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NOTICES 

REVISED BOOKLET - N I H  EXTRAMURAL PROGRAMS 

P.T.  3 4 ,  4 4 ;  K . W .  0710030,  0720005 

' * /  Nat iona l  I n s t i t u t e s  o f  Heal th  

The Na t iona l  I n s t i t u t e s  o f  Heal th  ( N I H )  h a s  r e v i s e d  t h e  N I H  Ext ramura l  
Programs Booklet ,  Funding f o r  Research and Research T r a i n i n g ,  May 1988,  ( N I H
P u b l i c a t i o n  No. 8 8 - 3 3 ) .  T h i s  p u b l i c a t i o n  is a compendium o f  t h e  s c i e n t i f i c  
programs of  t h e  N I H  components t h a t  award g r a n t s ,  c o o p e r a t i v e  agreements ,  and 
c o n t r a c t s .  I t  i n d i c a t e s  c u r r e n t  areas o f  r e s e a r c h  emphasis,  h i g h l i g h t s  t h e  
s p e c i a l  i n t e r e s t s  o f  each  awarding component, and i d e n t i f i e s  s p e c i f i c  N I H  
o f f i c e s  t h a t  may be  c o n t a c t e d  f o r  f u r t h e r  i n fo rma t ion  about  p a r t i c u l a r  
programs, p o l i c i e s ,  and p rocedures .  I n s t i t u t i o n a l  o f f i c i a l s  and i n v e s t i g a t o r s  
may o b t a i n  c o p i e s  o f  t h i s  book le t  by w r i t i n g  t o :  

Office of Grants  I n q u i r i e s
D i v i s i o n  o f  Research Grants  
Na t iona l  I n s t i t u t e s  o f  Heal th  
Westwood Bu i ld ing ,  Room 449 
Bethesda,  Maryland 20892 
Telephone:  ( 3 0 1  1 496-7441 

MEETING - I R B s  AT THE CROSSROADS: EXPANDING ROLES AND EXPANDED PROBLEMS 

P.T.  4 2 ;  K.W. 1014002,  1014003,  0783005 

P u b l i c  R e s p o n s i b i l i t y  i n  Medicine and Research 

P u b l i c  R e s p o n s i b i l i t y  i n  Medicine and Research (PRIM&R), a n a t i o n a l  
o r g a n i z a t i o n  concerned wi th  e t h i c a l  i s s u e s  i n  r e s e a r c h  and medicine,  is 
sponsor ing  a meet ing e n t i t l e d ,  " I R B s  a t  t h e  Crossroads :  Expanding Roles  and 
Expanded Problems.11 The meet ing w i l l  be h e l d  on October 27-28,  1988,  a t  t h e  
Boston Park  P laza  Ho te l ,  Boston, Massachuse t t s .  

The confe rence  w i l l  look a t  t h e  Fede ra l  Regu la t ions  on Research wi th  Human 
,J 	 S u b j e c t s ,  and w i l l  reassess t h e i r  b r e a d t h  as  o f  t h e i r  t e n t h  a n n i v e r s a r y

approaches .  Other i s s u e s  t o  be  examined a t  t h i s  meet ing w i l l  i n c l u d e  t h e  
problems o f  f r a u d  and misconduct i n  medical  r e s e a r c h ;  t h e  conduct  o f  c l i n i c a l  
t r i a l s  i n  g e n e r a l ,  and s u b j e c t  payment f o r  r e s e a r c h  d rugs  and d e v i c e s  i n  
p a r t i c u l a r ;  I R B  review o f  i nnova t ive  t h e r a p i e s ,  i n c l u d i n g  sequencing  t h e  
genome, g e n e t i c  t e s t i n g  and g e n e t i c  r e s e a r c h ;  i npu t  by pharmaceut ica l
companies i n t o  t h e  I R B  review p rocess ;  r e s e a r c h e r  r e s p o n s i b i l i t y  i n  
de t e rmin ing  a p p r o p r i a t e  u s e s  o f  c o n f i d e n t i a l l y  acqu i r ed  r e s e a r c h  d a t a ,
i n c l u d i n g  t h o s e  de r ived  from HIV-related p r o j e c t s ;  t h e  use  o f  c e l l  l i n e s  and 
t i s s u e s ,  i n c l u d i n g  f e t a l  t i s s u e s ;  r e s e a r c h  wi th  t h e  e l d e r l y ;  t h e  I R B ' s  r o l e  i n  
educa t ing  i n v e s t i g a t o r s  and o t h e r  i n s t i t u t i o n a l  s t a f f ;  rev iewing  r e s e a r c h  
invo lv ing  b iohaza rds ,  and rev iewing  AIDS r e s e a r c h  - i n c l u d i n g  vacc ine  
development,  e t c .  

A s  i n  t h e  p a s t ,  t h e  conference  w i l l  i n c l u d e  two s p e c i a l l y  des igned  e d u c a t i o n a l  
se r ies ,  one f o r  committee a d m i n i s t r a t o r s ,  and t h e  second f o r  new I R B  members. 
T h i s  ser ies  s e r v e s  as  a b a s i c  o r i e n t a t i o n  cour se  f o r  any new member, c h a i r ,  o r  
a d m i n i s t r a t o r .  

The meet ing w i l l  c o n s i s t  o f  bo th  p l e n a r y  s e s s i o n s  and workshops, and w i l l  have 
a f a c u l t y  o f  over  t h i r t y  d i s t i n g u i s h e d  e x p e r t s  from t h e  f i e l d s  o f  I R B  
o p e r a t i o n  and a d m i n i s t r a t i o n ,  r e s e a r c h  and c l i n i c a l  pract ice ,  t h e  Fede ra l  
Government, t h e  l e g a l  p r o f e s s i o n ,  and p r a c t i c i n g  e t h i c i s t s .  

On October 2 6 ,  1 9 8 8 ,  Applied Research E t h i c s  Na t iona l  Assoc ia t ion  (ARENA) w i l l  
h o s t  i t s  t h i r d  annual  meet ing,  a l s o  a t  t h e  Park  P laza  Hote l  i n  Boston. T h i s  
meet ing w i l l  be  h e l d  from 9 a.m. t o  5 p.m. , and w i l l  i nc lude  a v a r i e t y  o f  
speake r s  and workshops a d d r e s s i n g  i s s u e s  p e r t i n e n t  t o  bo th  I R B  and I A C U C  
a d m i n i s t r a t o r s .  

For complete  programs o r  f u r t h e r  i n fo rma t ion  p l e a s e  c o n t a c t  : 

F'RIM&R 
132 Boylston S t r e e t  
4th Floor  

hd Boston, Massachuse t t s  021 16 
Telephone: ( 6 1 7 )  423-4112 o r  

( 6 1 7 )  423-1099 
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NATIONAL RESEARCH SERVICE: AWARD (NRSA) STIPEND INCREASE 

P.T. 22, 44; K.W. 1014002j 0720005 

P u b l i c  Hea l th  S e r v i c e  

E f f e c t i v e  October  1, 1988, t h e  annual  s t i p e n d  l e v e l s  f o r  a l l  i n d i v i d u a l s  
r e c e i v i n g  suppor t  t h rough  awards made under  t h e  Na t iona l  Research S e r v i c e  
Award (NRSA) A c t ,  P.L. 93-348 as amended under  P.L. 99-158, w i l l  be  as 
f o l l o w s  : 

P r e d o c t o r a l  S t i p e n d  

A l l  Years Curren t  A s  o f  October  
1 ,  1988 

$ 6,552 $ 8 , 5 0 0  

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

Years o f  
Relevant  P r e s e n t  

Exper ience  S t ipend  A s  o f  October  
1 ,  1988 

0 
1 
2 
3 
4 
5 
6 
7 o r  more 

$15,996
17,004
21 1996 
23,004
24, 000  
26,004 
27 ,996 
30 ,000  

$1 7 ,000 
1 8 , 0 0 0
25 ,000  
26,250
27,500
28,750 
3 0  ,000 
31,500 

S t i p e n d  l e v e l  ad jus tmen t s  can be  made on ly  on t h e  award d a t e  o f  t h e  f e l l o w s h i p  
o r  t h e  appointment  d a t e  o f  t h e  t r a i n e e .  These s t i p e n d  l e v e l s  are e f f e c t i v e  
on ly  f o r  awards made beginning  wi th  FY 1989 funds ;  no r e t r o a c t i v e  ad jus tmen t s  
o r  supplementa t ion  o f  s t i p e n d s  wi th  NRSA funds  f o r  awards made p r i o r  t o  
October  1, 1988, o r  w i th  funds  from FY 1988 i s  p e r m i t t e d .  

The new s t i p e n d  l e v e l s  a re  t o  be used i n  t h e  p r e p a r a t i o n  o f  f u t u r e  NRSA 
i n s t i t u t i o n a l  t r a i n i n g  and i n d i v i d u a l  f e l l o w s h i p  a p p l i c a t i o n s .  They w i l l  be  
a d m i n i s t r a t i v e l y  a p p l i e d  t o  a l l  a p p l i c a t i o n s  now i n  t h e  review p r o c e s s .  

-.DATED ANNOUNCEMENTS (RFPs AND R F A s )  

SUPPORT SERVICES FOR EXPOSURE METHODS FOR PESTICIDES 

RFP AVAILABLE: NCI-CP-95602-25 

P.T. 34; K . W .  0725005, 1007009, 0785055, 0404021 

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

The Environmental  Epidemiology Branch ( E E B )  o f  t h e  Epidemiology and 
B i o s t a t i s t i c s  Program (EBP) o f  t h e  D i v i s i o n  o f  Cancer E t i o l o g y  ( D C E )  o f  t h e  
Na t iona l  Cancer I n s t i t u t e  ( N C I )  i s  seek ing  a Con t rac to r  who w i l l  s uppor t  t h e  
EEB by conduct ing  ep idemio log ica l  and n a t u r a l  h i s t o r y  s t u d i e s  o f  t h e  
i n d i v i d u a l s  who use  p e s t i c i d e s ,  s p e c i f i c a l l y  f a rmers  and t h e i r  next -of -k in .  
Components o f  t h i s  p r o j e c t  i n c l u d e :  deve loping  q u e s t i o n n a i r e s  t o  o b t a i n  
d e t a i l e d  in fo rma t ion  on p e s t i c i d e  u s e ;  conduct ing  i n t e r v i e w s  and r e i n t e r v i e w s  
o f  s u b j e c t s  r e g a r d i n g  p e s t i c i d e  u s e ,  t o  assess i n t r a - i n d i v i d u a l  r e l i a b i l i t y ;
conduct ing  i n t e r v i e w  o f  s u b j e c t s  and s u r r o g a t e s  t o  compare q u a l i t y  o f  t h e i r  
r e sponses ,  comparing s u b j e c t ' s  r e c a l l  r e g a r d i n g  p a s t  p e s t i c i d e  use  wi th  
purchase  r e c o r d s  o f  t h e  s u b j e c t s  and t h e i r  p e s t i c i d e  s u p p l i e r s ;  o b t a i n i n g  a i r ,
wipe, blood and u r i n e  samples  t o  o b t a i n  measures o f  p e s t i c i d e  exposure  ( o n l y
c o l l e c t i o n  and t r a n s p o r t a t i o n  of  t h e  samples  w i l l  be handled under  t h i s  
c o n t r a c t :  a n a l y s e s  w i l l  be t h e  r e s p o n s i b i l i t y  o f  t h e  N C I ) ;  and assembling a 
pane l  o f  p e s t i c i d e  e x p e r t s  t o  o b t a i n  t h e i r  assessment  o f  t h e  v a l i d i t y  o f  
s u b j e c t  r e sponses .  I t  is  a n t i c i p a t e d  t h a t  an inc remen ta l ly  funded,
cost-reimbursement  , complletion t y p e  c o n t r a c t  w i l l  be awardcd f o r  a two-year
p e r i o d .  The a n t i c i p a t e d  i s s u e  d a t e  o f  t h i s  RFP i s  on o r  about  J u l y  22, 1988,
wi th  r e sponses  due 3 0  days from t h e  a c t u a l  d a t e  o f  RFP i s s u a n c e .  

Copies  o f  t h e  RFP may be ob ta ined  by submi t t i ng  a w r i t t e n  r e q u e s t  t o :  

U" 

.-

-mu 
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Richard L .  Hartmann, Cont rac t  S p e c i a l i s t 

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  

B l a i r  Bui ld ing ,  Room 114 

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

Bethesda, Maryland 20892 

Telephone: (301)  427-8888 


h &  

TRANSFUSION TRIAL TO PREVENT PLATELET ALLOIMMUNIZATION 

RFAs AVAILABLE: 	 88-HL-12B ( C l i n i c a l  C e n t e r s )
88-HL-13B (Coordina t ing  C e n t e r )  

P.T. 34; K.W. 0755015, 0750010 

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

The NHLBI announces a change i n  t h e  schedule  f o r  RFA-NIH-88-HL-12B and 
RFA-NIH-88-HL-l3B, T r a n s f u s i o n  T r i a l  t o  Prevent  P l a t e l e t  Alloimmunization,
p r e v i o u s l y  p u b l i s h e d  i n  t h e  N I H  Guide f o r  Grants  and C o n t r a c t s ,  Vol.  17,  No. 
20, June 10, 1988, p . 2 .  

The new schedule  is: 

Letter o f  I n t e n t :  August 15, 1988 
A p p l i c a t i o n  Rece ip t  Date: September 22, 1988 
Review by N a t i o n a l  Heart 

Lung, and Blood I n s t i t u t e  
Advisory Counci l  : May 25-26, 1989 

A n t i c i p a t e d  Award: J u l y  1 ,  1989 

For f u r t h e r  i n f o r m a t i o n  c o n t a c t :  


Paul  R .  McCurdy, M . D .  

DBDR, NHLBI 

F e d e r a l  Bui ld ing ,  Room 518 

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

Bethesda, Maryland 20892 

Telephone: (301)  496-8387 


MOLECULAR AND CELLULAR BIOLOGY OF CARDIAC INTERSTITIUM 


RFA AVAILABLE: 88-HL-19-H 


P.T. 34; K.W. 0705015, 1002004, 1002008, 0765035 


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 : January  16, 1989 


BACKGROUND 


Congest ive h e a r t  f a i l u r e  (CHF) a f f l i c t s  approximately 2 . 3  m i l l i o n  Americans 
and h a s  become t h e  most f r e q u e n t l y  s p e c i f i e d  DRG ( d i a g n o s t i c  r e l a t e d  g r o u p s ) .
CHF h a s  a v a r i e t y  o f  e t i o l o g i e s  a l l  o f  which r e s u l t  i n  l o s s  o f  c a r d i a c  
mechanical f u n c t i o n .  While t h e  r o l e  o f  hypertrophy,  n e c r o s i s ,  and a l t e r e d  
f u n c t i o n  o f  h e a r t  muscle c e l l s  are t h e  s u b j e c t  o f  c o n s i d e r a b l e  r e s e a r c h ,  t h e  
r o l e  of  changes i n  t h e  c a r d i a c  i n t e r s t i t i u m  h a s  r e c e i v e d  r e l a t i v e l y  l i t t l e  
a t t e n t i o n .  Y e t ,  morphologis t s  have shown t h a t  profound s t r u c t u r a l  changes 
occur  i n  t h e  i n t e r s t i t i u m  as a r e s u l t  o f  ischemia,  hypertrophy,  o r  v i r a l  
i n f e c t i o n .  I n  t h e  p a s t ,  t h e s e  changes have g e n e r a l l y  been regarded  a s  p a s s i v e
phenomena and r e p a r a t i v e  p r o c e s s e s .  Accumulating ev idence  now s u g g e s t s  t h a t  
remodeling o f  t h e  c o n n e c t i v e  t i s s u e  framework o f  t h e  h e a r t  may c o n t r i b u t e  t o  
t h e  d i s e a s e  p r o c e s s  and t h e  appearance o f  h e a r t  f a i l u r e .  A major component o f  
t h e  c o n n e c t i v e  t i s s u e  framework o f  t h e  h e a r t  is f i b r i l l a r  c o l l a g e n  which 
appears  t o  be s e c r e t e d  by c a r d i a c  f i b r o b l a s t s  r e s i d i n g  i n  t h e  i n t e r s t i t i u m .  

OBJECTIVES AND SCOPE 

The o v e r a l l  g o a l  is  t o  encourage r e s e a r c h  focused on t h e  molecular  and 
c e l l u l a r  b i o l o g y  of t h e  c a r d i a c  i n t e r s t i t i u m  and on mechanisms involved  i n  t h e  
i n i t i a t i o n  and c o n t r o l  of  changes which occur  as a r e s u l t  o f  p h y s i o l o g i c  and 
p a t h o l o g i c  s t i m u l i .  Examples o f  a p p r o p r i a t e  p r o j e c t s  are:  e x p r e s s i o n  and 

'bd 	
r e g u l a t i o n  o f  c a r d i a c  f i b r o b l a s t  c o l l a g e n  genes and c o l l a g e n a s e  genes;
i n t e r a c t i o n s  between f i b r o b l a s t s  and o t h e r  c e l l s  and components o f  t h e  c a r d i a c  
i n t e r s t i t i u m ;  and f a c t o r s  involved  i n  t h e  m i g r a t i o n  and p r o l i f e r a t i o n  o f  
c a r d i a c  f i b r o b l a s t s  . 
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MECHANISM OF SUPPORT 

The suppor t  mechanism f o r  t h i s  program w i l l  be  t h e  t r a d i t i o n a l ,  i n d i v i d u a l  
r e s e a r c h  g r a n t .  A l l  c u r r e n t  p o l i c i e s  and requi rements  t h a t  govern t h e  
r e s e a r c h  g r a n t  programs o f  t h e  N a t i o n a l  I n s t i t u t e s  o f  Heal th  w i l l  app ly  t o  
g r a n t s  awarded under  t h i s  RFA. A w a r d s  w i l l  be  made t o  f o r e i g n  i n s t i t u t i o n s  
o n l y  f o r  r e s e a r c h  of  v e r y  unusual  m e r i t ,  need, and promise,  and i n  accordancew i t h  P u b l i c  H e a l t h  S e r v i c e  p o l i c y  governing such awards.  Y C  

The f i n a n c i a l  p l a n s  f o r  f i s ca l  y e a r  1989 i n c l u d e  $1,500,000 f o r  t h e  t o t a l  
c o s t s  o f  t h i s  program, award o f  g r a n t s  pursuant  t o  t h i s  RFA i s  c o n t i n g e n t  upon
r e c e i p t  o f  funds  f o r  t h i s  purpose.  I t  i s  a n t i c i p a t e d  t h a t  up t o  t e n  g r a n t s
w i l l  b e  awarded under  t h i s  program. The s p e c i f i c  amount t o  b e  funded w i l l ,  
however, depend on t h e  merit and scope o f  t h e  a p p l i c a t i o n s  r e c e i v e d  and on t h e  
a v a i l a b i l i t y  o f  funds .  

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  RFA w i l l  be  e v a l u a t e d  f o r  
s c i e n t i f i c  and t e c h n i c a l  merit  by an i n i t i a l  review group, which w i l l  be  
convened f o r  t h i s  purpose:, by t h e  D i v i s i o n  o f  Extramural  Af fa i r s ,  NHLBI .  

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  : 

Constance Weinstein,  Ph . D  . 

Cardiac  Diseases Branch 

D i v i s i o n  o f  Heart  and Vascular  D i s e a s e s  

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

F e d e r a l  Bui ld ing ,  Room 3C06 

7550 Wisconsin Avenue 

Bethesda,  Maryland 20892 

Telephone: (301)  496-1081 


O N G O I N G  PROGRAM ANNOUNCEMENTS 


N I H  


POLE OF MARKET FORCES I N  THE DELIVERY OF HEALTH CARE 

P.T. 34; K.W. 0730050, 0408006 

N a t i o n a l  Center  f o r  Heal th  S e r v i c e s  Research and Heal th  Care Technology
Assessment 

BACKGROUND INFORMATION 

The D i v i s i o n  of Extramural  Research (DER)  o f  t h e  Nat iona l  Center  f o r  H e a l t h  
S e r v i c e s  Research and Heal th  Care Technology Assessment (NCHSR) encourages 
g r a n t  a p p l i c a t i o n s  f o r  h e a l t h  s e r v i c e s  r e s e a r c h  on t h e  r o l e  o f  market f o r c e s  
i n  t h e  d e l i v e r y  o f  h e a l t h  c a r e .  A n a l y s i s  o f  market f o r c e s  i n c l u d e s  assessment 
o f  new approaches t o  g r e a t e r  c o s t  consc iousness  and measurements o f  t h e  
effects  o f  i n c r e a s e d  compet i t ion  on t h e  o r g a n i z a t i o n ,  f i n a n c i n g ,  d i s t r i b u t i o n ,
and d e l i v e r y  o f  h e a l t h  care r e s o u r c e s  and s e r v i c e s .  

RESEARCH GOALS AND SCOPE 

Previous  s t u d i e s  o f  t h e  r o l e  o f  market f o r c e s  f o r  NCHSR have i n c l u d e d  
i n v e s t i g a t i o n s  o f  a d v e r s e  s e l e c t i o n  i n  t h e  c h o i c e  o f  h e a l t h  p l a n s ,  t h e  c o s t  o f  
c a p i t a l  i n  h o s p i t a l s ,  t h e  u s e  o f  s e r v i c e s  by t h e  e l d e r l y  i n  a c a p i t a t e d  h e a l t h  
p l a n ,  t h e  e v o l u t i o n  o f  a l t e r n a t i v e  d e l i v e r y  systems,  and t h e  e f f ec t  o f  
a d v e r t i s e d  p h y s i c i a n  fees on t h e  ccnsumers '  c h o i c e  o f  p r o v i d e r s .  E i g h t  areas 
f o r  h e a l t h  s e r v i c e s  r e s e a r c h  have been i d e n t i f i e d :  r u r a l  h e a l t h  care; medical  
m a l p r a c t i c e  and i n s u r a n c e ;  supply ,  p r o d u c t i v i t y ,  and reimbursement o f  
h o s p i t a l s ;  h e a l t h  c a r e  technology assessment;  a l t e r n a t i v e  d e l i v e r y  systems;
h e a l t h  care and t h e  e l d e r l y ;  c o s t  and f i n a n c i n g  i s s u e s  o f  AIDS; and 
consumer-or iented h e a l t h  c a r e .  These r e s e a r c h  a r e a s  and examples o f  each a r e  
o u t l i n e d  i n  t h e  f o l l o w i n g  s e c t i o n s .  Some q u e s t i o n s  concern ing  i n d i g e n t  c a r e  
and t h e  r o l e  o f  t h e  p h y s i c i a n  i n  a changing h e a l t h  care system are found i n  
s e v e r a l  a r e a s .  Each a r e a  i s  d i s c u s s e d  i n  g r e a t e r  d e t a i l  i n  t h e  A p r i l  1988 
p u b l i c a t i o n ,  "The Role o f  Market Forces  i n  t h e  D e l i v e r y  of  H e a l t h  Care:  
I s s u e s  f o r  Research,"  which is a v a i l a b l e  on r e q u e s t  from NCHSR. 
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Rura l  Hea l th  Care: 


Examples o f  r e s k a r c h  i s s u e s  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  r u r a l  h o s p i t a l s 

t h a t  are s o l e  p r o v i d e r s  i n  t h e i r  communities; t h e  effects  o f  l o c a l  economic 

c o n d i t i o n s  on t h e  f i s c a l  v i a b i l i t y  of r u r a l  h o s p i t a l s ;  t h e  e x t e n t  o f  v a r i a t i o n  

i n  medical  p r a c t i c e  of r u r a l  v e r s u s  urban h e a l t h  care p r o v i d e r s ;  t h e  e f fec ts  

o f  h o s p i t a l  c l o s u r e  on t h e  community; t h e  f a c t o r s  t h a t  affect  t h e  supply  and 

mix o f  h e a l t h  p r o f e s s i o n a l s ;  and t h e  r e l a t i o n s h i p s  between r u r a l  h o s p i t a l s  and 

h e a l t h  maintenance o r g a n i z a t i o n s  ( H M O s ) .  


Medical Ma lp rac t i ce  and Insu rance :  


Q u e s t i o n s  i n c l u d e  t h e  r e l a t i o n s h i p s  between v a r i a t i o n s  i n  medical  p r a c t i c e , 

adve r se  outcomes, and t h e  e x t e n t  and n a t u r e  o f  m a l p r a c t i c e  claims and awards 

f o r  s p e c i f i c  p rocedures  and medical  c o n d i t i o n s ;  t h e  e f f ec t s  o f  technology 

changes on outcomes; and t h e  impact of m a l p r a c t i c e  c o s t s  on s p e c i a l t y  cho ice  

and p r a c t i c e  p a t t e r n s  o f  h e a l t h  care p r o v i d e r s .  


Supply,  P r o d u c t i v i t y ,  and Reimbursement o f  H o s p i t a l s :  


There are s e v e r a l  r e s e a r c h  q u e s t i o n s  t h a t  p e r t a i n  t o  t h e  o r g a n i z a t i o n ,  

s t r u c t u r e ,  and performance of h o s p i t a l s  i n  a more compe t i t i ve  environment .  

Examples o f  t h e s e  i n c l u d e  t h e  e f fec ts  o f  compe t i t i on  on t h e  q u a l i t y  o f  care 

o f f e r e d  t o  economica l ly  and medica l ly  d isadvantaged  i n d i v i d u a l s ;  t h e  n a t u r e  of  

t h e  market response  o f  h o s p i t a l s  t o  r a p i d  changes i n  a l t e r n a t i v e  d e l i v e r y  

systems;  t h e  e x t e n t  o f  t h e  "cos t  sh i f t i ng ' '  between p a t i e n t s  covered  by

d i f f e r e n t  payers ;  and t h e  effect  o f  p r o s p e c t i v e  payment on t h e  r e l a t i o n s h i p s 

between h o s p i t a l s  and p h y s i c i a n s .  


Hea l th  Care Technology Assessment:  


NCHSR is i n t e r e s t e d  i n  development o f  methodologies  t h a t  w i l l  p e rmi t  i n c r e a s e d  

use  o f  c o s t - b e n e f i t  and c o s t - e f f e c t i v e n e s s  a n a l y s e s  i n  decis ionmaking,  i n  

a d d i t i o n  t o  more g e n e r a l  i s s u e s  i n  h e a l t h  care technology assessment .  

Examples i n c l u d e  a n a l y s i s  of t h e  op t ima l  rates o f  d i f f u s i o n  and obsolescence  

of  innovat ion;  t h e  v a l u e  o f  d i a g n o s t i c  i n fo rma t ion  i n  r educ ing  p a t i e n t  a n x i e t y  

o r  i n c r e a s i n g  s a t i s f a c t i o n ;  t h e  r e l a t i o n s h i p  between s p e c i f i c  outcomes and 

m u l t i p l e  d i a g n o s t i c  tes ts ;  and t h e  effect  o f  new technology on t h e  

p r o d u c t i v i t y ,  incomes, and s p e c i a l t y  mix o f  p h y s i c i a n s .  


A l t e r n a t i v e  De l ive ry  Systems: 


The h e a l t h  care market is  c h a r a c t e r i z e d  by new and r a p i d l y  deve loping  d e l i v e r y  

systems and c o s t  management. S t u d i e s  are r e q u i r e d  t h a t  e x p l o r e  t h e  

development o f  H M O s ,  p r e f e r r e d  p r o v i d e r  o r g a n i z a t i o n s  ( P P O s ) ,  ambulatory 

s u r g e r y  and f r e e s t a n d i n g  emergencylurgent  care c e n t e r s ,  m u l t i h o s p i t a l  systems, 

and t h e i r  e f fec ts  on c o s t  and q u a l i t y  o f  care and access t o  care. 


Hea l th  Care and t h e  E l d e r l y :  


A s  America's e l d e r l y  popu la t ion  i n c r e a s e s ,  t h e  need f o r  i n s t i t u t i o n a l  and 

community-based s e r v i c e s  for t h e s e  i n d i v i d u a l s  i s  l i k e l y  t o  grow. S t u d i e s  are 

r e q u i r e d  t o  a d d r e s s  a v a r i e t y  o f  q u e s t i o n s ,  i n c l u d i n g  t h e  e f fec t  of  reduced 

growth o f  n u r s i n g  home beds on access t o  care; t h e  main de t e rminan t s  a f f e c t i n g 

admission t o  n u r s i n g  homes; t h e  e f f e c t i v e n e s s  o f  case-based reimbursement i n  

c o n t a i n i n g  n u r s i n g  home c o s t s ;  and t h e  c o s t s  o f  formal  and informal  care f o r  

per sons  wi th  Alzhe imer ' s  d i s e a s e  and r e l a t e d  dement ias .  


Cost and Financing  I s s u e s  o f  AIDS: 


The economics o f  AIDS i s  p a r t  o f  a l a r g e r  NCHSR agenda f o r  h e a l t h  s e r v i c e s  

r e s e a r c h  on t h i s  major medical  problem. Examples o f  i s s u e s  t h a t  need s t u d y 

i n c l u d e  p r o j e c t i o n  o f  n a t i o n a l  c o s t s  and e x p e n d i t u r e s  f o r  AIDS; changes i n  

v a r i o u s  sou rces  o f  payment f o r  AIDS care; t h e  c o s t  e f f e c t i v e n e s s  o f  v a r i o u s  

t r e a t m e n t  m o d a l i t i e s ;  v a r i a t i o n  i n  t r e a t m e n t  c o s t s  by r eg ion ,  r i s k  f a c t o r s ,  

age ,  gender ,  and socioeconomic v a r i a b l e s ;  i n d i r e c t  c o s t s  o f  AIDS; f a c t o r s  

a f f e c t i n g  t h e  a v a i l a b i l i t y  o f  i n su rance  coverage;  and a v a i l a b i l i t y  and 

w i l l i n g n e s s  o f  h e a l t h  care p r a c t i t i o n e r s  t o  t r e a t  AIDS. 


Consumer-Oriented Heal th  Care: 


An environment t h a t  encourages compe t i t i on  r e q u i r e s  i n c r e a s i n g l y  informed 

consumer d e c i s i o n s .  Research is  needed on how t h e  a v a i l a b i l i t y  o f  s e r v i c e s  i n  

h o s p i t a l s  f o r  d i f f e r e n t  popu la t ion  groups i s  in f luenced  by l o c a l  market 

compe t i t i on ;  t h e  e x t e n t  t h a t  r e g u l a t i o n  c o n t r i b u t e s  t o  i n c r e a s e d  c o s t s  o f  

h e a l t h  care and r educes  a g g r e s s i v e  p r i c e  compe t i t i on  i n  t h e  market f o r  

s e r v i c e s ;  and t h e  e f fec t  t h a t  an i n c r e a s e d  supply  o f  p h y s i c i a n s  h a s  on t h e  

p r i c e  and u s e  o f  p h y s i c i a n  s e r v i c e s .  
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APPLICATION AND REVIEW PROCEDURES 

A p p l i c a t i o n s  may be  submi t ted  by any p u b l i c  o r  p r i v a t e  n o n p r o f i t  i n s t i t u t i o n  
o r  u n i t  o f  S t a t e  o r  l o c a l  government.  A p p l i c a t i o n s  must be  submi t ted  on 
P u b l i c  Hea l th  S e r v i c e  Form 398, Grant  A p p l i c a t i o n ,  except  f o r  a p p l i c a t i o n s
from S t a t e  and l o c a l  governments.  The l a t t e r  are r e q u i r e d  t o  submit Grant 
A p p l i c a t i o n  Form PHS 5161-1. 

I 

Materials f o r  a p p l i c a t i o n s  are a v a i l a b l e  from: 

John D .  G a l l i c c h i o  

Chief ,  Review and Advisory S e r v i c e s  Program

Nat iona l  Center  f o r  Heal th  S e r v i c e s  Research 


and Hea l th  Care Technology Assessment 
5600 F i s h e r s  Lane, Room 18A-20 
Rockv i l l e ,  Maryland 20857 
Telephone: ( 3 0 1 )  443-3091 

The a p p l i c a n t  should  check t h e  box on t h e  PHS 398 a p p l i c a t i o n s  form’s face 
s h e e t  ( l i n e  21, i n d i c a t i n g  t h a t  t h e  p roposa l  i s  i n  response  t o  an  NCHSR 
program n o t e  and p r i n t  “MCHSR Role o f  Market Forces”  nex t  t o  t h e  checked box. 

The schedu le  f o r  submission and review o f  t h e  a p p l i c a t i o n  i s :  

Study
N I H I D R G  sect i o n  E a r l i e s t  
Submission Review Counci l  Review S t a r t  Date 

June  1 October  February March 1 
October  1 March June  J u l y  1 
February  1 June  September September 30 

The o r i g i n a l  and s i x  c o p i e s  of  t h e  a p p l i c a t i o n  should  be  s e n t  o r  d e l i v e r e d  t o :  

Na t iona l  I n s t i t u t e s  o f  Heal th  
D i v i s i o n  o f  Research Gran t s  
Room 240, Westwood Bu i ld ing
Bethesda,  Maryland 20892rn 

NCHSR 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  are  g e n e r a l l y  reviewed f o r  s c i e n t i f i c  and 
t e c h n i c a l  mer i t  by a review pane l  o r  s t u d y  s e c t i o n  comprised o f  non-Federal  
e x p e r t s .  Each a p p l i c a t i o n  w i l l  be  reviewed accord ing  t o  t h e  fo l lowing
c r i t e r i a  : 

t h e  s i g n i f i c a n c e  and o r i g i n a l i t y  o f  t h e  p r o j e c t  from a s c i e n t i f i c  
and t e c h n i c a l  viewpoint  

t h e  adequacy o f  t h e  methodology proposed t o  c a r r y  o u t  t h e  p r o j e c t  

t h e  a v a i l a b i l i t y  o f  d a t a  and t h e  adequacy o f  t h e  d a t a  c o l l e c t i o n  
p l a n  

t h e  a p p r o p r i a t e n e s s  o f  t h e  work p l a n  and t h e  schedule  f o r  
o r g a n i z i n g  and complet ing t h e  p r o j e c t  

t h e  q u a l i f i c a t i o n s  o f  t h e  p r i n c i p l e  i n v e s t i g a t o r ( s 1  and s ta f f  

t h e  adequacy of  t h e  f a c i l i t i e s  a v a i l a b l e  t o  c a r r y  o u t  t h e  p r o j e c t  

t h e  r easonab leness  of  t h e  budget 

t h e  adequacy o f  t h e  proposed p r o t e c t i o n  o f  human and animal  
s u b j e c t s  

A p p l i c a t i o n s  d e a l i n g  wi th  technology assessment  and exceeding  $ 5 0 , 0 0 0  i n  
d i r e c t  c o s t s  r e q u i r e  c o n s u l t a t i o n  by NCHSR wi th  t h e  Na t iona l  Advisory Counci l  
on Hea l th  Care Technology Assessment b e f o r e  funding  d e c i s i o n s  are made. 

INQUIRIES 

F u r t h e r  program in fo rma t ion  may be  ob ta ined  from: 
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I r a  E. Raskin,  Ph.D. 

Chie f ,  Cost and Financing  C l u s t e r  

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

Nat iona l  Center  f o r  Hea l th  S e r v i c e s  Research 


and Hea l th  Care Technology Assessment 
5600 F i s h e r s  Lane, Room 18A-19 
R o c k v i l l e ,  Maryland 20857 

STUDIES ON THE PATHOPHYSIOLOGY OF NEUTROPENIAS AND THE MECHANISMS OF ACTION OF 
COLONY STIMULATING FACTORS 

P.T. 34; K.W. 0765035, 0755020, 0715015 

N a t i o n a l  I n s t i t u t e  o f  A l l e rgy  and I n f e c t i o u s  Di seases  

The Immunology, A l l e r g i c  and Immunologic Diseases Program ( I A I D P )  o f  t h e  
Na t iona l  I n s t i t u t e  o f  A l l e r g y  and I n f e c t i o u s  Diseases, a component of t h e  
Na t iona l  I n s t i t u t e  o f  Hea l th ,  i n v i t e s  g r a n t  a p p l i c a t i o n s  (ROls o r  R29s) f o r  
suppor t  of b a s i c  and p r e c l i n i c a l  s t u d i e s  i n  t h e  a r e a  o f  n e u t r o p h i l  b i o l o g y .  

BACKGROUND INFORMATION 

Abnormally low l e v e l s  o f  c i r c u l a t i n g  n e u t r o p h i l i c  g r a n u l o c y t e s  and t h e i r  bone 
marrow p r e c u r s o r  e l emen t s  r e p r e s e n t  t h e  e x p r e s s i o n  o f  a group o f  hemato logic
d i s o r d e r s  a s s o c i a t e d  wi th  a m u l t i p l i c i t y  and v a r i e t y  o f  c a u s e s  and p o t e n t i a l
f a c t o r s .  Reduct ions  i n  t h e  numbers o f  g r a n u l o c y t e s  may be  c o n g e n i t a l  i n  
o r i g i n  o r  t r a c e d  t o  adve r se  e f f e c t s  fo l lowing  exposure t o  t o x i c  chemica ls  and 
r a d i a t i o n ;  i d i o s y n c r a t i c  drug r e a c t i o n s ;  f a i l u r e  o f  p roduc t ion ,  ma tu ra t ion  o r  
r e l e a s e  from bone marrow; leukemic p r o c e s s e s ,  and s e v e r e  pyogenic  i n f e c t i o n .  
However, an a r b i t r a r y  c l a s s i f i c a t i o n  p r i m a r i l y  based upon a s s o c i a t i o n s  does  
n o t  d e f i n e  or e x p l a i n  e x a c t  e t i o l o g i c  and p a t h o g e n e t i c  mechanisms i n  a l l  
i n s t a n c e s .  

E l u c i d a t i o n  o f  t h e  unique pa thophys io logy  o f  i n d i v i d u a l  syndromes i n  t h e  
spectrum o f  n e u t r o p e n i c  d i s o r d e r s  can be expec ted  t o  g e n e r a t e  impor tan t  b a s i c  
b iomedica l  i n fo rma t ion  o f  d i r e c t  c l i n i c a l  r e l e v a n c e .  Thus t h e  t r a n s l a t i o n  and 
a p p l i c a t i o n  o f  b a s i c  s t u d i e s  aimed a t  t h e  development o f  improved methods f o r  
t h e  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  n e u t r o p e n i a s  r e p r e s e n t  an 
impor tan t  goa l  o f  t h e s e  s t u d i e s .  A d d i t i o n a l l y  p e r t i n e n t ,  r e c e n t  advances i n  
s t u d i e s  on t h e  b io logy  and chemis t ry  of hematopo ie t i c  c y t o k i n e s  o f f e r  unique
o p p o r t u n i t i e s  t o  u t i l i z e  such emerging knowledge t o  f u r t h e r  unde r s t and ing  o f  
g r a n u l o c y t e  r e l a t e d  mechanisms. Genera t ion  o f  r e s e a r c h  d a t a  on colony
s t i m u l a t i n g  f a c t o r s  (CSFs) a p p l i c a b l e  t o  t h e  c o n t r o l  o f  pa thophys io log ic  
p r o c e s s e s  r e s p o n s i b l e  f o r  n e u t r o p e n i c  d i s o r d e r s  r e p r e s e n t s  a n o t h e r  impor tan t
g o a l  o f  i n v e s t i g a t i o n .  

The genes which encode t h e  major human CSFs have been c loned  and s u f f i c i e n t  
q u a n t i t i e s  o f  recombinant CSFs are now a v a i l a b l e  f o r  f u r t h e r  c h a r a c t e r i z a t i o n .  
The p o s s i b i l i t i e s  f o r  i n v e s t i g a t i n g  t h e  p h y s i o l o g i c  r o l e  o f  growth f a c t o r s  and 
t h e  mechanisms o f  t h e i r  a c t i o n s  are enormous. However such s t u d i e s  may l a g
behind  t h e  c l i n i c a l  a p p l i c a t i o n s  of CSF t h e r a p y  t o  t r e a t  c y t o p e n i a s  of v a r i o u s  
k i n d s ,  e . g . ,  AIDS a s s o c i a t e d  n e u t r o p e n i a ,  as well as i n f e c t i o u s ,  autoimmune,
t o x i c  and g e n e t i c  g ranu locy topen ic  syndromes. 

I n  v i t r o ,  recombinant  granulocyte-macrophage co lony  s t i m u l a t i n g  f a c t o r  
(GM-CSF) h a s  been shown t o  e x p r e s s  b i o l o g i c  a c t i v i t i e s  s imilar  t o  t h a t  o f  
GM-CSF p u r i f i e d  from a T-lymphoblast c e l l  l i n e .  T h i s  c y t o k i n e  m a n i f e s t s  a 
wide v a r i e t y  o f  i n  v i t r o  a c t i v i t i e s  i n c l u d i n g  t h e  i n d u c t i o n  of myeloid c e l l  
p r o l i f e r a t i o n ,  modulat ion o f  n e u t r o p h i l  mig ra t ion ,  p o t e n t i a t i o n  o f  
ant ibody-dependent  c e l l u l a r  c y t o t o x i c i t y  ( A D C C ) ,  augmentat ion of n e u t r o p h i l
o x i d a t i v e  metabolism, and phagocy tos i s .  S ince ,  i n  v ivo ,  CSFs e x e r t  t h e i r  
b i o l o g i c  a c t i v i t i e s  i n  l i m i t e d  and s p e c i f i c  microenvironments  and are n o t  
normally p r e s e n t  i n  s i g n i f i c a n t  amounts i n  t h e  c i r c u l a t i o n ,  t h e  t h e r a p e u t i c
e x p l o i t a t i o n  o f  t h e s e  compounds w i l l  r e q u i r e  a thorough unde r s t and ing  o f  bo th  
t h e i r  l o c a l  and sys t emic  p r o p e r t i e s .  

Recen t ly ,  recombinant GM-CSF h a s  a l s o  been used c l i n i c a l l y  t o  t r ea t  b o t h  
neu t ropen ia  a s s o c i a t e d  w i t h  AIDS and p a t i e n t s  w i th  mye lodysp la s t i c  syndromes.
The s h o r t  term, con t inuous  i n f u s i o n  o f  GM-CSF produced no s e r i o u s  s i d e  e f f e c t s  
and l e d  t o  hemato logic  improvement. However, t h e  neu t ropen ia  r e t u r n e d  soon 
a f t e r  t h e  c e s s a t i o n  of  t r e a t m e n t ,  i n d i c a t i n g  t h a t  l ong  term a d m i n i s t r a t i o n  of 
recombinant c y t o k i n e s  may be r e q u i r e d  t o  r e v e r s e  some n e u t r o p e n i c  d i s e a s e s .  
A d d i t i o n a l l y  p e r t i n e n t  is  t h e  marked prominence o f  morb id i ty  and m o r t a l i t y
a s s o c i a t e d  w i t h  t h e  e x p r e s s i o n  of h igh  l e v e l s  o f  GM-CSF gene a c t i v i t y  i n  
GM-CSF t r a n s g e n i c  mice. Thus it is impor tan t  t o  f u l l y  c h a r a c t e r i z e  t h e  i n  
v ivo  p r o p e r t i e s  and mechanisms o f  a c t i o n  of CSFs t o  op t imize  t h e  p o t e n t i a l  of 
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t h e i r  t h e r a p e u t i c  e f f e c t i v e n e s s  and t o  e s t a b l i s h  c r i t e r i a  and g u i d e l i n e s  f o r  

t h e  t r e a t m e n t  o f  n e u t r o p e n i a s  w i t h  CSFs on a r a t i o n a l  b a s i s .  


RESEARCH GOALS AND SCOPE 


The 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  ( N I A I D )  is  

s o l i c i t i n g  i n v e s t i g a t o r  i n i t i a t e d  r e g u l a r  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  t h a t  are 

des igned  t o  i n c r e a s e  knowledge o f  t h e  e t i o l o g y  o f  c l i n i c a l  g r a n u l o c y t o p e n i a s  Q 


and t o  c h a r a c t e r i z e  t h e  mechanisms o f  a c t i o n  o f  CSFs. I n v e s t i g a t i o n s  may

i n c l u d e  b u t  are n o t  l i m i t e d  t o :  


1 .  	Product ion  o f  animal models o f  autoimmune, t o x i c  and g e n e t i c
g r a n u l o c y t o p e n i a s  and o f  g e n e t i c  models o f  "low" and "high"
producers  o f  CSFs. 

2. C h a r a c t e r i z a t i o n  o f  t h e  e t i o l o g y  o f  human n e u t r o p e n i a s .  

3. Mechanisms o f  CSF a c t i o n s  on stem c e l l s ,  d e t e r m i n a t i o n  of  t h e  
a c t i v e  sites on CSF molecules  and c h a r a c t e r i z a t i o n  o f  s p e c i f i c  CSF 
r e c e p t o r s  and t h e i r  genes .  

4. I d e n t i f i c a t i o n  o f  f a c t o r s  which b ind  t o  g r a n u l o c y t e s  ( o t h e r  t h a n  
CSFs) which are  involved  i n  g r a n u l o c y t o p e n i a s .  

5 .  	E v a l u a t i o n  o f  t h e  effect  o f  l o n g  term a d m i n i s t r a t i o n  o f  recombinant 
CSFs on animal o r  human t i s s u e s .  

6 .  	C h a r a c t e r i z a t i o n  o f  g r a n u l o c y t e  s u r f a c e  a n t i g e n s  and t h e  
development o f  s e r o l o g i c  t e s t  f o r  a n t i - g r a n u l o c y t e  a n t i b o d i e s .  

MECHANISMS OF SUPPORT 


The mechanism o f  s u p p o r t  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  p r o j e c t  g r a n t  (Rol l 

and t h e  F i r s t  Independent Research Support and T r a n s i t i o n  (FIRST) award (R29). 

P o l i c i e s  t h a t  govern r e s e a r c h  g r a n t  programs of t h e  N a t i o n a l  I n s t i t u t e s  of 

H e a l t h  w i l l  p r e v a i l .  The award o f  g r a n t s  pursuant  t o  t h i s  announcement is  

c o n t i n g e n t  upon r e c e i p t  o f  h i g h l y  o r i g i n a l  p r o p o s a l s  o f  h i g h  s c i e n t i f i c  merit , 

r e s p o n s i v e n e s s  t o  t h i s  announcement, r e l e v a n c e  t o  t h e  program, and t h e  

a v a i l a b i l i t y  of  a p p r o p r i a t e d  funds .  


APPLICATION AND REVIEW PROCEDURES 


A p p l i c a n t s  should  u s e  t h e  s t a n d a r d  r e s e a r c h  g r a n t  a p p l i c a t i o n  form PHS 398 

(Rev. 9 / 8 6 ] .  For purposes  o f  i d e n t i f i c a t i o n  and p r o c e s s i n g ,  check y e s  on 

i t e m  2 o f  t h e  f a c e  page and e n t e r  t h e  t i t l e :  "STUDIES ON THE PATHOPHYSIOLOGY 

OF NEUTROPENIAS AND THE ACTIONS OF CSFs". There are t h r e e  r e c e i p t  d a t e s  f o r  

new a p p l i c a t i o n s :  February 1 ,  June  1 ,  and October 1 .  A l l  a p p l i c a t i o n s  w i l l  

be a s s i g n e d  by t h e  D i v i s i o n  o f  Research Grants  f o r  review accord ing  t o  t h e  N I H  

p r o c e s s  f o r  r e g u l a r  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 .  A p p l i c a t i o n s  recommended f o r  

approval  w i l l  compete f o r  a v a i l a b l e  funds  w i t h  a l l  o t h e r  approved a p p l i c a t i o n s 

a s s i g n e d  t o  t h e  N I A I D .  The o r i g i n a l  and s i x  c o p i e s  o f  t h e  a p p l i c a t i o n  should  

be submi t ted  t o :  


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

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

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

Bethesda,  Maryland 20892xX 


A p p l i c a n t s  are r e q u e s t e d  t o  a d d r e s s  programmatic i s s u e s  and m a i l  a copy o f  t h e  

face page t o :  


Danie l  I .  M u l l a l l y ,  M . D . ,  M.P.H. 

Program Officer 

C l i n i c a l  Immunology and 


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

and I n f e c t i o u s  D i s e a s e s  
Westwood B u i l d i n g ,  Room 754 
Bethesda,  Maryland 20892 

Requests  f o r  a d d i t i o n a l  i n f o r m a t i o n  o r  q u e s t i o n s  r e g a r d i n g  t h i s  program may be 
d i r e c t e d  t o  D r .  M u l l a l l y  a t  t h e  a d d r e s s  above. 
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PATHOPHYSIOLOGICAL MECHANISMS OF ENTEROPATHOGENIC VIRUSES 

P.T. 34; K.W. 0765035, 1002045, 0785055 

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 

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

I .  Background 

The p a t h o g e n e s i s  and epidemiology of d i s e a s e  caused by t h e  i n t e r a c t i o n  o f  
e n t e r o p a t h o g e n i c  v i r u s e s  w i t h  t h e  v a r i o u s  c e l l s  o f  t h e  i n t e s t i n e  h a s  n o t  been 
e l u c i d a t e d  f o r  most v i r u s e s .  Y e t  th roughout  t h e  world,  v i r a l  g a s t r o e n t e r i t i s
a f f l i c t s  m i l l i o n s  o f  i n d i v i d u a l s  o f  a l l  a g e s  every  y e a r .  I n  t h e  U.S. and 
o t h e r  developed c o u n t r i e s  where b a c t e r i a l  i n f e c t i o n s  o f  t h e  g a s t r o i n t e s t i n a l
t r ac t  are less p r e v a l e n t ,  t h e  v i r a l  a g e n t s  a r e  a s p e c i a l  problem. Where 
s t u d i e d ,  t h e y  can  c a u s e  s e v e r e  l i f e - t h r e a t e n i n g  d i a r r h e a ,  vomi t ing  and 
d e h y d r a t i o n  i n  i n f a n t s ,  and a d i a r r h e a  and vomit ing syndrome i n  o l d e r  c h i l d r e n  
and a d u l t s  Chat i n t e r f e r e s  w i t h  work, school  and p l a y .  Although p r o g r e s s  h a s  
been achieved  w i t h  t h e  development of some r o t a v i r u s  v a c c i n e  c a n d i d a t e s ,  more 
r a p i d  p r o g r e s s  is a n t i c i p a t e d  when t h e  p a t h o g e n e s i s  and mechanisms o f  immunity
have been d e f i n e d  f o r  a l l  groups of enteropathogenic  v i r u s e s .  

11. Research O b j e c t i v e s  and Scope 

The 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  ( N I A I D )  i n v i t e s  
a p p l i c a t i o n s  f o r  r e s e a r c h  g r a n t s  on v i r a l  i n f e c t i o n s  o f  t h e  bowel a s  p a r t  o f  
i t s  c o n t i n u i n g  program i n  suppor t  o f  r e s e a r c h  i n  i n f e c t i o u s  e n t e r i c  d i s e a s e s .  
A p p l i c a t i o n s  should  f o c u s  on t h e  r o l e  o f  any one o r  combinat ion o f  t h e  
f o l l o w i n g  human e n t e r o p a t h o g e n i c  v i r u s e s :  t y p e  A and t y p e  B r o t a v i r u s ,
Norwalk v i r u s  and 27nm small round v i r u s e s ,  a s t r o v i r u s ,  c a l i c i v i r u s ,
c o r o n a v i r u s ,  and e n t e r i c  adenovi rus .  Other u n c l a s s i f i e d  v i r a l - l i k e  a g e n t s  are 
n o t  t o  b e  exc luded .  Experimental  models o f  animal e n t e r i c  v i r u s e s  are a l s o  
encouraged. 

More s p e c i f i c a l l y ,  in format ion  i s  sought  on v i r a l  r e c e p t o r s ,  i n t r a c e l l u l a r  
v i r u s  r e p l i c a t i o n ,  v i r a l  effects  on e n t e r o c y t e  metabolism, mechanisms o f  t h e  
s e c r e t o r y  d i a r r h e a ,  h o s t  immune r e s p o n s e s  ( s h o r t  and long- te rm) ,  and 
ep idemiologica l  s t u d i e s  t h a t  c l a r i f y  t h e  t r a n s m i s s i o n  parameters .  Proposed
i n v e s t i g a t o r - i n i t i a t e d  r e s e a r c h  can e x p l o r e  t h e  mechanisms o f  e n t e r i c  v i r u s  

IilJ 	 p a t h o g e n e s i s  i n  v i t r o ,  i n  animal models, o r  i n  man. D i a g n o s t i c  r e a g e n t s  and 
a s s a y s  f o r  i n v e s t i g a t i o n s  o f  many of t h e  human e n t e r i c  v i r u s e s  w i l l  soon be 
a v a i l a b l e  from t h e  CDC under an  I n t e r a g e n c y  Agreement sponsored by t h e  N I A I D .  
Recommendations f o r  t h i s  program announcement o r i g i n a t e d  i n  an  N I A I D / N I D D K
sponsored conference  e n t i t l e d ,  "Prospec ts  f o r  E f f e c t i v e  Non-Antimicrobial  
A n t i d i a r r h e a l  Agents" h e l d  a t  t h e  N I H ,  May 8-9, 1986. Advances i n  molecular  
v i r o l o g y ,  r e c e n t  c u l t i v a t i o n  and d i a g n o s i s  o f  s e v e r a l  human e n t e r i c  v i r u s e s ,
and development o f  u s e f u l  animal models provide  a s c i e n t i f i c  b a s i s  f o r  t h i s  
i n i t i a t i v e  . 
111. Review Procedures  

A p p l i c a t i o n s  i n  response  t o  t h i s  announcement w i l l  be  reviewed on a 
nat ion-wide b a s i s  i n  compet i t ion  w i t h  o t h e r  a p p l i c a t i o n s  and i n  accordance 
w i t h  t h e  u s u a l  N a t i o n a l  I n s t i t u t e s  o f  Heal th  p e e r  review procedures .  The 
i n i t i a l  review f o r  s c i e n t i f i c  and t e c h n i c a l  merit 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 Grants ,  N I H ;  secondary review w i l l  
be by 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  Advisory
Counci l .  Funding d e c i s i o n s  w i l l  be  based upon r e l a t i v e  s c i e n t i f i c  meri t ,  
program r e l e v a n c e ,  and t h e  a v a i l a b i l i t y  of a p p r o p r i a t e d  funds .  

I V .  Mechanisms o f  Support  ( L i s t e d  by Grant Code) 

R01 Research P r o j e c t  ( T r a d i t i o n a l )  R29 F i r s t  Independent Research Support  and 
T r a n s i t i o n  (FIRST) Award R43 Small  Bus iness  Innovat ion  Research Grants  (SBIR)
F32 P o s t d o c t o r a l  I n d i v i d u a l  N a t i o n a l  Research S e r v i c e  Award KO4 Modified 
Research Career Development Award K O 8  C l i n i c a l  I n v e s t i g a t o r  Award K11 
P h y s i c i a n  S c i e n t i s t  Award ( I n d i v i d u a l )  N43 Small  Bus iness  Innovat ion  Research 
- Phase I ( C o n t r a c t )  PO1 Research Program P r o j e c t s  

V. A p p l i c a t i o n  Procedure 

A p p l i c a t i o n s  w i l l  be accepted  on an i n d e f i n i t e  b a s i s  i n  accordance w i t h  t h e  
r e c e i p t ,  I n i t i a l  Review Group, N a t i o n a l  Advisory Counci l ,  and ea r l i e s t  

*d 	 p o s s i b l e  beginning  d a t e s  s p e c i f i e d  i n  t h e  a p p l i c a t i o n  k i t .  On t h e  f irst  
( face)  page, i t e m  2,  of t h e  a p p l i c a t i o n ,  t h e  rrYes'l should be checked and t h e  
p h r a s e  "RESPONSE TO N I A I D  ANNOUNCEMENT ON THE PATHOPHYSIOLOGICAL MECHANISMS OF 
ENTEROPATHOGENIC VIRUSES" should  be typed  i n  t h e  space provided .  
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The o r i g i n a l  and s i x  c o p i e s  o f  t h e  a p p l i c a t i o n  should  be s e n t  o r  d e l i v e r e d  t o :  

A p p l i c a t i o n s  Rece ip t  O f f  i c e  
D i v i s i o n  of Research Gran t s  
Na t iona l  I n s t i t u t e s  o f  Hea l th  
Westwood Bu i ld ing ,  Room 240 
Bethesda,  Maryland 20892XX 

V I .  S t a f f  Contac t  

For f u r t h e r  i n fo rma t ion  concern ing  t h i s  announcement and t h e  mechanisms o f  
f o r  r e s e a r c h ,  i n v e s t i g a t o r s  encouraged t osuppor t  are 


George C u r l i n ,  M . D .  

Microbiology and I n f e c t i o u s  Diseases Program


N I A I D ,  N I H  
Westwood B u i l d i n a .  Room 749 
Bethesda,  MarylaGd 20892 
Telephoner ( 3 0 1 )  496-8362 

o r  

W i l l i a m  P .  A l l en ,  Ph.D. , Chief  
Bac te r io logy  and Viro logy  Branch 

MIDP, N I A I D ,  N I H  
Westwood Bu i ld ing ,  Room 736 
Bethesda,  Maryland 20892 
Telephone: ( 3 0 1 )  496-7728 

c o n t a c t :  

A p p l i c a t i o n s  o r i e n t e d  towards  epidemiology and c l i n i c a l  s t u d i e s  should  be 
mai led  t o  D r .  C u r l i n ,  and t h o s e  o r i e n t e d  towards  b a s i c  r e s e a r c h  should  be 
mai led  t o  D r .  A l l e n .  

Support  is a u t h o r i z e d  by t h e  P u b l i c  Hea l th  S e r v i c e  Act,  P u b l i c  Law 78-410,  as 
amended. The Ca ta log  o f  Fede ra l  Domestic A s s i s t a n c e  c i t a t i o n  is Sec .  1 3 . 8 5 6 ,
Microbiology and I n f e c t i o u s  Di seases  Research .  Awards w i l l  be 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. Fede ra l  Regu la t ions  42 CFR P a r t  5 2  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  t h e  in t e rgove rnmen ta l  l i s t .  
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XXTHE MAILING ADDRESS GIVEN FOR SENDING APPLICATIONS TO THE DIVISION OF. 
RESEARCH GRANTS OR CONTACTING PROGRAM STAFF I N  THE WESTWOOD B U I L D I N G  I S  THE 
CENTRAL MAILING ADDRESS FOR THE NATIONAL INSTITUTES OF HEALTH. APPLICANTS WHO 
USE EXPRESS MAIL OR A COURIER SERVICE ARE ADVISED TO FOLLOW THE CARRIER'S 
REQUIREMENTS FOR SHOWING A STREET ADDRESS. THE ADDRESS FOR THE WESTWOOD 
B U I L D I N G  I S :  

5333 Westbard Avenue 
Bethesda,  Maryland 20816 
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