t o r  f o r  t h e  s u p p o r 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  g roups  o f  
i n v e s t i g a t o r s ,  members o f  which 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  

b f  	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 r o v i d e  s u p p o r 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  t h e  common theme o f  t h e  program; t h e y  shou ld  demons t r a t e  
a n  e s s e n t i a l  e lement  o f  u n i t y  and in t e rdependence .  A t  l eas t  f o u r  awards are 
planned f o r  FY 1990. 

ELIGIBILITY 

ONLY DOMESTIC INSTITUTIONS ARE ELIGIBLE TO APPLY. 

METHOD OF APPLYING 

A p p l i c a t i o n s  may be submi t t ed  by any domest ic  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  
p ro f i t -mak ing  o r g a n i z a t i o n s .  Be fo re  p r e p a r i n g  a n  a p p l i c a t i o n ,  t h e  p r o s p e c t i v e
a p p l i c a n t  shou ld  r e q u e s t  a copy o f  t h e  N I A I D  I n f o r m a t i o n  Brochure on Program
P r o j e c t  and Cen te r  Gran t s  from: 

D r .  N i r m a l  K .  Das 
Execu t ive  S e c r e t a r y
A l l e r g y ,  Immunology and T r a n s p l a n t a t i o n

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

I n f e c t i o u s  Diseases 
N a t i o n a l  I n s t i t u t e s  o f  H e a l t h  
Westwood B u i l d i n g ,  Room 3A-07 
Bethesda,  Maryland 20892 
Telephone: (301) 496-7966 
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STAFF CONTACT 

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

Robert  A .  G o l d s t e i n ,  ? l . I ) , ,  Ph.D. 
C h i e f ,  C l i n i c a l  Immunology and 

Immunopathology Branch, AITP 
yt

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 B u i l d i n g ,  Room 757 
Bethesda,  Maryland 20892 
Telephone:  ( 3 0 1 )  496-7104 
T e l e f a x  Number: (301 1 480-3780 

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 o  
D r .  G o l d s t e i n  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  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
A p r i l  17,  1989, 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 .  A l e t t e r  of  i n t e n t  i s  n o t  b i n d i n g .  It 
w i l l  n o t  e n t e r  i n t o  t h e  review o f  any a p p l i c a t i o n  s u b s e q u e n t l y  submi t t ed  and 
i s  n o t  a n e c e s s a r y  r equ i r emen t  f o r  a p p l i c a t i o n .  

THE RFA LABEL AVAILABLE I N  THE 9/86 REVISION OF APPLICATION FORM 398 MUST BE 
AFFIXED TO THE BOTTOM OF THE FACE PAGE. FAILURE TO USE THIS LABEL COULD 
RESULT I N  DELAYED PROCESSING OF YOUR APPLICATION SUCH THAT I T  MAY NOT REACH 
THE REVIEW COMMITTEE I N  TIME FOR REVIEW. 

PROGRAM PROJECTS ON THE BIOLOGY OF THE IMMUNE SYSTEM 

RFA AVAILABLE: 89-AI-04 

P.T. 34; K.W. 0705040, 0710070, 1002004p 1002008, 0710065, 0790000 

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

Letter o f  I n t e n t  R e c e i p t  Date: A p r i l  17,  1989 

A p p l i c a t i o n  R e c e i p t  Date: June  14, 1989 

BACKGROUND INFORMATION -a 

The Immunobiology and Immunochemistry Branch o f  t h e  A l l e r g y ,  Immunology and 
T r a n s p l a n t a t i o n  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  on t h e  s t r u c t u r e  and f u n c t i o n  
o f  t h e  immune system t o  g a i n  an u n d e r s t a n d i n g  o f  immune r e sponse  mechanisms a t  
t h e i r  b a s i c  c e l l u l a r  and molecu la r  l e v e l s  as  t h e y  f u n c t i o n  i n  h e a l t h  and 
d i s e a s e .  Twogram P r o j e c t s  on t h e  Biology o f  t h e  Immune System r e p r e s e n t  an 
award mechanism which t h e  Branch employs t o  meet t h i s  o b j e c t i v e .  They are 
i n t e n d e d  t o  s u p p o r t  i n t e g r a t e d ,  m u l t i d i s c i p l i n a r y ,  b a s i c  s t u d i e s  o f  
immuno log ica l ly - func t iona l  lymphocytes and o t h e r  r e l e v a n t  c e l l  p o p u l a t i o n s .
Twelve 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  one i s  
schedu led  t o  conclude i n  1990. I n  f i s c a l  y e a r  1990 N I A I D  p l a n s  to award a t  
l eas t  one Program P r o j e c t  on t h e  Biology o f  t h e  Immune System. 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  is i n t e n d e d  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 .  

XFormerly Immunology, A l l e r g i c  and Immunologic Diseases Program 

RESEARCH GOALS AND SCOPE: 

The g o a l  o f  t h e s e  Program P r o j e c t s  is t h e  a t t a i n m e n t  o f  a complete
u n d e r s t a n d i n g  o f  t h e  s t r u c t u r e  and f u n c t i o n  o f  t h e  immune system and i ts  
p r o d u c t s ,  i t s  i n t e r a c t i o ' n  w i t h  o t h e r  body systems,  and f u l l  knowledge o f  t h e  
g e n e t i c  and o t h e r  f a c t o r s  which r e g u l a t e  i t s  development and f u n c t i o n .  An 
u l t i m a t e  p r a c t i c a l  a p p l i c a t i o n  o f  t h i s  i n f o r m a t i o n  is t h e  u s e  o f  s e l e c t e d  
c l o n e d  c e l l s  o f  t h e  system, o r  t h e i r  p r o d u c t s ,  f o r  t h e  c l i n i c a l  care o r  
r e c o n s t i t u t i o n  o f  immunodeficient i n d i v i d u a l s ,  t o  a l l e v i a t e  a l l e r g i c  s t a t e s ,  
t o  p r o v i d e  r e s i s t a n c e  t o  l i f e - t h r e a t e n i n g  i n f e c t i o n s  and t o  c o r r e c t  a b e r r a n t  
o r  d e f e c t i v e  immunoregulatory mechanisms. 

The scope  of t h e s e  program p r o j e c t s  i n c l u d e s  s t u d i e s  o f  e v e r y  facet o f  t h e  
immune r e sponse ,  r a n g i n g  from t h e  i n i t i a l  s t e p  o f  a n t i g e n  r e c o g n i t i o n  t o  t h e  
f i n a l  e l a b o r a t i o n  o f  immunologically d i s t i n c t i v e  p r o d u c t s  o f  s p e c i f i c  -e
immunocytes. Research c u r r e n t l y  suppor t ed  by t h i s  mechanism w a s  des igned  t o  
expand knowledge of t h e  morphologic and f u n c t i o n a l  h e t e r o g e n e i t y  o f  lymphocyte
p o p u l a t i o n s  and deve lop  t h e  c a p a b i l i t y  f o r  i d e n t i f i c a t i o n  and s e l e c t i o n  o f  
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lymphocyte s u b p o p u l a t i o n s ,  w i t h  s p e c i f i c  immune r e a c t i v i t y  o r  molecu la r  
compos i t ion ,  f o r  u s e  i n  somat i c  h y b r i d i z a t i o n  and s e l e c t i v e  p r o d u c t i o n  o f  
s p e c i f i c ,  b i o l o g i c a l l y  a c t i v e ,  lymphocyte p r o d u c t s .  S i m i l a r  s t u d i e s  o f  
macrophages, o t h e r  a c c e s s o r y  and e f f e c t o r  c e l l s ,  and networks o f  c e l l s  and 
molecules  t h a t  a f fec t  t h e  a c t i v a t i o n ,  d i f f e r e n t i a t i o n  and r e g u l a t i o n  o f  c e l l s  
o f  t h e  immune system are a p p r o p r i a t e .  P r o j e c t s  t h a t  i n v o l v e  improving t h e  
e f f i c i e n c y  o r  scale o f  p r e p a r i n g  and s e l e c t i n g  hybridomas and o t h e r  r e l e v a n t  
c e l l  l i n e s  f o r  d e f i n e d  pu rposes ,  and p r o j e c t s  des igned  t o  modify genes
encoding immunologically r e l e v a n t  macromolecules t o  improve t h e i r  b i o l o g i c a l
e f f i c i e n c y ,  o r  d i a g n o s t i c  and t h e r a p e u t i c  u t i l i t y ,  are encouraged.  

MECHANISM OF SUPPORT 

Program p r o j e c t  g r a n t s  are awarded t o  a n  i n s t i t u t i o n  on b e h a l f  o f  a program
d i r e c t o r  f o r  t h e  s u p p o r 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 r o v i d e  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  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 ,  is  expec ted  t o  c o n t r i b u t e  and be  d i r e c t l y  r e l a t e d  t o  a common theme. 
The p r o j e c t s  shou ld  demons t r a t e  a n  e s s e n t i a l  e lement  o f  u n i t y  and 
in t e rdependence .  

METHOD OF APPLYING 

Befo re  p r e p a r i n g  a n  a p p l i c a t i o n ,  t h e  p r o s p e c t i v e  a p p l i c a n t  shou ld  r e q u e s t  a 

copy o f  t h e  I n f o r m a t i o n  Brochure2 Program P r o j e c t s  and Center Gran t s ,  N I A I D , 

from: 


D r .  N i r m a l  K . D a s  

Execu t ive  S e c r e t a r y 

A l l e r g y ,  Immunology and T r a n s p l a n t a t i o n 


Research Committee 
N a t i o n a l  I n s t i t u t e  o f  A l l e r g y

and I n f e c t i o u s  Diseases 
N a t i o n a l  I n s t i t u t e s  o f  Hea l th  
Westwood B u i l d i n g ,  Room 3A-07 
Bethesda,  Maryland 20892 
Telephone: (301)  497-7966 

STAFF CONTACT 


For f u r t h e r  programmatic i n f o r m a t i o n  and a copy o f  t h e  d e t a i l e d  RFA, c o n t a c t :  


Joseph  F .  A l b r i g h t ,  Ph.D. 

Chie f ,  Immunobiology and Immunochemistry Branch, AITP 

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 B u i l d i n g ,  Room 757 

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

Bethesda,  Maryland 20892 

Telephone: (301)  496-7551 

Telefax Number: (301)  480-3780 


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  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 A p r i l  17, 

1989, 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 .  A l e t t e r  o f  i n t e n t  i s  n o t  b i n d i n g .  I t  w i l l  n o t  

e n t e r  i n t o  +he review o f  any a p p l i c a t i o n  subsequen t ly  submi t t ed  and i s  n o t  a 

n e c e s s a r y  r equ i r emen t  f o r  a p p l i c a t i o n .  Letters of i n t e n t  shou ld  be  d i r e c t e d  

t o  D r .  A l b r i g h t  a t  t h e  a d d r e s s  shown above.  


THE RFA LABEL AVAILABLE I N  THE 9/86 REVISION OF THE APPLICATION FORM 398 MUST 

BE AFFIXED TO THE BOTTOM OF THE FACE PAGE. FAILURE TO USE THIS LABEL COULD 

RESULT I N  DELAYED PROCESSING OF YOUR APPLICATION SUCH THAT I T  MAY NOT REACH 

THE REVIEW COMMITTEE I N  TIME FOR REVIEW. 
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O N G O I N G  PROGRAM ANNOUNCEMENTS 

MECHANISMS AND MANAGEMENT OF PEDIATRIC LIVER DISEASES 

P.T. 34; K.W. 0715135, 1002004, 1002008, 1002019, 0785050, 0785170, 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 
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 

A p p l i c a t i o n  R e c e i p t  Dates: February 1 ,  J u n e  1, October 1 

I .  INTRODUCTION 

E x t r a h e p a t i c  b i l i a r y  a t r e s i a  a c c o u n t s  f o r  a m a j o r i t y  o f  t h e  l i v e r  t r a n s p l a n t s
b e i n g  done c u r r e n t l y  i n  t h e  p e d i a t r i c  p o p u l a t i o n  t o  t r e a t  end- s t age  l i v e r  
d i s e a s e .  T h i s  and o t h e r  forms o f  i n f a n t i l e  b i l e  d u c t  a b n o r m a l i t i e s  such  as  
i d i o p a t h i c  n e o n a t a l  h e p a t i t i s  have no known c a u s e .  Few d a t a  e x i s t  r e g a r d i n g
t h e i r  p a t h o p h y s i o l o g i c  b a s i s .  I n  a d d i t i o n ,  t h e i r  management i s  e m p i r i c  and 
i m p r e c i s e ,  most o f t e n  borrowing t e c h n i q u e s  u t i l i z e d  i n  a d u l t  p a t i e n t s  w i t h  
end- s t age  l i v e r  d i s e a s e .  Thus, b o t h  c l i n i c i a n s  and i n v e s t i g a t o r s  s h a r e  a h i g h
degree  o f  u n c e r t a i n t y  i n  managing t h e s e  p a t i e n t s  and i n  i n v e s t i g a t i n g  t h e  
p a t h o g e n e s i s  o f  t h e i r  d i s e a s e .  I n  d e p t h  s t u d i e s  o f  mechanisms and modes o f  
management are  c l e a r l y  needed. 

A c o n f e r e n c e  a d d r e s s i n g  t h e  i s s u e s  o f  Mechanisms and Management o f  P e d i a t r i c  
H e p a t o b i l i a r y  Disease was o rgan ized  and sponsored by t h e  N a t i o n a l  D i g e s t i v e
Diseases Advisory Board, t h e  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, t h e  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
and t h e  American L i v e r  Foundat ion.  It w a s  h e l d  Februa ry  28 - March 1,  1988,
i n  A r l i n g t o n ,  V i r g i n i a .  From t h i s  meet ing,  whose s e s s i o n s  covered ( a )
morphology and f u n c t i o n a l  d i f f e r e n t i a t i o n  o f  t h e  l i v e r ,  ( b )  development o f  
h e p a t i c  e x c r e t o r y  f u n c t i o n ,  ( c )  n e o n a t a l  c h o l e s t a s i s  and v i r a l  d i s e a s e ,  ( d )
n e o n a t a l  c h o l e s t a s i s  and m e t a b o l i c  d i s e a s e s ,  and ( e )  t h e r a p e u t i c  s t r a t e g i e s
f o r  c h r o n i c  l i v e r  diseases, areas of r e s e a r c h  needs were ident i f ied  by t h e  
members o f  t h e  p l a n n i n g  committee.  

11. RESEARCH GOALS AND SCOPE 

T h i s  Program Announcement i s  a n  a t t e m p t  t o  b r i n g  t o  t h e  a t t e n t i o n  o f  t h e  
r e s e a r c h  community some o f  t h e  p e r c e i v e d  r e s e a r c h  needs so i d e n t i f i e d  by t h e  
above r e f e r e n c e d  confe rence ,  and t o  encourage r e s e a r c h  i n  t h e  area o f  
p e d i a t r i c  h e p a t o b i l i a r y  d i s e a s e  i n  g e n e r a l .  Areas i d e n t i f i e d  as  a r e s u l t  of 
t h e  above c i t e d  c o n f e r e n c e  were as f o l l o w s .  However, r e s e a r c h  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  t h e  f o l l o w i n g  examples .  

a .  	Learn ing  t h e  n a t u r e  o f  t h e  c e l l  p o p u l a t i o n  which f u n c t i o n s  i n  a " re se rve"  
(stem c e l l )  compartment i n  t h e  normal l i v e r .  Learning t h e  mechanism(s1 by
which t h e s e  c e l l s  can  be s t i m u l a t e d  t o  p r o l i f e r a t e  and d i f f e r e n t i a t e  under 
c e r t a i n  p a t h o l o g i c  c o n d i t i o n s  i n  which h e p a t o c y t e  r e p l i c a t i o n  i s  i n h i b i t e d  o r  
a f t e r  l i v e r  c e l l  n e c r o s i s  may p r o v i d e  i n s i g h t  i n t o  t h e  c o n t r o l  o f  r e g e n e r a t i o n
and r e p a i r .  

b .  	Understanding t h e  e x p r e s s i o n  and r e g u l a t i o n  o f  c e l l  s u r f a c e  r e c e p t o r s
shou ld  p r o v i d e  impor t an t  i n s i g h t s  i n t o  l i v e r  c e l l  b i o l o g y  and development and 
o f f e r  t h e  p o t e n t i a l  o f  new t h e r a p e u t i c  s t r a t e g i e s .  

c .  C h a r a c t e r i z a t i o n  o f  t h e  unique f e a t u r e s  o f  v a r i o u s  v i r a l  i n f e c t i o n s  i n  t h e  
deve lop ing  organ is needed t o  unde r s t and  c e r t a i n  a s p e c t s  o f  v i r a l  
p a t h o g e n e s i s .  For example, i n  t h e  h e p a t i t i s  B c a r r i e r  s t a t e ,  a t  a c e r t a i n  
s t a g e  v i r a l  r e p l i c a t i o n  c o n t i n u e s  b u t  v i r a l  assembly and/or  s e c r e t i o n  ceases,
l e a d i n g  t o  t h e  accumula t ion  o f  r e p l i c a t i v e  forms o f  HBV DNA i n  t h e  l i v e r .  
P o s s i b l y  t h i s  l e a d s  t o  a n  i n c r e a s e d  p r o p e n s i t y  i n  young car r ie rs  f o r  v i r a l  
i n t e g r a t i o n  i n t o  t h e  h o s t  genome. 

d .  	Def in ing  t h e  mechanisms r e s p o n s i b l e  f o r  r e g u l a t i n g  b i l e  f low might be  
impor t an t  i n  u n d e r s t a n d i n g  c e r t a i n  forms o f  n e o n a t a l  c h o l e s t a s i s ,  such as  
i d i o p a t h i c  n e o n a t a l  h e p a t i t i s  and i n t r a h e p a t i c  b i l e  d u c t  p a u c i t y .  Following
t h e  r e c o g n i t i o n  o f  b i l e  s a l t  carr iers ,  d e f e c t s  i n  b i l e  s a l t  t r a n s p o r t  may
become e v i d e n t .  

e ,  Advances i n  t h e  u n d e r s t a n d i n g  o f  b i l i r u b i n  chemis t ry  may l e a d  t o  new 
methods f o r  t r e a t m e n t  o f  d e f e c t s  i n  b i l i r u b i n  metabolism, such  as  t h e  u s e  o f  
compounds l i k e  t i n - p r o t o p o r p h y r i n .  

f .  S i n c e  a common c o m p l i c a t i o n  o f  t h e  s o l e  a d m i n i s t r a t i o n  o f  p a r e n t e r a l
n u t r i t i o n  t o  i n f a n t s  i s  c h o l e s t a s i s  w i th  c i r r h o s i s ,  b e t t e r  i n s i g h t  i n t o  t h e  

,e, 
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mechanism o f  t h i s  i n j u r y  i s  needed i n  o r d e r  t o  develop b e t t e r  management
m o d a l i t i e s  . 
g .  The p a u c i t y  o f  small  donor l i v e r s  f o r  t r a n s p l a n t a t i o n  i n t o  i n f a n t s  w i t h  
end-stage l i v e r  d i s e a s e  h a s  s t i m u l a t e d  i n n o v a t i v e  s u r g i c a l  r e d u c t i o n  
t e c h n i q u e s .  However, s t u d i e s  d i r e c t e d  toward h e p a t o c y t e  t r a n s p l a n t a t i o n ,  t h e  

"d 	development of c u l t u r e s  which would s u p p o r t  t h e  i n  v i t r o  growth o f  l i v e r  
t i s s u e ,  and measures such  as  h e p a t o c y t e  d i a l y s i s  c o u l d  l e a d  t o  ways of 
p r o v i d i n g  i n t e r i m  s u p p o r t  f o r  a c u t e  l i v e r  f a i l u r e .  

h .  	The inadequacy o f  c u r r e n t  " l i v e r  f u n c t i o n  s t u d i e s "  s u g g e s t s  t h a t  
q u a n t i t a t i v e  l i v e r  f u n c t i o n  tes ts ,  based on c l e a r a n c e  t e c h n i q u e s ,  may p r o v i d e  
more p r e c i s e  d i a g n o s t i c  and p r o g n o s t i c  i n fo rma t ion  b e f o r e  and a f t e r  l i v e r  
t r a n s p l a n t a t i o n ,  

i. C o l l a b o r a t i v e  s t u d i e s  i n  c e r t a i n  c l i n i c a l  areas i n  which any one i n d i v i d u a l  
c e n t e r  cannot  p r o v i d e  enough p a t i e n t s  f o r  s t u d y  a r e  encouraged, f o r  example,
i n  b i l i a r y  a t r e s i a .  P r e d i c t i o n  o f  outcome and v a l i d a t i o n  o f  q u a n t i t a t i v e
l i v e r  f u n c t i o n  t e s t s ,  t h e  r o l e  o f  c h o l e r e t i c  a g e n t s  i n  enhancing t h e  s u c c e s s  
r a t e  o f  t h e  hepa topor toen te ros tomy p rocedure ,  t r e a t m e n t s  t o  slow p r o g r e s s i o n
o f  f i b r o s i s ,  e v a l u a t i o n  o f  a b n o r m a l i t i e s  i n  b i l e  a c i d  s y n t h e s i s  as a c a u s e  o f  
c h o l e s t a s i s ,  and ways t o  s u p p o r t  t h e  growth o f  t h e  c h i l d  u n t i l  l i v e r  
t r a n s p l a n t a t i o n  i s  p r a c t i c a b l e  are  some examples o f  r e s e a r c h  i n  which 
c o l l a b o r a t i v e  e f f o r t s  may p r o v i d e  s u f f i c i e n t  d a t a  t o  answer s p e c i f i c  
q u e s t  i o n s .  

111. MECHANISM OF SUPPORT 

The mechanisms o f  s u p p o r t  f o r  t h i s  a c t i v i t y  w i l l  be t h e  i n d i v i d u a l  r e s e a r c h  
g r a n t  ( R o l l  and FIRST Award (R29).  There are no s e t - a s i d e  funds  f o r  fund ing
t h e s e  a p p l i c a t i o n s .  A p p l i c a t i o n s  compete on t h e  b a s i s  o f  s c i e n t i f i c  meri t  
w i t h  a l l  o t h e r  a p p l i c a t i o n s .  The review c r i t e r i a  are t h e  t r a d i t i o n a l  
c o n s i d e r a t i o n s  u n d e r l y i n g  s c i e n t i f i c  mer i t .  

I V .  APPLICATION AND REVIEW PROCEDURES 

A.  Deadl ine 

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

'"ld e a r l i e s t  p o s s i b l e  award d a t e s  are approx ima te ly  n i n e  months a f t e r  t h e  
r e s p e c t i v e  r e c e i p t  d a t e s .  

B .  Method o f  Applying and Review 

A p p l i c a t i o n s  w i l l  be r e c e i v e d  and r e f e r r e d  t o  an a p p r o p r i a t e  s t u d y  s e c t i o n  f o r  
s c i e n t i f i c  merit  review by t h e  D i v i s i o n  o f  Research Gran t s  o f  t h e  N I H .  
Fol lowing t h e  i n i t i a l  s c i e n t i f i c  review,  t h e  a p p l i c a t i o n s  w i l l  b e  e v a l u a t e d  by
the  N a t i o n a l  D i a b e t e s  and D i g e s t i v e  and Kidney Diseases Advisory Counci l  
and/or  t h e  N a t i o n a l  Advisory Ch i ld  Hea l th  and Human Development Counc i l .  

A p p l i c a t i o n s  shou ld  be  submi t t ed  on form PHS-398 ( r e v i s e d  9/86) which i s  
a v a i l a b l e  i n  t h e  b u s i n e s s  o r  g r a n t s  and c o n t r a c t  o f f i c e s  a t  most academic and 
r e s e a r c h  i n s t i t u t i o n s  o r  from t h e  N I H .  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 
re sponse  t o  t h i s  announcement, check lvYESvli n  Item 2 on t h e  face page o f  t h e  
a p p l i c a t i o n  and e n t e r  t h e  t i t l e  "Mechanisms and Management o f  P e d i a t r i c  L i v e r  
Diseases". 

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

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 Gran t s  
N a t i o n a l  I n s t i t u t e s  o f  H e a l t h  
Westwood B u i l d i n g ,  Room 240 
Bethesda,  Maryland 20892EE 

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

D r .  Sa rah  C .  Kalser 

Program Di rec to r /Med ica l  Officer 

Liver and B i l iary  Diseases 

Program
N a t i o n a l  I n s t i t u t e  of D i a b e t e s  and 

D i g e s t i v e  and Kidney Diseases 
5333 Westwood Bldg . ,  Room 3A-17 
Bethesda,  Maryland 20892 
Telephone: (301)  496-7858 

Vol. 17, No. 4 0 ,  

D r .  Ephraim Y .  Levin 

Endocrinology,  N u t r i t i o n  and 
Growth Branch 

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

Execu t ive  P l a z a  North,  Room 637 
Bethesda,  Maryland 20892 
Telephone: ( 3 0 1 )  496-5593 
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T h i s  program is d e s c r i b e d  i n  t h e  Ca ta log  o f  F e d e r a l  Domestic A s s i s t a n c e  No. 
13.865, Research f o r  Mothers and C h i l d r e n .  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  Hea l th  S e r v i c e  A c t ,  S e c t i o n  301 (42 USC2411, 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. T h i s  program i s  n o t  s u b j e c t  t o  review by a Hea l th  Systems
Agency. 

T h i s  program i s  d e s c r i b e d  i n  t h e  Ca ta log  o f  F e d e r a l  Domestic A s s i s t a n c e  No. 
13.847, D i a b e t e s ,  Endocrinology and Metabol ic  Diseases. 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  Hea l th  S e r v i c e  A c t ,  T i t l e  111, S e c t i o n  301 
( P u b l i c  Law 78-410 as  amended, 42 USC2411, 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. T h i s  
program i s  n o t  s u b j e c t  t o  review requ i r emen t s  o f  Execu t ive  Order 12372 o r  by a 
H e a l t h  Systems Agency Review. 

MATERNAL AND PATERNAL DRUG ABUSE AND ITS EFFECTS ON OFFSPRING 

P.T. 34; K . W .  0404009, 0404000, 0755000, 0785105, 0710070, 0710030 

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

The u s e  o f  any d rug  d u r i n g  pregnancy i s  n o t  w i thou t  r i s k .  Drugs such  as  
h e r o i n ,  c o c a i n e ,  PCP, a v a r i e t y  o f  i n h a l a n t s  and mar i juana  a l l  c r o s s  t h e  
p l a c e n t a l  b a r r i e r  and have t h e  c a p a c i t y  t o  produce profound and p o t e n t i a l l y
i r r e v e r s i b l e  damage i n  t h e  newborn. Indeed,  developmental  problems caused by
t h e s e  d r u g s  are becoming an i n c r e a s i n g  burden t o  s o c i e t y .  T h i s  burden i s  made 
worse because t h e  k i n d s  o f  t o x i c  e f f ec t s  t h a t  are b e i n g  encoun te red ,  t h e i r  
i n c i d e n c e  and p r e v a l e n c e ,  t h e  mechanisms u n d e r l y i n g  t o x i c i t y ,  and p r e v e n t i o n
and t r e a t m e n t  s t r a t e g i e s  t o  d e a l  w i t h  t h e s e  outcomes are n o t  now known. 

The N a t i o n a l  I n s t i t u t e  on Drug Abuse h a s  d e s i g n a t e d  r e s e a r c h  on t h e  
developmental  e f f ec t s  of abused d r u g s  a s  one o f  i ts  p r i o r i t i e s  f o r  t h e  coming 
yea r s .  W e  t h e r e f o r e  encourage t h e  submiss ion  of  research p r o p o s a l s  t o  s t u d y
t h e  e f fec ts  o f  abused d r u g s  on r e p r o d u c t i v e  and developmental  p r o c e s s e s  w i t h  
f o u r  major g o a l s  i n  mind: t o  i d e n t i f y  t h e  consequences o f  ma te rna l  and 
p a t e r n a l  d rug  abuse  i n  t h e  newborn; t o  i d e n t i f y  t h e  mechanisms u n d e r l y i n g  t h e  
o r g a n i c  and b e h a v i o r a l  e f f ec t s  r e s u l t i n g  from exposure  i n  u t e r o  and/or
l a c t a t i o n  t o  d r u g s  o f  abuse ;  t o  deve lop  s t r a t e g i e s  and p r o c e d u r e s  t o  p r e v e n t ,
a m e l i o r a t e ,  and /o r  r e v e r s e  t h e s e  t o x i c  e f fec ts  and t h e i r  developmental  
consequences;  t o  i d e n t i f y  m u l t i g e n e r a t i o n a l  consequences o f  ma te rna l  o r  
p a t e r n a l  d rug  a b u s e .  

Many o f  t h e  me thodo log ica l  i s s u e s  r e l a t e d  t o  t h e  s t u d y  o f  d r u g s  on development 
are  p a r t i c u l a r l y  complex and t h e  s u b j e c t  o f  d e b a t e .  A s  a r e s u l t ,  a p p l i c a n t s  
are  encouraged t o  a d d r e s s  impor t an t  me thodo log ica l  i s s u e s  i n  t h e i r  r e s e a r c h  
p r o p o s a l s .  

Examples o f  t h e  t y p e s  o f  r e s e a r c h  p r o j e c t s  b e i n g  encouraged f o l l o w .  T h i s  l i s t  
is  n o t  e x c l u s i v e  and a p p l i c a n t s  a re  i n v i t e d  t o  submit any p r o p o s a l  t h e y
b e l i e v e  impor t an t  i n  u n d e r s t a n d i n g ,  t r e a t i n g ,  o r  p r e v e n t i n g  t h e  e f fec ts  o f  
p a r e n t a l  d rug  abuse  on t h e  o f f s p r i n g .  

o Basic b i o l o g i c a l  s t u d i e s  r e l a t e d  t o  pha rmacok ine t i c s ,  g e n e t i c s ,
neu roendocr ine  and immune sys t ems ,  and t h e  c a r d i o v a s c u l a r  and o t h e r  
o rgan  systems;  

o N e u r o s c i e n t i f i c  and b e h a v i o r a l  s t u d i e s  o f  p e r i o d  o f  v u l n e r a b i l i t y
of  t h e  deve lop ing  nervous system, n e u r o t r a n s m i t t e r s  and modu la to r s ,
f u n c t i o n a l  e v a l u a t i o n  o f  d rug  induced CNS b e h a v i o r a l  measures,  and 
p e r s i s t e n c e  o f  d rug  induced b r a i n  changes .  

o 	Human s t u d i e s  on CNS development,  epidemiology o f  p a r e n t a l  d rug
abuse  and i t s  e f f e c t s  on o f f s p r i n g ,  p r e - and p e r i - n a t a l  care and 
newborn t r e a t m e n t .  

The N a t i o n a l  I n s t i t u t e  o f  C h i l d  H e a l t h  and Human Development s u p p o r t s  r e s e a r c h  

on p r e n a t a l  and p e r i n a t a l  care, e s p e c i a l l y  s t u d i e s  o f  p re t e rm l a b o r  secondary 

t o  m a t e r n a l  d rug  abuse and managed ma te rna l  w i thd rawa l .  They may a l s o  be  a 

s o u r c e  of  fund ing  f o r  such  s t u d i e s .  


CONTACTS FOR DETAILED PROGRAM INFORMATION 


D r .  David P. Friedman 

D i v i s i o n  o f  P r e c l i n i c a l  Research 

Telephone:  (301) 443-1887 
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D r .  E r n e s t i n e  Vanderveen 

D i v i s i o n  o f  C l i n i c a l  Research 

Telephone:  (301)  443-6697 


D r .  J a g j i t s i n g  H .  Khalsa  

D i v i s i o n  o f  Epidemiology and S t a t i s t i c a l  Ana lys i s 

Telephone: (301 )  443-6647 


D r .  C h a r l o t t e  Catz 

Pregnancy and P e r i n a t o l o g y  Branch, N I C H D  

Telephone: (301)  496-5575 


CONTACT FOR A COPY OF THE COMPLETE PROGRAM ANNOUNCEMENT 


M r .  Desmond McLearen 

Gran t s  Management Branch 

Telephone: (301 )  443-6710 


Cat .  o f  Fed. Domestic A s s i s t a n c e  No. 13.279 


RESEARCH GRANTS RELATED TO BATTEN DISEASE AND OTHER NEURONAL 

CEROID LIPOFUSCINOSES 


P.T. 34; K.W.  0715138, 1002019, 0765035, 1003002, 1002004, 1002008 

N a t i o n a l  I n s t i t u t e  o f  Neuro log ica 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  o f  Convulsive,  Developmental  and 
Neuromuscular D i s o r d e r s ,  Na t iona l  I n s t i t u t e  o f  Neuro log ica l  and Communicative 
D i s o r d e r s  and S t r o k e  (NINCDS), encourages  t h e  submiss ion  o f  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  (Roll r e l a t e d  t o  t h e  e t i o l o g y ,
developmental  embryology, pa thogenes 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  or 
Spielmeyer-Sjogren d i s e a s e .  

BACKGROUND 

The 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 i pop igmen t ,  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 s .  C l i n i c a l l y  t h e y  a r e  c h a r a c t e r i z e d  by a 
p 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 .  
There a r e  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  wi th  t h e  e x c e p t i o n  o f  one rare 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 ype ,  o r  B a t t e n  disease, 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 fec ts  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  f a m i l i e s .  Onset is 
between 5 and 10 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  
cour se  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 i s  massive 
accumula t 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  of  B a t t e n  d i s e a s e  is unknown;
i t s  inc idence  is about  3 p e r  100,000 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 )  r e s p o n s i b l e  f o r  them, t o  de t e rmine  t h e  b iochemica l  
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 ,  by a v a r i e t y  o f  expe r imen ta l  approaches  and methods.  
Some examples a r e  g iven  below, bu t  a p p l i c a t i o n s  a r e  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
“ l e ’ 

These may i n c l u d e  expe r imen ta l  an ima l s  and human s u b j e c t s .  Large i n f o r m a t i v e  
families are p a r t i c u l a r l y  u s e f u l  i n  i d e n t i f y i n g  and mapping t h e  gene o r  genes  
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r e s p o n s i b l e  f o r  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  shou ld  p rov ide  d i r e c t  c r u c i a l  i n f o r m a t i o n  about  t h e  
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 s e  d i s o r d e r s ,  and 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  of t h e  b a s i c  me tabo l i c  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 tho logy  and r e c o g n i t i o n  o f  t h e  
he t e rozygous  carr iers .  

2 Pathology uti-

Comparative s t u d i e s  i n  humans and expe r imen ta l  an ima l s  shou ld  be  i n s t r u m e n t a l  
i n  c h a r a c t e r i z i n g  p r e c i s e l y  t h e  p a t h o l o g i c a l  changes and t h e  n a t u r e  o f  t h e  
accumula t ing  l i p o p i g m e n t .  Examination by computer ized scann ing  p rocedures  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 Biochemis t ry  

Very l i t t l e  is known about  t h e  b i o c h e m i s t r y  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 i s  n o t  known i f  t h e  accumulated 
l i p o f u s c i n  i s  t h e  same a s  t h a t  which i s  normally found i n  t h e  b r a i n  o f  t h e  
o l d e r  i n d i v i d u a l s ,  and i f  it i s  a c a u s a l  or 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  p r e s e n c e  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 s e l �  i s  n o t  
c l ea 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 molecu la r  
l e v e l  w i t h  q 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 mic rochemis t ry ,  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  methodologies  o f  r a p i d  f low 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 G e n e t i c s  

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 
molecu la r  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  genes i n v o l v e d .  

5 D e t e c t i o n  o f  t h e  g e n e t i c  car r ie r  

I d e n t i f i c a t i o n  o f  a biochemical  marker shou ld  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  p ruden t  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  b e  th rough  t h e  t r a d i t i o n a l  r e s e a r c h  
g r a n t - 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 .  

APPLICATION AND REVIEW PROCEDURES 

A p p l i c a t i o n s  shou ld  be  p r e p a r e d  on Form PHS 398 ( r e v i s e d  9/86)  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  a r e  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  
o f  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 l lYesl l  i n  i t e m  2 
on t h e  face s h e e t  o f  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  
Disease1' i n  t h e  space  p r o v i d e d .  

The o r i g i n a l  and f i v e  c o p i e s  o f  t h e  a p p l i c a t i o n  shou ld  be  ma i l ed  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 Gran t s  
N a t i o n a l  I n s t i t u t e s  o f  Hea l th  
Westwood B u i l d i n g ,  Room 240 
Bethesda,  Maryland 20892H 

Dead l 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 ,  Feb rua ry  1 ,  and June  1 .  

An i n f o r m a t i o n  copy o f  t h e  a p p l i c a t i o n  may be  s e n t  t o  t h e  a d d r e s s  below. 
Also,  f o r  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 :  
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D r .  N t inos  C .  Myrianthopoulos 

N a t i o n a l  I n s t i t u t e  o f  Neuro log ica l  and Communicative 

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

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

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

Bethesda,  Maryland 20892 


q l y y /  
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  Ca ta log  of 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  Basis Research,  NINCDS. 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  Health.  S e r v i c e  Act,  T i t l e  I V ,  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 45 CFR P a r t  7 4 .  T h i s  program is  n o t  
s u b j e c t  t o  Hea l th  Systems Agency Review. 
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