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NOTICES 

NUCLEIC A C I D  AND PROTEIN SEQUENCE ANALYSIS WORKSHOP FOR BIOMEDICAL RESEARCHERS 


P.T. 42; K.W. 0755045, 0760070, 1004000 


Nat iona l  Center  f o r  Research Resources 


The P i t t s b u r g h  Supercomputing Center  (PSC) i s  conduct ing  a three-day  workshop 

on "Nucleic Acid and P r o t e i n  Sequence Analysis , l l  August 6-8, 1990. T h i s  

workshop i s  funded by a c o o p e r a t i v e  agreement award from t h e  Biomedical 

Research Technology (BRT) Program, N a t i o n a l  Center  f o r  Research Resources 

(NCRR) ,  N a t i o n a l  I n s t i t u t e s  o f  Heal th .  


The workshop w i l l  f a m i l i a r i z e  biomedical  r e s e a r c h e r s  w i t h  computat ional 

methods and provide  p r a c t i c e  i n  apply ing  supercomputing r e s o u r c e s  t o  problems 

o f  concern i n  macromolecular sequence a n a l y s i s .  The workshop w i l l  emphasize 

al ignment  o f  and p a t t e r n  e x t r a c t i o n  from m u l t i p l e  sequences.  P a r t i c i p a n t s 

w i l l  g a i n  p r a c t i c a l  exper ience  on P i t t s b u r g h  Supercomputing C e n t e r ' s  Cray

Y-MP/832 i n  ( 1 )  comparing and a l i g n i n g  sequences,  (2) i d e n t i f y i n g  i n f o r m a t i v e  

p a t t e r n s  i n  a set  o f  sequences,  and (3) u s i n g  e x t r a c t e d  i n f o r m a t i v e  p a t t e r n s  

t o  i d e n t i f y  r e l a t e d  sequences.  P a r t i c i p a n t s  w i l l  g a i n  e x p e r i e n c e  wi th  

r i g o r o u s  dynamic programming approaches t o  m u l t i p l e  sequence al ignment  a s  w e l l  

a s  wi th  consensus word approaches;  t h e y  w i l l  a l s o  l e a r n  how t o  use  p r o f i l e 

a n a l y s i s  e f f e c t i v e l y  on t h e i r  own problems. P a r t i c i p a n t s  a r e  encouraged t o  

b r i n g  sequence a n a l y s i s  problems from t h e i r  c u r r e n t  r e s e a r c h .  


Workshop Leaders:  Stephen A l t s c h u l  and Greg Schuler  from t h e  N a t i o n a l  L i b r a r y 

of  Medicine and Michael Gribskov from t h e  N a t i o n a l  Cancer I n s t i t u t e - F r e d e r i c k  

Cancer Research F a c i l i t y .  


T h i s  three-day  workshop w i l l  i n c l u d e  an  o p t i o n a l  ha l f -day  s e s s i o n  on t h e  

a f t e r n o o n  o f  Sunday, August 5.  T h i s  s e s s i o n  w i l l  i n t r o d u c e  p a r t i c i p a n t s  t o  

VAX VMS and Unicos, t h e  Cray v e r s i o n  of t h e  AT&T System V Unix o p e r a t i n g  

system. 


T r a v e l ,  meals and h o t e l  accommodations are covered f o r  U .  S .  academic 

p a r t i c i p a n t s  under t h e  c o o p e r a t i v e  agreement award. A l i m i t e d  number o f  

openings f o r  indus t ry-based  biomedical  r e s e a r c h e r s  may be a v a i l a b l e  f o r  a fee 

o f  $1000. Enrol lment  i s  l i m i t e d  t o  20 p a r t i c i p a n t s .  The d e a d l i n e  f o r  t h e  

submission o f  a p p l i c a t i o n s  i s  June 4, 1990. 


Grants  o f  computing t i m e  are a l s o  a v a i l a b l e  through t h i s  c o o p e r a t i v e  agreement 

award program funded by t h e  Biomedical Research Technology Program, NCRR, N I H .  


For a p p l i c a t i o n  forms and f u r t h e r  in format ion ,  c a l l  o r  w r i t e  t o :  


Nancy Kiser 

Biomedical Coordina tor  

P i t t s b u r g h  Supercomputing Center  

4400 Fifth Avenue 

P i t t s b u r g h ,  PA 15213 

Telephone: (412)  268-5206 o r  1-800-222-9310 (PA)


1-800-221-1641 ( o u t s i d e  PA)
E - m a i l :  k i s e r @ a . p s c . e d u  o r  

k i s e r @ c p w p s c a . b i t n e t  

N I H  REGIONAL CONFERENCE I N  GRANTS ADMINISTRATION 

P.T. 42; K.W. 1014006 

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

A r e g i o n a l  conference  c o v e r i n g  t o p i c s  r e l a t e d  t o  g r a n t s  a d m i n i s t r a t i o n  a t  t h e  
Nat iona l  I n s t i t u t e s  o f  Heal th  ( N I H )  i s  planned f o r  June  2-3, 1990, a t  t h e  
V i r g i n i a  Beach Resor t  and Conference Center ,  V i r g i n i a  Beach, V i r g i n i a .  The 
N I H  conference  w i l l  p recede  t h e  S o c i e t y  o f  Research A d m i n i s t r a t o r s '  Nor theas t  
S e c t i o n  meeting scheduled f o r  t h i s  same l o c a t i o n  from June 4-6, 1990. 

The conference  is l o c a t e d  t o  a t t r a c t  a d m i n i s t r a t o r s  and f a c u l t y  from Delaware,
Maryland, Pennsylvania ,  V i r g i n i a ,  West V i r g i n i a ,  and Washington, D . C .  Those 
i n t e r e s t e d  from o t h e r  s t a t e s  are a l s o  encouraged t o  a t t e n d .  I n v e s t i g a t o r s  and 
s ta f f  from s m a l l  and m i n o r i t y  c o l l e g e s ,  f o r - p r o f i t  r e s e a r c h  o r g a n i z a t i o n s ,
h o s p i t a l s ,  u n i v e r s i t i e s ,  and r e s e a r c h  i n s t i t u t e s  are a l s o  i n v i t e d .  
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T h i s  two-day conference  h a s  a d u a l  f o c u s  o f  i n t e r e s t  t o  both  r e s e a r c h e r s  and 
g r a n t s  a d m i n i s t r a t o r s .  D i s c u s s i o n s  o f  c u r r e n t  i s s u e s  t h a t  a f f e c t  N I H  funding
and g r a n t s  a d m i n i s t r a t i o n  are inc luded  t o  g i v e  conference  p a r t i c i p a n t s  a 
comprehensive,  up-to-date  view of NIH-sponsored r e s e a r c h .  The f i rs t  day o f  
t h e  conference  w i l l  be  devoted t o  d i s c u s s i o n s  o f  budget i s s u e s  a f f e c t i n g  N I H  
funding  d e c i s i o n s .  P r e p a r a t i o n  o f  an  N I H  g r a n t  a p p l i c a t i o n  and t h e  N I H  review 
p r o c e s s  are t h e  agenda t o p i c s  f o r  Sunday morningls  program. The a f t e r n o o n  
w i l l  be  devoted t o  p o l i c y  and p r o c e d u r a l  i s s u e s  a f f e c t i n g  N I H  g r a n t s
a d m i n i s t r a t i o n .  The format  f o r  t h i s  conference  w i l l  i n c l u d e  case s t u d i e s ,  
group d i s c u s s i o n s ,  and formal  p r e s e n t a t i o n s .  Time w i l l  be  a v a i l a b l e  f o r  
conference  p a r t i c i p a n t s  t o  meet i n f o r m a l l y  w i t h  t h e  N I H  r e p r e s e n t a t i v e s  and 
d i s c u s s  t o p i c s  o f  s p e c i a l  i n t e r e s t .  

Mr. Geoffrey Grant ,  Grants  P o l i c y  Officer i n  t h e  Office o f  Extramural  Research 
a t  N I H ,  r e p r e s e n t a t i v e s  from t h e  D i v i s i o n  o f  Research Grants ,  and program and 
g r a n t s  management s ta f f  o f  s e v e r a l  awarding components a r e  f e a t u r e d  s p e a k e r s .  

Conference schedule  and fee informat ion  w i l l  b e  mai led e a r l y  A p r i l  1990. For 
i n f o r m a t i o n  c o n t a c t :  

W 

more 

M r .  J o e  F l a h e r t y
Massachuse t t s  Eye and E a r  
243 C h a r l e s  S t r e e t  
Boston, MA 02114 
Telephone: (617)  573-3009 

o r  

M s .  J a n i s  G o t t l i e b  
L a u r i e  Imaging Center  
141 French S t r e e t  
N e w  Brunswick, N J  08901 
Telephone: (201)  247-9191 

I n f i r m a r y  

THE NATIONAL DISEASE RESEARCH INTERCHANGE 

P.T. 34; K.W. 0780000, 0780005, 0780020, 0755050 

N a t i o n a l  Center  f o r  Research Resources  


The N a t i o n a l  Disease Research I n t e r c h a n g e  ( N D R I )  i s  a c e n t e r  f o r  t h e  

procurement? p r e s e r v a t i o n  and d i s t r i b u t i o n  o f  normal and d i s e a s e d  human 

t i s s u e s  and organs  a v a i l a b l e  f o r  biomedical  r e s e a r c h e r s .  NDRI c u r r e n t l y 

p r o v i d e s  165 d i f f e r e n t  t y p e s  o f  human t i s s u e  procured  from a u t o p s i e s ,  eye 

banks,  s u r g i c a l  p rocedures ,  and organ r e t r i e v a l  programs. N D R I  t a i l o r s  t h e  

procurement and p r e s e r v a t i o n  o f  human t i s s u e  t o  t h e  i n d i v i d u a l  r e s e a r c h e r ' s  

s c i e n t i f i c  p r o t o c o l .  Donor i n f o r m a t i o n  accompanies a l l  d i s t r i b u t e d  t i s s u e  

samples .  To o b t a i n  human t i s s u e  f o r  r e s e a r c h ,  i n v e s t i g a t o r s  must submit a 

formal  b r i e f  a p p l i c a t i o n  f o r  s p e c i f i c  t y p e s  o f  t i s s u e .  The r e q u e s t s  are 

reviewed by a committee o f  a d v i s o r s  f o r  s c i e n t i f i c  merit  and f e a s i b i l i t y . 

Once approved, a procurement p r o p o s a l  is  developed w i t h  t h e  i n v e s t i g a t o r  f o r  

each s p e c i f i c  t i s s u e ,  o u t l i n i n g  t h e  c o n s t r a i n t s  wi th  r e g a r d  t o  donor c r i t e r i a ?  

t i s s u e  s ize ,  p r o c e s s i n g  needs,  and t i m e / d e l i v e r y  l i m i t a t i o n s .  I n v e s t i g a t o r s  

may r e q u e s t  t o  have t i s s u e  d e l i v e r e d  f r e s h  w i t h  o r  wi thout  t i s s u e  c u l t u r e  

media, f i x e d ,  o r  f r o z e n .  A modest s e r v i c e  fee f o r  t h e  r e t r i e v a l , 

P r e s e r v a t i o n ,  and d e l i v e r y  o f  t i s s u e  is p a i d  by t h e  i n v e s t i g a t o r .  To receive 

an  a p p l i c a t i o n  or make i n q u i r i e s ,  wr i t e  o r  c a l l :  


The N a t i o n a l  Disease Research I n t e r c h a n g e 

2401 Walnut S t r e e t ,  S u i t e  408 

P h i l a d e l p h i a ,  PA 19103 

Telephone: (800) 222-NDRI o r  (215)  557-7361. 


N D R I  is suppor ted  by a c o o p e r a t i v e  agreement award from t h e  B i o l o g i c a l  Models 

and Materials Resources  Program? N a t i o n a l  Center  f o r  Research Resources ,  N I H .  
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NOTICES OF AVAILABILITY (RFPs AND RFAs) 

ASSESSMENT OF PDQ AS A MODEL SYSTEM TO DISSEMINATE INFORMATION ABOUT EFFECTIVE 
THERAPY 

W RFP AVAILABLE: NCI-CO-03886-59 

P.T. 34; K.W. 0715035, 0745070, 1004017, 0730050 

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

The N a t i o n a l  Cancer I n s t i t u t e  ( N C I )  and t h e  new Agency f o r  Heal th  Care P o l i c y
and Research (AHCPR) are. c o l l a b o r a t i n g  on a p r o j e c t  t o  e v a l u a t e  PDQ [Phys ic ian
Data Query - an N C I  c l i n i c a l  cancer  t r e a t m e n t  in format ion  r e s o u r c e 1  as a model 
system t o  d i s s e m i n a t e  informat ion  about  e f f e c t i v e  t h e r a p y .  The purpose o f  
t h i s  p r o j e c t  is t o  de te rmine  i f  t h e  u s e  o f  e x p l i c i t  s t a n d a r d s  o f  care and 
g u i d e l i n e s ,  as r e p r e s e n t e d  by PDQ, by p h y s i c i a n s  w i l l  modify t h e i r  behavior  
and i n c r e a s e  t h e  d e l i v e r y  o f  what i s  judged as t r e a t m e n t c s )  most l i k e l y  t o  be 
e f f e c t i v e .  The areas o f  examinat ion should i n c l u d e  t h e  c h a r a c t e r i s t i c s  o f  t h e  
p h y s i c i a n s  and t h e i r  p r a c t i c e  s e t t i n g s .  The c o n t r a c t o r  s h a l l  i d e n t i f y  a way 
o r  ways t o  p r o v i d e  PDQ informat ion  t o  p h y s i c i a n s  i n  community p r a c t i c e
s e t t i n g s ,  i . e . ,  communities o u t s i d e  an  academic medical c e n t e r  o r  major
t e a c h i n g  h o s p i t a l ,  and s h a l l  examine p h y s i c i a n s '  behavior  when PDQ is 
implemented i n  t h e  d i f f e r e n t  community p r a c t i c e  s e t t i n g s  ( o f f i c e ,  c l i n i c ,
h o s p i t a l ,  e t c . )  a t  t h e  p o i n t  o f  d e c i s i o n  making. The c e n t r a l  q u e s t i o n  t o  be 
answered by t h i s  s t u d y  is  whether p h y s i c i a n  t r e a t m e n t  p l a n s  become more 
congruent  w i t h  t r e a t m e n t  o p t i o n s  i n  PDQ af ter  p h y s i c i a n s  are p r e s e n t e d  w i t h  
t r e a t m e n t  i n f o r m a t i o n  from PDQ. Success  w i l l  t h u s  be measured by m o d i f i c a t i o n  
i n  p h y s i c i a n  behavior  and p a t i e n t  enro l lment  i n  c l i n i c a l  t r i a l s .  

It is a n t i c i p a t e d  t h a t  a cost-reimbursement t y p e  c o n t r a c t  w i l l  be  awarded f o r  
a p e r i o d  o f  t h r e e  y e a r s  beginning  September 30, 1990. T h i s  i s  a f u l l  and open
compet i t ion  and a l l  r e s p o n s i b l e  s o u r c e s  may submit a proposa l  which s h a l l  be 
c o n s i d e r e d  by t h e  agency. RFP No. NCI-CO-03886-59 w i l l  be  i s s u e d  on o r  about 
A p r i l  16,  1990, w i t h  p r o p o s a l s  due approximately 45 days t h e r e a f t e r .  

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

A .  C h r i s t i n e  V i r t s  
C o n t r a c t i n g  Officer,

' 4 4 	 Research C o n t r a c t s  Branch 
Nat iona l  Cancer I n s t i t u t e  
9000 R o c k v i l l e  P ike  
Execut ive P l a z a  South,  Room 608 
Bethesda, MD 20892 

NOTICE: AIDS C L I N I C A L  TRIAL INFRASTRUCTURE COOPERATIVE AGREEMENT 
INSTITUTIONS 

RFA: 9 0 - A I - 0 4  

P.T. 349 FF; K.W. 0715008, 0755015, 0404000, 0403004 

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

Revised A p p l i c a t i o n  Rece ip t  Date: June  12, 1990 

FOR MINORITY 

A 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  (NIAIDI-sponsored

Request f o r  A p p l i c a t i o n s  (RFA) e n t i t l e d  "AIDS C l i n i c a l  T r i a l  I n f r a s t r u c t u r e  

Cooperat ive Agreement f o r  Minor i ty  I n s t i t u t i o n s "  was p u b l i s h e d  i n  t h e  March 2, 

1990 (Vol.  19, No. 9 ,  page 6 )  i s s u e  o f  t h e  N I H  Guide f o r  Grants  and 

C o n t r a c t s .  I t  s t a t e d  t h a t  r e c e i p t  o f  a p p l i c a t i o n  i s  A p r i l  26, 1990. However,

t h e  r e c e i p t  d a t e  h a s  been changed t o  June  12, 1990. 


A one day Pre-Applicat ion Meeting w i l l  be  h e l d  i n  Bethesda,  Maryland, on A p r i l 

24 f o r  r e p r e s e n t a t i v e s  from e l i g i b l e  i n s t i t u t i o n s  t o  d i s c u s s  e lements  o f ,  and 

c l a r i f y  i s s u e s  i n ,  t h e  RFA 90-AI-04 e n t i t l e d  "AIDS C l i n i c a l  T r i a l  

I n f r a s t r u c t u r e  Cooperat ive Agreement f o r  Minor i ty  I n s t i t u t i o n s . "  N I A I D  

r e p r e s e n t a t i v e s  from Review, Grants  Management and D i v i s i o n  o f  AIDS s ta f f  w i l l  

be a v a i l a b l e  a t  t h i s  meeting t o  answer q u e s t i o n s  r e g a r d i n g  t h e  RFA,

p r e p a r a t i o n  and review o f  t h e  a p p l i c a t i o n ,  and g r a n t s  management and 

a d m i n i s t r a t i v e  a s p e c t s .  
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For more in fo rma t ion  p l e a s e  c o n t a c t :  

M s .  T ina  Johnson 

C l i n i c a l  Research Management Branch 

Treatment  Research Program

D i v i s i o n  o f  AIDS 

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

Cont ro l  Data Bldg. ,  Room 207P 

6 0 0 3  Execut ive  Bldg. 

Bethesda,  MD 20892 

Telephone:  (301)  496-8214 


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

RFA AVAILABLE: FDA-OP-90-01 

P.T. 34; K.W.  0715149, 0755015, 0740000 

Food and Drug Admin i s t r a t ion  

A p p l i c a t i o n  Rece ip t  Date: May 15, 1990 

The Food and Drug Admin i s t r a t ion  (FDA) i s  announcing t h e  a v a i l a b i l i t y  o f  funds  
f o r  F i s c a l  Year 1990 t o  suppor t  c l i n i c a l  t r i a l s  on t h e  s a f e t y  and 
e f f e c t i v e n e s s  o f  orphan p r o d u c t s .  

BACKGROUND 

The Office o f  Orphan P roduc t s  Development (OPD) was e s t a b l i s h e d  t o  i d e n t i f y
and f a c i l i t a t e  t h e  a v a i l a b i l i t y  o f  orphan p r o d u c t s .  These orphan p roduc t s
i n c l u d e  d rugs ,  b i o l o g i c s ,  medical  dev ices ,  and foods  f o r  medical  purposes
which are i n d i c a t e d  f o r  a rare  d i s e a s e  o r  c o n d i t i o n  ( i . e . ,  one a f f e c t i n g  fewer 
t h a n  2 0 0 , 0 0 0  people  i n  t h e  U n i t e d  S t a t e s ) .  Such p roduc t s  u s u a l l y  l a c k  
adequate  commercial sponsor sh ip  because t h e y  are  n o t  cons ide red  commercial ly
a t t r a c t i v e  f o r  marke t ing .  A subca tegory  of  orphan p r o d u c t s  are marketed 
p roduc t s  f o r  which t h e r e  i s  ev idence  s u g g e s t i n g  u s e f u l n e s s  i n  a rare d i s e a s e  
o r  c o n d i t i o n  b u t  which are no t  l a b e l e d  f o r  t h a t  d i s e a s e  o r  c o n d i t i o n  because  
s u b s t a n t i a l  ev idence  of s a f e t y  and e f f e c t i v e n e s s  f o r  t h a t  u s e  i s  l a c k i n g .  

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

The goa l  o f  t h e  FDA's Orphan P roduc t s  Development g r a n t s  program is  t o  
encourage t h e  i n v e s t i g a t i o n  o f  new p r o d u c t s  and new u s e s  f o r  a l r e a d y  approved
produc t s ,  f o r  u s e  i n  ra re  d i s e a s e s  o r  c o n d i t i o n s .  I n  suppor t  o f  t h i s  g o a l ,
t h e  FDA p r o v i d e s  g r a n t s  t o  conduct  c l i n i c a l  s t u d i e s  in tended  t o  p rov ide  d a t a  
a c c e p t a b l e  t o  t h e  agency which w i l l  e i t h e r  r e s u l t  i n  o r  s u b s t a n t i a l l y
c o n t r i b u t e  t o  approval  o f  t h e s e  new p roduc t s  o r  new u s e s .  App l i can t s  should  
keep t h i s  g o a l  i n  mind and must i n c l u d e  i n  t h e  a p p l i c a t i o n  a d i s c u s s i o n  o f  how 
t h e i r  proposed s t u d y  w i l l  e i t h e r  f a c i l i t a t e  product  approval  o r  p rov ide
e s s e n t i a l  d a t a  needed f o r  product  development.  The a p p l i c a t i o n  w i l l  be  
r e t u r n e d  wi thout  review i f  such in fo rma t ion  i s  n o t  i nc luded .  T h i s  r e q u i r e s
t h e  a p p l i c a n t  t o  have had d i s c u s s i o n s  wi th  t h e  r e s p o n s i b l e  FDA rev iewing
d i v i s i o n  r e g a r d i n g  t h e  submission o f  an  I n v e s t i g a t i o n a l  N e w  Drug ( I N D )  o r  
I n v e s t i g a t i o n a l  Device Exemption ( I D E )  b e f o r e  s u b m i t t i n g  t h e  g r a n t
a p p l i c a t i o n .  A p p l i c a t i o n  f o r  an I N D  o r  IDE must be  submi t ted  t o  FDA and 
approval  t o  proceed must be  r e c e i v e d  b e f o r e  a g r a n t  o r  c o o p e r a t i v e  agreement
w i l l  be  awarded. (Medical foods  may p o s s i b l y  be exempt from t h i s  
r equ i r emen t .  1 

FDA w i l l  c o n s i d e r  awarding g r a n t s  and c o o p e r a t i v e  agreements  t o  suppor t
c l i n i c a l  s t u d i e s  f o r  de t e rmin ing  whether t h e  p roduc t s  are safe  and e f f e c t i v e  
f o r  premarket  approval  under t h e  act  (21 U.S.C. 301  e t  s e q . )  o r  under s e c t i o n  
351 o f  t h e  P u b l i c  Hea l th  S e r v i c e  A c t  ( 42  U.S.C. 2 6 2 ) .  O r d i n a r i l y ,  a t  l ea s t  
some p r e l i m i n a r y  c l i n i c a l  r e s e a r c h  s u g g e s t i n g  e f f e c t i v e n e s s  and r e l a t i v e  
s a f e t y  should  a l r e a d y  be  a v a i l a b l e .  

A p p l i c a t i o n s  should  be f o r  one d i s c r e t e  c l i n i c a l  t r i a l .  The a p p l i c a n t  must 
p rov ide  ev idence  t h a t  t h e  product  t o  be i n v e s t i g a t e d  i s  a v a i l a b l e  t o  t h e  
a p p l i c a n t  i n  t h e  form needed f o r  t h e  c l i n i c a l  t r i a l .  The a p p l i c a n t  must a l s o  
p rov ide  ev idence  t h a t  t h e  p a t i e n t  popu la t ion  h a s  been surveyed and t h a t  t h e r e  
i s  r easonab le  a s su rance  t h a t  t h e  necessa ry  number o f  e l i g i b l e  p a t i e n t s  are 
a v a i l a b l e  f o r  t h e  s t u d y .  

. a m '  
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MECHANISM OF SUPPORT 

Support  w i l l  b e  i n  t h e  form o f  g r a n t  o r  c o o p e r a t i v e  agreement awards which 
w i l l  be  s u b j e c t  t o  a l l  p o l i c i e s  and requi rements  t h a t  govern t h e  r e s e a r c h  
g r a n t  programs of t h e  P u b l i c  Heal th  S e r v i c e .  

REVIEW PROCEDURES 

A l l  a p p l i c a t i o n s  submi t ted  i n  response  t o  t h i s  r e q u e s t  f o r  a p p l i c a t i o n s  w i l l  
be  reviewed and e v a l u a t e d  f o r  s c i e n t i f i c  and t e c h n i c a l  meri t  by e x p e r t s  i n  t h e  
s u b j e c t  f i e l d  o f  t h e  s p e c i f i c  a p p l i c a t i o n  and w i l l  a l s o  be s u b j e c t  t o  a second 
l e v e l  o f  review by a N a t i o n a l  Advisory Council  f o r  concurrence  o f  t h e  
recommendations made by t h e  f i r s t - l e v e l  r e v i e w e r s .  

METHOD OF APPLYING 

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

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

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


Carol  A .  Wetmore 

Food and Drug Adminis t ra t ion  

Office o f  Orphan Products  Development, HF-35 

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

Rockvi l le ,  MD 20857 

Telephone: (301)  443-4903 


A p p l i c a t i o n s  must be submi t ted  t o  t h e  Food and Drug Adminis t ra t ion  u s i n g  PHS 

Form 398. The o u t s i d e  o f  t h e  mai l ing  package and l i n e  2 of t h e  a p p l i c a t i o n 

face page should  b e  l a b e l e d  "Response t o  RFA-FDA-OP-90-1." 


O N G O I N G  PROGRAM ANNOUNCEMENTS 

RESEARCH GRANTS ON NARCOLEPSY 

PA: PA-90-03 

P.T.  34; K.W. 0715138, 0715187, 0765035, 1002058, 0745020, 0745070 

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

I.  INTRODUCTION 

The N a t i o n a l  I n s t i t u t e  o f  Neurologica l  D i s o r d e r s  and S t r o k e  (NINDS) encourages
t h e  submission o f  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  (Rol l  r e l a t e d  t o  
n a r c o l e p s y .  

11. BACKGROUND 

Narcolepsy is a n e u r o l o g i c a l  c o n d i t i o n  c h a r a c t e r i z e d  by i r r e s i s t i b l e  e p i s o d e s
o f  s l e e p .  The c lass ic  symptoms of  narcolepsy  are:  1 )  s l e e p  a t t a c k s  - sudden 
u r g e s  t o  s l e e p ;  2) c a t a p l e x y  - sudden g e n e r a l i z e d  o r  p a r t i a l  f l a c c i d  
p a r a l y s i s ;  3) hypnagogic h a l l u c i n a t i o n s  - s l e e p  o n s e t  h a l l u c i n a t i o n s ;  and 4 )
s l e e p  p a r a l y s i s  - g e n e r a l i z e d  p a r a l y s i s  b e f o r e  o r  a t  t h e  t i m e  o f  f a l l i n g
a s l e e p  o r  on awaking. Narcolepsy u s u a l l y  appears  d u r i n g  t h e  t e e n  o r  e a r l y
a d u l t  y e a r s .  The n a t u r a l  h i s t o r y  o f  t h i s  c o n d i t i o n  h a s  n o t  been wel l  
d e s c r i b e d .  

The preva lence  of n a r c o l e p s y  i n  t h e  United S t a t e s  h a s  been e s t i m a t e d  t o  b e  as 
h i g h  a s  one p e r  1 , 0 0 0 .  It i s  a major reason  f o r  p a t i e n t  v i s i t s  t o  s l e e p
d i s o r d e r  c e n t e r s .  Cogni t ive  impairment does occur ,  b u t  may b e  secondary t o  
e x c e s s i v e  daytime somnolence. 

The n e u r a l  c o n t r o l  o f  s l e e p  s t a t e s  and t h e  r e l a t i o n s h i p  t o  n a r c o l e p s y  a r e  o n l y
p a r t i a l l y  unders tood .  I n  humans, n a r c o l e p s y  s l e e p  is  c h a r a c t e r i z e d  by a 
tendency t o  go from a waking s t a t e  t o  r a p i d  eye  movement (REM) s l e e p  with 
l i t t l e  o r  no i n t e r v e n i n g  nonREM s l e e p .  The changes i n  t h e  motor and 
p r o p r i o c e p t i v e  systems d u r i n g  REM s l e e p  have been s t u d i e d  i n  b o t h  human and 
animal models. During normal REM s l e e p ,  s p i n a l  and bra ins tem a l p h a  motor 
neuron h y p o p o l a r i z a t i o n  produces almost  complete a t o n i a  o f  s k e l e t a l  muscles 
v i a  a n  i n h i b i t o r y  descending r e t i c u l o s p i n a l  pathway. A c e t y l c h o l i n e  may be one 
of t h e  n e u r o t r a n s m i t t e r s  involved i n  t h i s  pathway. I n  narcolepsy ,  t h e  r e f l e x  
i n h i b i t i o n  of c a t a l e p s y  is b e l i e v e d  i d e n t i c a l  t o  t h a t  seen  i n  normal REM 
s l e e p .  Modern neuroanatomical ,  neurophys io logica l  and neurochemical 
t e c h n i q u e s  need t o  b e  f u r t h e r  a p p l i e d  t o  i n c r e a s e  t h e  unders tanding  o f  t h e  
pathophysiology of  n a r c o l e p s y .  
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S t u d i e s  i n  n a r c o l e p t i c  dogs,  a n a t u r a l l y  o c c u r r i n g  model, sugges t  an  autosomal 
r e c e s s i v e  mode o f  t r a n s m i s s i o n  i n  t h a t  an imal .  However, d e s p i t e  t h e  
exper imenta l  ev idence  i n  human n a r c o l e p s y  t h a t  t h e r e  may b e  an  i n h e r i t e d  b a s i s  
f o r  a t  l e a s t  some forms o f  narcolepsy ,  t h e  mode o f  i n h e r i t a n c e  i s  unknown. 
Genet ic  a n a l y s i s  of  c o h o r t s  of  n a r c o l e p t i c  p a t i e n t s  and i d e n t i f i c a t i o n  o f  
i n f o r m a t i v e  famil ies  a r e  needed t o  d e f i n e  t h e  mode o f  i n h e r i t a n c e  and t o  
f a c i l i t a t e  t h e  s e a r c h  f o r  gene markers .  

I n  c l i n i c a l  p r a c t i c e ,  t h e  d i f f e r e n t i a t i o n  between n a r c o l e p s y  and o t h e r  
c o n d i t i o n s  c h a r a c t e r i z e d  by e x c e s s i v e  somonolence may be d i f f i c u l t .  O b j e c t i v e
methods f o r  improving d i a g n o s i s  are needed. 

Treatment o p t i o n s  are c u r r e n t l y  l i m i t e d .  There i s  a p a u c i t y  o f  c o n t r o l l e d  
double-b l ind  s t u d i e s  o f  p o s s i b l y  e f f e c t i v e  drugs  o r  o t h e r  forms of  t h e r a p y  i n  
t h e  l i t e r a t u r e .  Mechanisms o f  a c t i o n  o f  some of  t h e  few a v a i l a b l e  t h e r a p e u t i c
m o d a l i t i e s  have been e x p l o r e d  b u t  d e t a i l e d  s t u d i e s  of  mechanism o f  a c t i o n  a r e  
needed. 

111. RESEARCH GOALS 

The g o a l  o f  t h i s  announcement is  t o  s t i m u l a t e  r e s e a r c h  i n  b o t h  b a s i c  and 
c l i n i c a l  a s p e c t s  o f  n a r c o l e p s y .  The scope o f  t h i s  program encompasses b o t h  
animal and human s t u d i e s ,  which, would u t i l i z e  a v a r i e t y  o f  exper imenta l
approaches and methods. If exper imenta l  s t u d i e s  on human s u b j e c t s  are 
proposed, t h e  p r o t o c o l s  should  c o n t a i n  r e c r u i t m e n t  procedures  t o  encourage t h e  
p a r t i c i p a t i o n  o f  women and m i n o r i t i e s .  

Examples of  areas o f  p o t e n t i a l  r e s e a r c h  i n c l u d e  s t u d i e s  on t h e  pathophysiology
o f  narcolepsy;  a b n o r m a l i t i e s  o f  c i r c a d i a n  rhythms, p a r t i c u l a r l y  ana tomica l  and 
b iochemica l ;  t h e  molecular  g e n e t i c s  of  narcolepsy;  and t h e  r a t i o n a l  
development of  new t h e r a p y .  O b j e c t i v e  d i a g n o s t i c  procedures  need t o  be 
developed and v a l i d a t e d .  

IV. MECHANISM OF SUPPORT 


Support  f o r  t h i s  program w i l l  be  through 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
( R o l l  and F i r s t  Awards (R29).  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 .  

V .  APPLICATION AND REVIEW PROCEDURES 

A p p l i c a t i o n s  should  b e  prepared  on Form PHS 398 ( r e v i s e d  10/88) accord ing  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  
o f  Research Grants  a t  t h e  a d d r e s s  g iven  below. Check llyesfl i n  i t e m  two on t h e  
f a c e  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  llNINDS Grant Rela ted  t o  Narcolepsy,
PA-90-03" i n  t h e  space  provided .  

A p p l i c a t i o n s  must be r e s p o n s i v e  t o  t h e  program announcement and t h e  g o a l s  of  
t h e  NINDS. They w i l l  be  judged on s c i e n t i f i c  merit and program r e l e v a n c e  i n  
accordance w i t h  N I H  p o l i c y  and procedures  i n v o l v i n g  p e e r  review.  An i n i t i a l  
review w i l l  be  by an  a p p r o p r i a t e  s t u d y  s e c t i o n  o f  t h e  D i v i s i o n  o f  Research 
G r a n t s .  A second l e v e l  o f  review w i l l  be  by an  a p p r o p r i a t e  N a t i o n a l  Advisory
Counci l .  

Rece ip t  d a t e s  f o r  a p p l i c a t i o n s  are February 1 ,  June  1 ,  and October 1 .  

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  b e  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  o f  H e a l t h  
Room 240, Westwood B u i l d i n g
Bethesda, MD 20892++ 

For f u r t h e r  in format ion ,  a p p l i c a n t s  may c o n t a c t :  

C h a r l o t t e  B .  McCutchen, M . D .  
N I H ,  NINDS, DCDND, EB 
F e d e r a l  Bui ld ing ,  Room 114 
7550 Wisconsin Avenue 
Bethesda,  MD 20892 
Telephone: ( 3 0 1 )  496-1917 

T h i s  program i s  d e s c r i b e d  i n  t h e  Cata log  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,  NINDS. 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  H e a l t h  S e r v i c e  A c t ,  T i t l e  I V ,  S e c t i o n  301 ( P u b l i c  Law 
78-410, as amended; 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 
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Federal Regulations 42 CFR Part 52 and 45 CFR Part 7 4 .  This program is not 
subject to Health Systems Agency Review. 

XXTHE MAILING ADDRESS GIVEN FOR SENDING APPLICATIONS TO THE DIVISION OF 

RESEARCH GRANTS OR CONTACTING PROGRAM STAFF IN THE WESTWOOD BUILDING IS 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 

BUILDING IS: 


5333 Westbard Avenue 
Bethesda, Maryland 20816 

*U.S.GOVERNHENT PRINTING OFFICE:1990-261-138:00045 
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