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NOTICES 

!'OTHER SUPPORTt1 I N  PHS GRANT APPLICATIONS 

P.T. 34; K.W. 1014002, 1014006 

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

The PHS 398 (Rev. 9/86)  and PHS 2590 (Rev. 9/86)  g r a n t  a p p l i c a t i o n  forms 
i n c l u d e  a s e c t i o n  on OTHER SUPPORT, where a p p l i c a n t s  are expec ted  t o  l i s t  a l l ,
i n c l u d i n g  b o t h  F e d e r a l  and non-Federal ,  a c t i v e  s u p p o r t  and pending and planned 
r e q u e s t s  f o r  s u p p o r t  o f  r e s e a r c h  and r e s e a r c h - r e l a t e d  a c t i v i t i e s  by a l l  key
p e r s o n n e l  l i s t e d  f o r  each  a p p l i c a t i o n .  T h i s  i n fo rma t ion  i s  impor t an t  t o  PHS 
review-award p r o c e s s e s  t o  h e l p  e v a l u a t e  t h e  c o m p a t i b i l i t y  o f  a p p l i c a t i o n  
r e q u e s t s  w i t h  i n v e s t i g a t o r s '  c a p a b i l i t i e s  and r e s p o n s i b i l i t i e s ,  and e l i m i n a t e  
unwarranted d u p l i c a t i o n  o f  s u p p o r t  f o r  i n v e s t i g a t o r s '  e f f o r t s .  A p p l i c a t i o n
i n s t r u c t i o n s  emphasize t h e  requirement  f o r  complete ,  a c c u r a t e ,  and r e l i a b l e  
i n f o r m a t i o n .  I n  s i g n i n g  t h e  face page o f  t h e  a p p l i c a t i o n  t h e  p r i n c i p a l
i n v e s t i g a t o r / p r o g r a m  d i r e c t o r  and t h e  a p p l i c a n t  i n s t i t u t i o n  o f f i c i a l  c e r t i f y
t h a t  t h e  a p p l i c a t i o n  i n f o r m a t i o n  i s  a c c u r a t e  and complete .  

A p p l i c a n t s  are reminded o f  t h e  n e c e s s i t y  t o  p r o v i d e  t h e  f u l l  and r e l i a b l e  
i n f o r m a t i o n  r e q u e s t e d .  A s  no ted  i n  t h e  i n s t r u c t i o n s ,  "Incomplete ,  i n a c c u r a t e ,  
o r  ambiguous i n f o r m a t i o n  about  OTHER SUPPORT cou ld  l e a d  t o  d e l a y s  i n  review o f  
t h e  a p p l i c a t i o n . 1 1  F u r t h e r ,  a p p l i c a n t s  should be cogn izan t  t h a t  s e r i o u s  
conscquences cou ld  r e s u l t  i f  f a i l u r e  t o  p r o v i d e  complete and a c c u r a t e  
i n f o r m a t i o n  be  c o n s t r u e d  as  an a t t e m p t  t o  mislead PHS agency a d v i s o r y  groups
and s ta f f  i n  t h e i r  review and award r e s p o n s i b i l i t i e s .  

IIOTHER SUPPORT" I N  N I H  R&D CONTRACT PROPOSALS 

P.T. 34; K.W.  1014002, 1014006 

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

Documentation r e q u i r e d  i n  S e c t i o n  J of t h e  N I H  uniform Request f o r  P roposa l
format  i n c l u d e s  S tanda rd  Form 1411, C o n t r a c t  P r i c i n g  P roposa l  Cover S h e e t ,
which i n s t r u c t s  o f f e r o r s  t o  i d e n t i f y  any c o n t r a c t s  o r  s u b c o n t r a c t s  t h e y  have 
been awarded " f o r  t h e  same o r  similar items" w i t h i n  t h e  p a s t  t h r e e  y e a r s .
A d d i t i o n a l l y ,  o f f e r o r s  are r e q u i r e d  t o  p rov ide  a Summary o f  R e l a t e d  
A c t i v i t i e s ,  i d e n t i f y i n g  a l l  a c t i v e  f e d e r a l  c o n t r a c t s ,  c o o p e r a t i v e  agreements ,  
g r a n t s ,  and commercial agreements ,  and submi t t ed  p r o p o s a l s ,  i n c l u d i n g  a c t u a l  
and proposed l e v e l s  o f  e f f o r t  f o r  a l l  key i n d i v i d u a l s  i n  t h e  p r o p o s a l  t o  N I H .  

A s  f o r  PHS g r a n t  a p p l i c a t i o n s ,  mentioned j u s t  above, o f f e r o r s  shou ld  be aware 
t h a t  s e r i o u s  consequences cou ld  r e s u l t  if t h e i r  f a i l u r e  t o  p r o v i d e  complete
and a c c u r a t e  i n f o r m a t i o n  be cons t rued  as an a t t e m p t  t o  mis l ead  agency a d v i s o r y  
groups and s t a f f  i n  t h e i r  review and award r e s p o n s i b i l i t i e s .  

BIOMEDICAL WORKSHOP ON SUPERCOMPUTING TECHNIQUES 

P.T. 42; K . W .  1004000 

D i v i s i o n  of Research Resources  

The P i t t s b u r g h  Supercomputing Cen te r  (PSC) i s  conduc t ing  a 4 and 1/2 day
workshop on supercomputing t e c h n i q u e s  f o r  biomedical  r e s e a r c h e r s  May 1-5,
1989. T h i s  workshop i s  funded by a g r a n t  from t h e  D i v i s i o n  o f  Research 
Resources '  Biomedical Research Technology ( B R T )  Program o f  t h e  N a t i o n a l  
I n s t i t u t e s  o f  Hea l th  ( N I H ) .  

The workshop i s  aimed a t  expe r i enced  FORTRAN programmers, b u t  p r i o r
supercomputing e x p e r i e n c e  i s  no t  n e c e s s a r y .  The t o p i c s  i n c l u d e  an 
i n t r o d u c t i o n  t o  VMS ( h a l f - d a y ,  o p t i o n a l ) ,  t h e  Cray-VAX i n t e r f a c e ,  t h e  UNICOS 
o p e r a t i n g  system, o p t i m i z a t i o n  t e c h n i q u e s ,  an overview o f  a v a i l a b l e  biomedical  
s o f t w a r e  and a d e s c r i p t i o n  o f  access p a t h s  t o  t h c  PSC. 

T r a v e l ,  meals, and h o t e l  accommodations a r e  covered f o r  U.S. academic 
p a r t i c i p a n t s  under t h e  g r a n t .  A l i m i t e d  number o f  openings f o r  i ndus 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 f e e  o f  $ 1 , 0 0 0 .  Enrol lment  i s  
l i m i t e d  t o  2 0  p a r t i c i p a n t s .  THE DEADLINE FOR SUBMISSION OF APPLICATIONS I S  
MARCH 15, 1989. 
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For a p p l i c a t i o n  forms and f u r t h e r  i n fo rma t ion ,  c a l l  o r  w r i t e  t o :  


Cherolyn A .  Brooks 

U s e r  S e r v i c e s  

P i t t s b u r g h  Supercomputing Cen te r  

4400 F i f t h  Avenue 

P i t t s b u r g h ,  Pennsy lvan ia  15213 

Telephone:  (412)  268-5206, o r  1-800-222-9310 ( P e n n s y l v a n i a ) ; 


1-800-221-1641 ( o u t s i d e  Pennsy lvan ia )  

DATED ANNOUNCEMENTS (RFPs AND RFAs) 

EVALUATION OF CONTROL MEASURES AGAINST HUMAN INFECTIOUS 
DISEASES OTHER THAN AIDS 

RFP AVAILABLE: RFP-NIH-NIAID-MIDP-90-3 

P.T. 34; K.W.  0715125, 0740000, 0740075, 0755018 

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

The N a t i o n a l  I n s t i t u t e s  o f  Hea l th  ( N I H )  h a s  a r equ i r emen t  f o r  "Eva lua t ion  o f  
C o n t r o l  Measures Aga ins t  Human I n f e c t i o u s  Diseases Other  Than AIDS." 

The Microbiology and I n f e c t i o u s  Diseases 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  D i s e a s e s  h a s  a r equ i r emen t  t o  e v a l u a t e  new and improved
v a c c i n e  and t h e r a p y  c a n d i d a t e s  i n  an e f f i c i e n t  and e x p e d i t i o u s  manner. The 
s u c c e s s f u l  o f f e r o r  shou ld  have demonstrated c a p a b i l i t i e s  t o  e s t a b l i s h  and 
m a i n t a i n  t h e  f a c i l i t i e s  and s t a f f  n e c e s s a r y  t o  conduct p r o p h y l a c t i c  and 
t h e r a p e u t i c  s t u d i e s  on c a n d i d a t e  v a c c i n e s ,  o t h e r  b i o l o g i c a l s  and d r u g s  i n  
v o l u n t e e r s  and t h e  c a p a b i l i t y  t o  manage and a n a l y z e  d a t a  g e n e r a t e d  by t h e  
s t u d i e s .  T h i s  NIAID-sponsored p r o j e c t  w i l l  t a k e  approx ima te ly  f i v e  years  t o  
comple t e .  Three cost-reimbursement  c o n t r a c t s  are a n t i c i p a t e d .  

RFP-NIH-NIAID-MIDP-90-3 w i l l  be i s s u e d  on o r  about  J anua ry  31, 1989, w i t h  a 
c l o s i n g  d a t e  f o r  rece ip t  o f  p r o p o s a l s  t e n t a t i v e l y  se t  f o r  March 31, 1989. To 
r e c e i v e  a copy o f  t h e  RFP, p l e a s e  supp ly  t h i s  o f f i c e  w i t h  two ( 2 )
s e l f - a d d r e s s e d  m a i l i n g  l a b e l s .  A l l  r e s p o n s i b l e  s o u r c e s  may submit a p r o p o s a l
which w i l l  b e  c o n s i d e r e d  by N I A I D .  

Request f o r  t h e  RFP shou ld  be  d i r e c t e d  t o :  

M r  . W i l l i a m  C .  Robe r t s  

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 707 

5333 Westbard Avenue 

Bethesda,  Maryland 20892 

Telephone: (301)  496-2508 


T h i s  a d v e r t i s e m e n t  does n o t  commit t h e  Government t o  award a c o n t r a c t .  

PREPARATION OF RADIOLABELED SPHINGOLIPIDS 

RFP AVAILABLE: RFP NIH-NINDS-89-07 

P.T. 34; K . W .  1003006, 0780017 

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

The N a t i o n a l  I n s t i t u t e  o f  Neuro log ica l  D i s o r d e r s  and S t r o k e  (NINDS) h a s  a 
r equ i r emen t  f o r  t h e  p r e p a r a t i o n  and d e l i v e r y  o f  r a d i o l a b e l e d  g l y c o l i p i d s  and 
o t h e r  s p h i n g o s i n e  g l y c o c o n j u g a t e s .  

The C o n t r a c t o r  s h a l l  s y n t h e s i z e  and d e l i v e r  t o  t h e  NINDS 1 gram p e r  y e a r  o f :  
1 )  14C-glucocerebroside s p e c i f i c a l l y  l a b e l e d  i n  t h e  D-glucose p o r t i o n  o f  t h e  
molecule w i t h  a minimum s p e c i f i c  a c t i v i t y  o f  1 0 0 0  d .p .m.  p e r  nanomole a s  
d e s c r i b e d  i n  t h e  J o u r n a l  o f  B i o l o g i c a l  Chemistry,  Vol.  2 4 0 ,  pg.  39, 1965; 2 )
14C-sphingomyelin w i t h  a minimum s p e c i f i c  a c t i v i t y  o f  1 0 0 0  d . p . m .  p e r  nanomole 
as  d e s c r i b e d  i n  t h e  J o u r n a l  o f  B i o l o g i c a l  Chemistry,  Vol.  241,  pg.  1081,  
1966; and 3 )  14C-ceramidetr ihexoside l a b e l e d  e x c l u s i v e l y  i n  t h e  t e r m i n a l  
molecule o f  g a l a c t o s e  w i t h  a s p e c i f i c  a c t i v i t y  o f  1 0 0 0  d .p .m.  p e r  nanornole as  
d e s c r i b e d  i n  Chemistry and Phys ic s  o f  L i p i d s ,  Vol.  22 ,  pg .  197,  1978, or 
a p p r o p r i a t e  m o d i f i c a t i o n s  of t h e s e  p r o c e d u r e s  that p r o v i d e  t h e  r e s p e c t i v e  p u r e  -u
r a d i o c a r b o n - l a b e l e d  s p h i n g o l i p i d ( s ) .  The  p r e p a r a t i o n s  shall c o n s i s t  o f  a 
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s i n g l e  (homogeneous) s p h i n g o l i p i d s  as  confirmed by e l e m e n t a l  a n a l y s i s , 

t h i n - l a y e r  and/or  h i g h - p r e s s u r e  l i q u i d  chromatography. 


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

t h r e e - y e a r  p e r i o d .  


The RFP w i l l  b e  a v a i l a b l e  on o r  about  J anua ry  3 0 ,  1989, w i t h  a c l o s i n g  d a t e  

f o r  r e c e i p t  o f  p r o p o s a l s  f o r  March 31, 1989.  


T h i s  r equ i r emen t  r e p r e s e n t s  t h e  r e c o m p e t i t i o n  o f  a c u r r e n t  c o n t r a c t  w i t h  t h e  

Weizmann I n s t i t u t e  o f  Sc ience  and t h e  incumbent i s  expec ted  t o  r e a p p l y .  


To r e c e i v e  a copy o f  t h e  RFP, you must supp ly  t h i s  o f f i c e  w i t h  two 

s e l f - a d d r e s s e d  m a i l i n g  l a b e l s .  A l l  r e s p o n s i b l e  s o u r c e s  may submit a p r o p o s a l 

which w i l l  b e  c o n s i d e r e d  by t h e  Government. 


The RFP w i l l  b e  a v a i l a b l e  upon w r i t t e n  r e q u e s t  t o :  


C o n t r a c t i n g  Officer 

C o n t r a c t s  Management Branch 

N a t i o n a l  I n s t i t u t e  o f  Neuro log ica l  D i s o r d e r s  and S t r o k e ,  N I H  

F e d e r a l  B u i l d i n g ,  Room 9 0 1  

7550 Wisconsin Avenue 

Bethesda,  Maryland 20892 

A t t n :  RFP-NIH-NINDS-89-07 


DEVELOPMENT OF LIVE,  ATTENUATED, COLD-ADAPTED ( C A I  INFLUENZA VACCINES 


RFP AVAILABLE: RFP-NIH-NIAID-MIDP-90-4 


P.T. 3 4 ;  K.W. 0740075, 0780005 


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  D i s e a s e s  


The I n f l u e n z a  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  

D i s e a s e s  h a s  a r equ i r emen t  f o r  t h e  con t inued  development o f  l i v e ,  a t t e n u a t e d ,  

cold-adapted ( ca )  i n f l u e n z a  v a c c i n e s .  The o f f e r o r  shou ld  demons t r a t e  

c a p a b i l i t i e s  and f a c i l i t i e s  f o r  p r o v i d i n g  seed  s t o c k s  o f  l i v e ,  a t t e n u a t c d , 

cold-adapted (ca)  i n f l u e n z a  v i r u s  v a c c i n e  r e a s s o r t a n t s  f o r  use i n  c l i n i c a l  

t r i a l s .  I n  a d d i t i o n  t o  p r o v i d i n g  seed  v a c c i n e s ,  t h e  c a p a b i l i t y  t o  f u r t h e r  

deve lop  and e x p e d i t e  t h e  methodology r e q u i r e d  t o  o b t a i n  r e a s s o r t a n t  v a c c i n e s  

i s  needed.  T h i s  NIAID-sponsored p r o j e c t  w i l l  t a k e  approx ima te ly  t h r e e  y e a r s  

t o  complete .  One cost-reimbursement  c o n t r a c t  is a n t i c i p a t e d .  


RFP-NIH-NIAID-MIDP-90-4 w i l l  b e  i s s u e d  on o r  about  February 3, 1989, w i t h  a 

c l o s i n g  d a t e  f o r  r e c e i p t  o f  p r o p o s a l s  t e n t a t i v e l y  s e t  f o r  A p r i l  5, 1989. To 

r e c e i v e  a copy o f  t h e  RFP, p l e a s e  supp ly  t h i s  o f f i c e  w i t h  two ( 2 ) 

s e l f - a d d r e s s e d  m a i l i n g  l a b e l s .  A l l  r e s p o n s i b l e  s o u r c e s  may submit  a p r o p o s a l 

which w i l l  b e  c o n s i d e r e d  by N I A I D .  


Request f o r  t h e  RFP shou ld  be  d i r e c t e d  t o :  


Ms. Joyce  U .  Sagami

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 707 

5333 Westbard Avenue 

Bethesda,  Maryland 20892 

Telephone:  (301)  496-2509 


T h i s  a d v e r t i s e m e n t  does n o t  commit t h e  Government t o  award a c o n t r a c t .  


SHALLOW WATER MARINE ORGANISM COLLECTION 


RFP AVAILABLE: NCI-CM-97597-30 


P.T. 34; K.W. 0780005 


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


The Developmental T h e r a p e u t i c s  Program (DTP) ,  D i v i s i o n  o f  Cancer Treatment 

(DCT),  N a t i o n a l  Cancer I n s t i t u t e  ( N C I ) ,  wishes  t o  e s t a b l i s h  c o n t r a c t s  f o r  t h e  

c o l l e c t i o n  of marine organisms f o r  e v a l u a t i o n  as  s o u r c e s  o f  p o t e n t i a l 

a n t i n e o p l a s t i c  a g e n t s .  T h i s  s o l i c i t a t i o n  is f o r  a c o n t i n u a t i o n  o f  t h e  

o r i g i n a l  c o n t r a c t  awarded i n  1986 and t e r m i n a t e d  i n  1987. The u l t i m a t e  g o a l 

o f  t h i s  e f f o r t  i s  t o  d i s c o v e r  a g e n t s  o f  novel  s t r u c t u r a l  t y p e s  which can be 

developed f o r  t h e  s e l e c t i v e  t r e a t m e n t  o f  cancer i n  man. 
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C o n t r a c t o r s  shou ld  be  a b l e  t o  p r o v i d e  q u a l i f i e d  p e r s o n n e l ,  materials and 

equipment f o r  t h e  c o l l e c t i o n ,  s t o r a g e  and sh ipp ing  o f  1 0 0 0  marine samples  p e r  

y e a r  t o  NCI-designated e x t r a c t i o n  and i s o l a t i o n  f a c i l i t i e s .  C o l l e c t i o n s  w i l l  

comprise approx ima te ly  1-1.5 kg o f  each organism c o l l e c t e d  a t  d e p t h s  down t o  

100  f e e t .  P r o p e r l y  r e l a x e d  and p r e s e r v e d  voucher specimens o f  each organism 

w i l l  b e  submi t t ed  f o r  unambiguous i d e n t i f i c a t i o n  and d e p o s i t  i n  a d e s i g n a t e d 

r e p o s i t o r y .  The c o n t r a c t o r  w i l l  be expec ted  t o  p r o v i d e  d e t a i l e d  

documentat ion,  i n c l u d i n g  i d e n t i f i c a t i o n  o f  each organism c o l l e c t e d ,  h a b i t a t , 

and l o c a t i o n  o f  t h e  c o l l e c t i o n  s i t e  i n  a computer format p rov ided  by N C I .  The 

c o l l e c t i o n  team shou ld  i n c l u d e  a q u a l i f i e d  marine taxonomist  and c e r t i f i e d  

SCUBA d i v e r s  expe r i enced  i n  marine organism c o l l e c t i o n .  The P r i n c i p a l 

I n v e s t i g a t o r  shou ld  be expe r i enced  i n  t h e  o r g a n i z a t i o n  o f  c o l l e c t i o n  programs, 

and have a t  l ea s t  f i v e  ( 5 )  years o f  e x p e r i e n c e  i n  marine organism c o l l e c t i o n .  


The program f o c u s e s  on t h e  c o l l e c t i o n  o f  i n v e r t e b r a t e  s p e c i e s  from as wide a 

v a r i e t y  o f  classes and gene ra  as  p o s s i b l e .  To t h i s  end, t h e  geograph ic 

l o c a t i o n  o f  proposed c o l l e c t i o n  areas w i l l  be impor t an t  and wh i l e  t h e  

I n d o - P a c i f i c  r e g i o n  h a s  been t h e  f o c u s  o f  p r e v i o u s  c o l l e c t i o n s ,  o t h e r  a r e a s  

w i l l  be f a v o r a b l y  c o n s i d e r e d  i f  s u i t a b l y  j u s t i f i e d .  A l l  n e c e s s a r y 

n e g o t i a t i o n s  w i t h  f o r e i g n  governments and l o c a l  a g e n c i e s  conce rn ing  t h e  

c o l l e c t i o n  and shipment o f  organism w i l l  be c a r r i e d  o u t  by t h e  c o n t r a c t o r .  

The government a n t i c i p a t e s  two (21,  i n c r e m e n t a l l y  funded awards t o  be made t o  

cove r  a p e r i o d  o f  two ( 2 )  y e a r s  f o r  each award. 


A l l  r e s p o n s i b l e  s o u r c e s  may submit a p roposa l  which w i l l  b e  c o n s i d e r e d  by t h e  

N a t i o n a l  Cancer I n s t i t u t e .  T h i s  is n o t  a Request f o r  P roposa l  (RFP). RFP 

NCI-CM-97597-30 w i l l  be a v a i l a b l e  t o  i n t e r e s t e d  o f f e r o r s  on o r  about  February 

8, 1989, w i t h  a c l o s i n g  d a t e  o f  March 27, 1989. A copy o f  t h e  RFP may be 

o b t a i n e d  by w r i t t e n  o r  t e l e p h o n e  r e q u e s t  t o :  


Ms. Elsa B .  C a r l t o n  

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

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

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

6120 Execu t ive  B lvd . ,  Room 603 

Bethesda,  Maryland 20892 

Telephone: ( 3 0 1 )  496-8620 


HMG CoA REDUCTASE INHIBITORS I N  THE ELDERLY: PILOT STUDY 


RFA AVAILABLE: 89-HL-06-H 


P.T. 3 4 ;  K . W .  0755015, 0715040, 0765025, 0760035, 0710100 


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


A p p l i c a t i o n  Rece ip t  Date: May 8, 1989 


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

Vascu la r  Diseases, N a t i o n a l  Heart ,  Lung, and Blood I n s t i t u t e  ( N H L B I ) ,  announces 

t h e  a v a i l a b i l i t y  o f  a Request f o r  A p p l i c a t i o n s  (RFA) on t h e  above s u b j e c t . 

Copies o f  t h e  RFA are c u r r e n t l y  a v a i l a b l e  from s t a f f  o f  t h e  N H L B I .  


T h i s  program, which i s  a l s o  o f  i n t e r e s t  t o  t h e  N a t i o n a l  I n s t i t u t e  on Aging,

w i l l  s u p p o r t  t h e  d e s i g n  and performance o f  a p i l o t  s t u d y  f o r  a c o l l a b o r a t i v e  

randomized c l i n i c a l  t r i a l  t o  de t e rmine  whether l ower ing  e l e v a t e d  serum 

c h o l e s t e r o l  l e v e l s  a f t e r  age  60 ,  by u s e  o f  one of  a new class  o f  p o t e n t 

c h o l e s t e r o l - l o w e r i n g  d rugs ,  t h e  3-hydroxy-3-methylglutaryl coenzyme A (HMG 

CoA) r e d u c t a s e  i n h i b i t o r s ,  w i l l  r educe  m o r t a l i t y  due t o  t h e  s e q u e l a e  of  

a t h e r o s c l e r o t i c  c a r d i o v a s c u l a r  d i s e a s e  and t h e r e b y  p ro long  l i f e .  T h i s  p i l o t 

s t u d y  shou ld  c o n s i d e r  p o s s i b l e  p r o t o c o l s  f o r  such a t r i a l ,  e v a l u a t e  p o s s i b l e 

mechanisms f o r  minimizing t h e  c o s t  o f  conduc t ing  such a t r i a l  s u c c e s s f u l l y , 

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

t r i a l  and s u s t a i n i n g  t h e i r  p a r t i c i p a t i o n .  The a d m i n i s t r a t i v e  and fund ing 

mechanism t o  be  used t o  unde r t ake  t h i s  program w i l l  b e  c o o p e r a t i v e  agreements ,  

an a s s i s t a n c e  mechanism. 


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


D r .  David J .  Gordon 

P r o j e c t  O f f i c e r  

L i p i d  Metabolism-Atherogenesis Branch 

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

F e d e r a l  B u i l d i n g ,  Room 404 

7550 Wisconsin Avenue 

Bethesda,  Maryland 20892 

Telephone: (301)  496-1681 
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O N G O I N G  PROGRAM ANNOUNCEMENTS 

RESEARCH GRANTS ON FRONTAL LOBE EPILEPSIES 

P.T. 34; K.W. 0715060, 0785035, 0785210, 0710100 

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

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

I .  INTRODUCTION 

The E p i l e p s y  Branch, D i v i s i o n  o f  Convulsive,  Developmental, and Neuromuscular 
D i s o r d e r s ,  N a t i o n a l  I n s t i t u t e  of  Neuro log ica 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  g r a n t  a p p l i c a t i o n s  r e l a t e d  t o  f r o n t a l  
l o b e  e p i l e p s i e s .  

11. BACKGROUND 

Over 5 0 0 , 0 0 0  p a t i e n t s  i n  t h e  United S t a t e s  s u f f e r  from f r o n t a l  l o b e  e p i l e p s y ,
and 30  p e r c e n t  of t h e s e  p a t i e n t s  c o n t i n u e  t o  have i n c a p a c i t a t i n g  f r o n t a l  l o b e  
s e i z u r e s  d e s p i t e  a p p r o p r i a t e  d rug  t h e r a p y .  T h e r a p e u t i c  s u r g e r y  i s  less  l i k e l y  
t o  a c h i e v e  r e m i s s i o n  o r  s i g n i f i c a n t  c o n t r o l  o f  i n t r a c t a b l e  s e i z u r e s  
o r i g i n a t i n g  from t h e  f r o n t a l  l o b e  t h a n  from t h e  temporal  l o b e .  

I n  November 1987, an i n t e r n a t i o n a l  workshop on f r o n t a l  l o b e  s e i z u r e s  and 
e p i l e p s i e s  was h e l d  i n  F rance .  P roceed ings  w i l l  be p u b l i s h e d  i n  1989. The 
confe rence  h i g h l i g h t e d  t h e  need f o r  c h a r a c t e r i z a t i o n  and c l a s s i f i c a t i o n  o f  
f r o n t a l  l o b e  s e i z u r e s  based on n e u r o b e l ~ a v i o r a l ,e l e c t r o c l i n i c a l ,  ana tomica l ,  
physiochemical  and p a t h o l o g i c  s t u d i e s .  The new i n f o r m a t i o n  and c o n c e p t s  so 
g e n e r a t e d  w i l l  l e a d  t o  a more dynamic unde r s t and ing  of  f r o n t a l  l o b e  b r a i n  
f u n c t i o n  and w i l l  s u g g e s t  new approaches f o r  d i a g n o s i s  and t h e r a p y  of  f r o n t a l  
l o b e  e p i l e p s i e s .  

C o l l a b o r a t i v e  b a s i c  and c l i n i c a l  r e s e a r c h  i s  needed t o  d e f i n e  t h e  sub types  o f  
f r o n t a l  l o b e  e p i l e p s i e s ,  t h e i r  e t i o l o g i e s ,  t h e i r  n a t u r a l  h i s t o r i e s ,  and t h e i r  
p a t h o p h y s i o l o g i e s .  To unde r s t and  f r o n t a l  l o b e  e p i l e p s y ,  t h e  o r g a n i z a t i o n  of  
t h e  e n t i r e  b r a i n  and i t s  f u n c t i o n a l  systems ( c o g n i t i o n ,  language,  memory,
p e r s o n a l i t y ,  movement) must be s t u d i e d .  The chemica l ly  d e f i n e d  ana tomica l  
s u b s t r a t e s ,  n e u r o t r a n s m i t t e r s ,  c e l l u l a r  e v e n t s ,  and neurona l  c i r c u i t r y
u n d e r l y i n g  f r o n t a l  l o b e  s e i z u r e s  and e p i l e p s i e s  s t i l l  remain unknown. 

Behav io ra l  s c i e n t i s t s  have a t t empted  t o  d e f i n e  t h e  c o n t r i b u t i o n  o f  f r o n t a l  
l o b e  neu rona l  ensembles t o  human b e h a v i o r .  Although a b l a t i o n  o f  s p e c i f i c
f u n c t i o n a l  s u b d i v i s i o n s  i n  animal models p r o v i d e  c o n s i s t e n t  b e h a v i o r a l  and 
p h y s i o l o g i c a l  e f f e c t s ,  such f i n d i n g s  cannot  always be e x t r a p o l a t e d  t o  t h e  
human b r a i n .  E p i l e p t o l o g i s t s  a l s o  have d i f f i c u l t y  l o c a l i z i n g  c e r t a i n  i c t a l  
c l i n i c a l  m a n i f e s t a t i o n s  t o  s p e c i f i c  f r o n t a l  l o b e  a r e a s  and p r e d i c t i n g  t h e  r i s k  
of  n e u r o l o g i c  d e f i c i t  f o l l o w i n g  t h e r a p e u t i c  s u r g e r y .  C o l l a b o r a t i v e  r e s e a r c h  
cou ld  h e l p  a c h i e v e  t h e s e  g o a l s .  

S t u d i e s  o f  f r o n t a l  l o b e  s e i z u r e s  have been s t i m u l a t e d  by c l i n i c a l  r e s e a r c h  
u t i l i z i n g  i n t e n s i v e  mon i to r ing  (CCTV/EEG) i n c l u d i n g  i n t r a c r a n i a l  r e c o r d i n g
t e c h n i q u e s ,  multimodal b r a i n  imaging, and r e g i o n a l  c e r e b r a l  metabolism and 
blood f low measurements. Attempts  a r e  be ing  made t o  c h a r a c t e r i z e  subgroups o f  
f r o n t a l  l o b e  s e i z u r e s .  One such subgroup c o n s i s t s  o f  s e i z u r e s  emanating from 
t h e  p a r a l i m b i c  and heteromodal  components o f  t h e  f r o n t a l  l o b e  which may be 
misdiagnosed as h y s t e r i c a l  s e i z u r e s  o r  as  temporal  l o b e  complex p a r t i a l
s e i z u r e s .  

Mapping o f  human c o r t i c a l  f u n c t i o n s  d u r i n g  s u r g e r y  w i t h  l o c a l  a n e s t h e s i a  h a s  
p rov ided  a unique o p p o r t u n i t y  f o r  t h e  performance of  s t i m u l a t i o n  s t u d i e s  on 
t h e  human b r a i n .  These can be i n t e g r a t e d  wi th  m i c r o s t i m u l a t i o n  s t u d i e s  i n  
animal  models.  T h i s  cou ld  l e a d  t o  i d e n t i f i c a t i o n  of  phenomena ( f o r  example,
electromyography i n  s p e c i f i c  muscle groups or s p e c i f i c  autonomic s i g n s )  t h a t  
cou ld  be monitored d u r i n g  i n t e n s i v e  mon i to r ing  (CCTV/EEG) o f  s e i z u r e  p a t i e n t s
i n  o r d e r  t o  l o c a l i z e  t h e  f o c u s  o f  s e i z u r e  o r i g i n  and t o  d e f i n e  t h e  neu rona l  
pathways o f  s e i z u r e  p r o p a g a t i o n .  

C u r r e n t l y  a v a i l a b l e  t echno logy  would a l low i n  v ivo  d e f i n i t i o n  o f  t h e  most 
common n e u r o p a t h o l o g i c a l  and biochemical  c o r r e l a t e s  of  t h e  s u b v a r i e t i e s  o f  
f r o n t a l  l o b e  e p i l e p s y .  P o s i t r o n  emiss ion  tomography (PET) s t u d i e s  of  p a t i e n t s
w i t h  e p i l e p s y  have u s u a l l y  employed on ly  measurements of blood flow o r  oxygen
and g lucose  u t i l i z a t i o n .  PET t e c h n i q u e s  have now been developed t o  measure 
such v a r i a b l e s  as  p r o t e i n  s y n t h e s i s ,  blood b r a i n  b a r r i e r  i n t e g r i t y ,  t i s s u e  pH, 
water c o n t e n t ,  r e c e p t o r  b i n d i n g  �or c e r t a i n  l i g a n d s ,  and b r a i n  metabolism o f  
a n t i e p i l e p t i c  d r u g s .  T h i s  a b i l i t y  o f  PET t o  assess r e g i o n a l  biochemical  
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f u n c t i o n s  i n  s i t u  c o u l d  p r o v i d e  a method o f  neurochemical ly  s u b d i v i d i n g  t h e  
f r o n t a l  l o b e  e p i l e p s i e s .  Magnetic r e sonance  imaging ( M R I )  r e s o l u t i o n  
c u r r e n t l y  a l l o w s  i d e n t i f i c a t i o n  o f  c e r t a i n  f r o n t a l  r e g i o n s  ( f o r  example, t h e  
supplementary motor area, t h e  s u p r a - c a l l o s a l  r e g i o n ,  and t h e  i n f e r i o r  f r o n t a l  
g y r u s ) .  Nuclear  magnet ic  resonance (NMR) s p e c t r o s c o p y  cou ld  be used t o  s t u d y
biochemical  p r o c e s s e s  i n  human e p i l e p s i e s  w i t h  s t u d i e s  o f  carbon and 
phosphorus c o n t a i n i n g  compounds ( f o r  example, ATP), as well  as  such i o n s  as 
po ta s s ium.  

111. RESEARCH GOALS 

I n v e s t i g a t o r s  are  encouraged t o  submit p r o j e c t s  i n v o l v i n g  animal  o r  human 
s t u d i e s  t o  a d d r e s s  t h e s e  i s s u e s .  Examples o f  r e s e a r c h  g o a l s  i n c l u d e  b u t  are 
n o t  l i m i t e d  t o  t h e  f o l l o w i n g :  1 )  r a t i o n a l  c l a s s i f i c a t i o n  o f  f r o n t a l  l o b e  
s e i z u r e s  and e p i l e p s i e s  based on n e u r o b e h a v i o r a l ,  e l e c t r o c l i n i c a l ,
b iochemica l ,  ana tomica l  s u b s t r a t e s ,  and p a t h o l o g i c  f i n d i n g s ;  2 )  c r i t e r i a  f o r  
d i a g n o s i s  by c l i n i c a l  and EEG f e a t u r e s ;  3 )  e l u c i d a t i o n  o f  f u n c t i o n a l  
o r g a n i z a t i o n  and metabolism o f  t h e  f r o n t a l  l o b e s  and t h e  e f fec t  o f  l e s i o n s  i n  
s p e c i f i c  areas o f  t h e  f r o n t a l  l o b e s ;  4 )  i d e n t i f i c a t i o n  o f  neu rona l  pathways
f o r  t h e  s p r e a d  o f  f r o n t a l  l o b e  s e i z u r e s ;  5 )  improved pharmacological  and 
s u r g i c a l  i n t e r v e n t i o n s  f o r  t h e  c o n t r o l  o f  f r o n t a l  l o b e  e p i l e p s i e s .  

I V .  MECHANISM OF SUPPORT 

Support  f o r  t h i s  program w i l l  be th rough  t h e  r e g u l a r  r e s e a r c h  g r a n t ,  FIRST 
award, o r  program p r o j e c t  o r  c e n t e r  g r a n t .  Those a p p l y i n g  f o r  a program
p r o j e c t  o r  c e n t e r  g r a n t  shou ld  o b t a i n  a copy o f  t h e  NINDS i n s t r u c t i o n s  t h a t  
supplement t h o s e  i n  t h e  PHS 398 g r a n t  a p p l i c a t i o n  from t h e  NINDS c o n t a c t  
i d e n t i f i e d  a t  t h e  end o f  t h i s  announcement. 

V .  APPLICATION AND REVIEW PROCEDURES 

A p p l i c a t i o n s  shou ld  be  p repa red  on Form PIIS 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  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 Gran t s  a t  t h e  a d d r e s s  g iven  below. 


Check "yes" i n  i t e m  two 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  F r o n t a l  Lobe E p i l e p s i e s "  i n  t h e  space  p r o v i d e d .  


A p p l i c a t i o n s  w i l l  b e  judged on s c i e n t i f i c  meri t  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 p rocedures  i n v o l v i n g  p e e r  r ev iew.  An i n i t i a l  

review w i l l  b e  made 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 Gran t s  f o r  r e g u l a r  r e s e a r c h  g r a n t s  and FIRST awards,  and by a 

s t a n d i n g  committee f o r  program p r o j e c t s  and c e n t e r s .  A second l e v e l  o f  review 

w i l l  b e  made by an a p p r o p r i a t e  N a t i o n a l  Advisory Counc i l .  


Dead l ines  f o r  t h e  r e c e i p t  o f  t h e  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  shou ld  be mailed t o  t h e  

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


D i v i s i o n  of  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 20892xX 


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


James J .  Cereghino,  M . D .  

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  

NINDS, D C D N D ,  EB 

F e d e r a l  B u i l d i n g ,  Room 114 

7550 Wisconsin Avenue 

Bethesda,  Maryland 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  Ca ta log  o f  F e d e r a l  Domestic A s s i s t a n c e  No. 

13.853, C l i n i c a l  B a s i s  Research and No. 13 .854 ,  B i o l o g i c a l  B a s i s  Research, 

NINDS. Awards w i l l  be made under the 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 241)  and 

a d m i n i s t e r e d  under PHS g r a n t  p o l i c i e s  and F e d e r a l  R e g u l a t i o n s  42 CFR P a r t  52 

and 4 CFR P a r t  74 .  T h i s  program is  n o t  s u b j e c t  t o  in t e rgove rnmen ta l  rcview 

r equ i r emen t s  of Execu t ive  Order 12372 o r  Hea l th  Systems Agency Review. 
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ERRATUM 

DEVELOPMENT OF SOMATIC CELL GENE THERAPY APPROACHES FOR SPECIFIC 
I N B O R N  METABOLIC DISEASES 

RFA AVAILABLE: 89-DK-04 
-4 P.T. 3 4 ;  K.W.  07151357 1002058, 0780015, 0755020 

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 i s  n o t i c e  i s  t o  c o r r e c t  t h e  A p p l i c a t i o n  Rece ip t  Date t h a t  was p u b l i s h e d  i n  
t h e  N I H  Guide f o r  G r a n t s  and C o n t r a c t s  on Janua ry  20 ,  1989, Vol .  18, No. 2 .  
The c o r r e c t  A p p l i c a t i o n  Rece ip t  Date is J u l y  17, 1989. 

.d 
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