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NOTICES OF AVAILABILITY (RFPs AND RFAsl 

A REPOSITORY OF MOUSE MODELS FOR CYTOGENETIC DISORDERS 

RFP AVAILABLE: NICHD-CRMC-91-01 
W 

P.T. 34; K.W. 1002002, 1002019 

Nat ional  I n s t i t u t e  o f  Chi ld  Health and Human Development 

The Nat ional  I n s t i t u t e  o f  Chi ld  Health and Human Development ( N I C H D )  is 
seeking proposa ls  from o rgan iza t ions  t o  cont inue developing a r e p o s i t o r y  f o r  
t h e  product ion,  maintenance, and d i s t r i b u t i o n  o f  aneuploid mice with a primary
emphasis on t r isomy s i x t e e n  (16) .  The organiza t ion  w i l l  be r e spons ib l e  f o r  
r e f i n i n g  methodologies t o  produce segmental ( p a r t i a l )  t r i s o m i e s  and improving
t h e  product ion of chimeric  mice with a t r i somic  16 component. The s e l e c t e d  
source  w i l l  be r equ i r ed  t o  breed var ious  s t r a i n s  of  mice t o  produce t r i s o m i c  
o r  monosomic embryos with emphasis on chromosome 16, cont inue developing t h e  
process  of  f r eez ing ,  rescuing,  and reimplant ing embryos i n t o  pseudo-pregnant
mice, cont inue development o f  methods t o  improve t h e  product ion of chimeric  
mice with a t r i s o m i c  component, and d i s t r i b u t e  t h e  mice t o  r eques to r s .  

The Request f o r  Proposals  (RFP) w i l l  be i ssued  on or about November 1,  1990. 
Proposals  w i l l  be due January 15, 1991, no l a t e r  than  4r00 p.m. (Local T i m e ) .
Organizat ions d e s i r i n g  a copy o f  t h e  s o l i c i t a t i o n  may send t h e i r  w r i t t e n  
r eques t s  t o  t h e  fol lowing address:  

Mrs. Dorothy McKelvin 
N I H ,  NICHD, OGC, CMB 
9000 Rockvil le  Pike 
Executive Plaza North, Room 515 

Bethesda, MD 20892 

Telephoner (301) 496-4611 


A l l  r eques t s  must c i t e  t h e  RFP number above and include two se l f -addressed  

mail ing l a b e l s .  A l l  sources  who cons ider  themselves q u a l i f i e d  are encouraged

t o  submit proposa ls .  The I n s t i t u t e  p l ans  t o  make one award from t h i s  

s o l i c i t a t i o n .  


INSULIN. I N  SULIN RESISTANCE, HYPERGLYCEMIA AND CARDIOVASCULAR DISEASE:  FIELD
TERS. COORDINATING CENTER AND CENTRAL LABORATORIES 

RFA AVAILABLE: HL-91-03-P 

P.T. 34; K.W. 0715075, 0715040, 0755018 

Nat ional  Heart, Lung, and Blood I n s t i t u t e  

A p p l i c a t i o n  R e c e i p t  Date: A p r i l  5 ,  1991 

The C l i n i c a l  and Genetic Epidemiology Branch o f  t h e  Div is ion  o f  Epidemiology
and C l i n i c a l  Applicat ions,  Nat ional  Heart, Lung, and Blood I n s t i t u t e  (NHLBI) ,  
announces t h e  a v a i l a b i l i t y  o f  a Request f o r  Appl ica t ions  (RFA) on t h e  above 
sub jec t  . 
This  program w i l l  support  epidemiologic and c l i n i c a l  i n v e s t i g a t o r s  and 
suppor t ing  s ta f f  t o  c o l l a b o r a t i v e l y  p lan  and e x e c u t e ' a  s tudy  t o  assess t h e  
r e l a t i o n s h i p s  o f  i n s u l i n  and i n s u l i n  r e s i s t a n c e  t o  card iovascular  d i s e a s e  
(CVD) and i ts  r i s k  f a c t o r s  over a range o f  glucose t o l e r a n c e  from normal t o  
ove r t  d i abe te s .  Major aims of  t h e  s tudy  are t o  employ a common pro tocol  t o  
assess t h e  a s s o c i a t i o n s  o f  i nc reas ing  concent ra t ions  o f  glucose and changing
l e v e l s  o f  i n s u l i n  and i n s u l i n  r e s i s t a n c e  with l e v e l s  o f  o t h e r  CVD r i s k  f a c t o r s  
and prevalence of CVD, us ing  a population-derived, s t r a t i f i e d  sample so t h e r e  
are adequate numbers t o  assess v a r i a t i o n s  i n  ind iv idua l  CVD r i s k  f a c t o r s  and 
evidence of  d i s e a s e  over a range o f  glucose t o l e r a n c e  from normal through
over t  d i a b e t e s .  This  survey w i l l  provide i n s i g h t  i n t o  t h e  reasons  f o r  t h e  
changing r i s k  o f  CVD a t  i nc reas ing  glucose l e v e l s  and may he lp  t o  expla in  t h e  
apparent  d i f f e rence  i n  t h e  con t r ibu t ion  of hyperglycemia t o  t h e  r i s k  of C M  i n  
men and women. 

I n  view o f  t h e  s ize  o f  t h i s  s tudy and t h e  a n t i c i p a t i o n  t h a t  some needs w i l l  
no t  be i d e n t i f i e d  u n t i l  t h e  pro tocol  is developed, c e n t r a l  func t ions  of t h e  
c o l l a b o r a t i v e  a c t i v i t y ,  a Coordinating Center and a Cent ra l  Laboratory w i l l  be 
performed by or under t h e  d i r e c t i o n  o f  one or more of  t h e  examination c e n t e r s .  
Each F ie ld  Center app l i can t  is i n v i t e d  t o  apply t o  se rve  as one or more of 
t h e s e  support  u n i t s  f o r  t h e  s tudy .  A s epa ra t e  a p p l i c a t i o n  should be submit ted 
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f o r  each support  u n i t .  Appl icants  should d i s c u s s  t h e  s p e c i a l  func t ions  o f  any

proposed support  a c t i v i t y ,  inc luding  methodology and q u a l i t y  c o n t r o l  

assessment,  and provide an es t imated  time f o r  t h e  work t o  be completed. 


I n v e s t i g a t o r s  should be aware t h a t  N I H  r e q u i r e s  a p p l i c a n t s  t o  g ive  added 

a t t e n t i o n ,  where f e a s i b l e  and appropr i a t e ,  t o  t h e  inc lus ion  o f  m i n o r i t i e s  and 

women i n  s tudy popula t ions .  Gender and minor i ty  popula t ion  d i f f e r e n c e s  must V 

be  noted and analyzed whenever poss ib l e .  If m i n o r i t i e s  and/or women are not  

included i n  a given s tudy ,  a clear reason f o r  t h e i r  exc lus ion  must be 

provided. Merely inc luding  an a r b i t r a r y  number o f  minori ty  group and women 

p a r t i c i p a n t s  i n  a given s tudy  is  i n s u f f i c i e n t  t o  guarantee g e n e r a l i z a t i o n  o f  

r e s u l t s .  


I n t e r e s t e d  i n s t i t u t i o n s  may r eques t  copies  o f  t h e  RFA. 

t h e  RFA should be addressed t o :  


Pe te r  J .  Savage, M . D .  

C l i n i c a l  and Genet ic  Epidemiology Branch 

Divis ion  of  Epidemiology and C l i n i c a l  Appl ica t ions 

National  Heart, Lung, and Blood I n s t i t u t e  

Federal  Bui lding,  Room 300 

7550 Wisconsin Ave. 

Bethesda, MD 20892 

Telephone: (301)  496-4333 


bLZHEIMER'S DISEASE CENTER CORE GRANTS 


RFA AVAILABLEr AG-91-02 


P . T .  04; K.W. 0715180, 0710010, 0715138 


National  I n s t i t u t e  on Aging 


Letter of  I n t e n t  Receipt  Date: December 3, 1990 

Appl ica t ion  Receipt  Date: February 11 ,  1991 


BACKGROUND 

Requests for copies  o f  

The Nat ional  I n s t i t u t e  on Aging ( N I A )  is i n v i t i n g  a p p l i c a t i o n s  from q u a l i f i e d  
i n s t i t u t i o n s  f o r  Alzheimer's Disease Center Core g r a n t s  (ADCC),  which are -* 
designed t o  s e r v e  as shared r e sea rch  resources ,  t o  f a c i l i t a t e  r e sea rch  i n  
Alzheimer's d i s e a s e  ( A D ) .  The N I A  c u r r e n t l y  suppor ts  f i v e  ADCCs. Th i s  
one-time s o l i c i t a t i o n  is  designed t o  inc rease  t h e  number o f  ADCCs.  The N I A  
Alzheimer's Disease Centers  program is author ized  by t h e  Publ ic  Health Se rv ice  
A c t ,  Sec t ion  4 4 5 .  

A n  ADCC w i l l  provide support  f o r  co res ,  which are shared resources ,  t o  be used 
by ongoing and to-be-developed r e sea rch  p r o j e c t s .  An ADCC is  requi red  t o  have 
an admin i s t r a t ive ,  c l i n i c a l  , neuropathological ,  and educat ion and information 
t r a n s f e r  co re .  Addi t iona l  co res  can be proposed. Each ADCC w i l l  fund two 
p i l o t  r e sea rch  p r o j e c t s .  

ELIGIBILITY 

I n s t i t u t i o n s  e l i g i b l e  f o r  Center Core Grants (P30s) are those  a t  which t h e r e  
are ( 1 )  a t  leas t  t h r e e  p r i n i c i p a l  i n v e s t i g a t o r s  with any PHS agency g ran t  or 
comparable peer-reviewed r e sea rch  p r o j e c t  ( i nc lud ing  those  funded by S t a t e  
governments or p r i v a t e  foundat ions)  r e l a t e d  t o  Alzheimer's d i sease ,  each with 
a t  l eas t  two yea r s  o f  committed support  remaining a t  t h e  t i m e  of  app l i ca t ion ;  
o r  (2 )  one or more program p r o j e c t s  (PO11 g r a n t s  r e l a t e d  t o  AD, which a l s o  
have a t  least  two yea r s  o f  committed support  remaining. I n s t i t u t i o n s  t h a t  can 
demonstrate t h e  a b i l i t y  t o  launch such a r e sea rch  e f f o r t  are a l s o  e l i g i b l e .  

MECHANISM OF SUPPORT 

The support  mechanism f o r  t h i s  program w i l l  be t h e  Center Core Grant (P30).
I n v e s t i g a t o r s  may r eques t  up t o  f i v e  yea r s  o f  suppor t .  The i n t e n t  is  t o  fund 
up t o  f i v e  ADCC g r a n t s  i n  F i s c a l  Year 1991. The t o t a l  c o s t s  ( d i r e c t  p l u s
i n d i r e c t )  f o r  each ADCC are l i m i t e d  t o  $600,000 f o r  t h e  f irst  yea r .  

REVIEW PROCEDURES 

I n  prepar ing  proposa ls ,  i n s t r u c t i o n s  f o r  PHS Form 398 (10/88 r e v i s i o n )  and 
s p e c i f i c  supplemental  gu ide l ines  a v a i l a b l e  from N I A  program staff should be 
used. Proposals  judged by s t a f f  t o  be nonresponsive t o  t h e  RFA w i l l  be 
a d m i n i s t r a t i v e l y  withdrawn and r e tu rned  t o  t h e  app l i can t  without review. 
Responsive proposa ls  may then  r ece ive  a pre l iminary  review by a subcommittee 
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of t h e  review panel  t o  e s t a b l i s h  those  a p p l i c a t i o n s  deemed t o  be compet i t ive .
Those judged noncompetit ive w i l l  be so designated,  and an abbrevia ted  summary 
s ta tement  no t ing  t h e  major areas o f  concern w i l l  be s e n t  t o  t h e  p r i n c i p a l
i n v e s t i g a t o r .  Appl ica t ions  judged t o  be competi t ive w i l l  be given f u l l  
review. Following review by t h e  i n i t i a l  review group, t h e  a p p l i c a t i o n s  w i l l  

.ri" 
be considered by t h e  Nat ional  Advisory Council on Aging. 

N I H  r e q u i r e s  a p p l i c a n t s  f o r  g r a n t s  t o  g ive  added a t t e n t i o n  (where f e a s i b l e  and 

appropr i a t e )  t o  t h e  inc lus ion  o f  women and m i n o r i t i e s  i n  s tudy popula t ions  and 

as u n i t s  of  a n a l y s i s .  If m i n o r i t i e s  and women are not  included i n  a s tudy 

populat ion,  a clear and convincing r a t i o n a l e  for t h e i r  exc lus ion  must be 

provided. 


Although not  a p r e r e q u i s i t e  f o r  applying, p o t e n t i a l  a p p l i c a n t s  are encouraged 

t o  submit t o  t h e  Chief ,  Dementias of  Aging, Neuroscience and Neuropsychology

of  Aging Program ("A), a t  t h e  address  ind ica t ed  below, a non-binding l e t t e r  

of  i n t e n t  t o  apply no la te r  than  December 3, 1990. The l e t t e r  of i n t e n t  

should inc lude  a b r i e f  d e s c r i p t i v e  t i t l e ,  t h e  names of  t h e  p r i n c i p a l 

i n v e s t i g a t o r ( s 1  and o the r  key i n v e s t i g a t o r s ,  and any o t h e r  p a r t i c i p a t i n g 

i n s t i t u t i o n s .  Appl ica t ions  must  be rece ived  by February 11,  1991 f o r  an 

earliest s t a r t  d a t e  o f  September 30, 1991. Applicants  are s t r o n g l y  encouraged 

t o  ob ta in  t h e  complete Request f o r  Appl ica t ions  (RFA) and supplemental 

information and t o  d i s c u s s  t h e i r  p l ans  wi th  and d i r e c t  any o the r  i n q u i r i r e s  

t o  : 


Chief,  Dementias o f  Aging

NNA, N I A ,  N I H  

Building 31, Room 5C35 

9000 Rockvi l le  Pike 

Bethesda, MD 20892 

Telephone: (301) 496-9350 

FAX: (301)  496-1494 


P4OF R O IOP s 
RFA AVAILABLE8 HL-91-02-H 

P.T. 34; K.W. 0715040, 1002004, 0760020 

J National  Heart, Lung, and Blood I n s t i t u t e  

Applicat ion Receipt Date: March 18, 1991 


The Divis ion of Heart and Vascular Diseases of  t h e  Nat ional  Heart, Lung, and 

Blood I n s t i t u t e ,  N I H ,  announces t h e  a v a i l a b i l i t y  of  a Request f o r  Appl ica t ions 

(RFA) on t h e  above mentioned t o p i c .  Applicants  may reques t  up t o  f i v e  yea r s 

of  support  f o r  s t u d i e s  of  t h e  r e s t e n o s i s  af ter  coronary angioplas ty . 

I n v e s t i g a t i o n s  may focus on t h e  r o l e s  o f  growth f a c t o r s ,  cel l -cel l  

communications, c e l l  adhesion molecules, and on o the r  f a c t o r s  involved i n  

r egu la t ion  of c e l l u l a r  and metabol ic  responses  t o  mechanical 

r evascu la r i za t ion .  


I n v e s t i g a t o r s  should be aware t h a t  N I H  r e q u i r e s  a p p l i c a n t s  t o  g ive  added 

a t t e n t i o n ,  where f e a s i b l e  and appropr i a t e ,  t o  t h e  inc lus ion  o f  m i n o r i t i e s  and 

women i n  s tudy popula t ions .  Gender and minori ty  populat ion d i f f e r e n c e s  must 

be noted and analyzed whenever poss ib l e .  If m i n o r i t i e s  andlor  women are not  

included i n  a given s tudy,  a clear reason f o r  t h e i r  exc lus ion  must be 

provided. Merely inc luding  an a r b i t r a r y  number of  minori ty  group and women 

p a r t i c i p a n t s  i n  a given s tudy  is i n s u f f i c i e n t  t o  guarantee g e n e r a l i z a t i o n  o f  

r e s u l t s .  


P o t e n t i a l  a p p l i c a n t s  are advised t o  ob ta in  t h e  f u l l  RFA announcement from: 


George Sopko, M.D., M.P.H. 

Cardiac Diseases Branch 

Divis ion  o f  Heart and Vascular Diseases 

National  Heart, Lung, and Blood I n s t i t u t e  

Federal  Bui lding,  Room 3C06 

Bethesda, MD 20892 

Telephone: (301)  496-1081 
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--- 

COLLABORATIVE RESEARCH PLANN I N G  GRANT - DIABETES I N  AMERICAN INDIANS AND 
ALASKA NATIVES 

RFA AVAILABLE: DK-91-01 

P.T. 34, FE; K . W .  0715075, 0755030, 0765033, 0745070, 0745027 

Nat ional  I n s t i t u t e  o f  Diabetes  and Diges t ive  and Kidney Diseases  

Letter o f  I n t e n t  Receipt  Datei December 15, 1990 
Appl ica t ion  Receipt  Date: February 15, 1991 

The Nat ional  I n s t i t u t e  o f  Diabetes  and Diges t ive  and Kidney Diseases ( N I D D K )
and t h e  Indian  Heal th  Serv ice  (IHS) have i n i t i a t e d  a j o i n t  program on Diabetes  
i n  American Indians  and Alaska Nat ives  t o  he lp  improve t h e  h e a l t h  s t a t u s  o f  
t h e s e  popula t ions .  I n  t h i s  Request for Appl ica t ions  (RFA), N I D D K  i n v i t e s  
a p p l i c a t i o n s  f o r  Col labora t ive  Research Planning Grants t o  support  t h e  
development o f  p l ans  f o r  c o l l a b o r a t i v e  r e sea rch  p r o j e c t s  t h a t  address  c r i t i c a l  
ques t ions  r e l a t e d  s p e c i f i c a l l y  t o  t h e  e t io logy ,  pathogenesis ,  d iagnos is ,  
t rea tment ,  cure ,  and prevent ion  of  d i a b e t e s  m e l l i t u s  and i ts  complicat ions i n  
American Ind ians  and Alaska Nat ives .  

Co l l abora t ive  r e sea rch  s t u d i e s  proposed i n  response t o  t h i s  RFA may involve 
b a s i c  biomedical r e sea rch ,  c l i n i c a l  research ,  behaviora l  research ,  educat ion 
research ,  c l i n i c a l  t r i a l s ,  and epidemiologic r e sea rch .  Accordingly, t h e  
app l i can t  r e sea rch  team should inc lude  ind iv idua l s  with t h e  appropr i a t e
s c i e n t i f i c ,  medical,  and s o c i o c u l t u r a l  e x p e r t i s e  t o  pursue t h e  proposed
resea rch  p r o j e c t .  I n  t h i s  regard ,  s p e c i a l  cons ide ra t ion  should be given t o  
inc luding  team members with demonstrated access, knowledge, and c u l t u r a l  
s e n s i t i v i t y  t o  t h e  s p e c i f i e d  s tudy popula t ion .  

This  RFA is a one-time s o l i c i t a t i o n  by N I D D K  f o r  a p p l i c a t i o n s  f o r  
Co l l abora t ive  Research Planning Grants (R21) t o  he lp  support  t h e  unique
short- term needs of i n v e s t i g a t o r s  planning research  s t u d i e s  r e l a t e d  t o  
d i a b e t e s  i n  American Indians  and Alaska Nat ives .  The award o f  t h e s e  
Co l l abora t ive  Research Planning Grants w i l l  be followed wi th in  approximately 
one year  by an RFA f o r  i n v e s t i g a t o r - i n i t i a t e d  r e sea rch  p r o j e c t  g ran t
a p p l i c a t i o n s  (Rol l  r e l a t e d  t o  t h i s  same program area. 

Teams o f  a p p l i c a n t s  are encouraged t h a t  could inc lude  u n i v e r s i t i e s ,  pub l i c
h e a l t h  departments,  IHS Hospi ta l s ,  vo luntary  organiza t ions ,  h e a l t h  c l i n i c s ,
and f e d e r a l l y  recognized Indian  t r i b e  or t r i b a l  o rgan iza t ions  as def ined i n  
P.L. 93-638 and amended by P .L .  100-472, e tc . ,  or combinations t h e r e o f .  Among 
a team of  a p p l i c a n t s ,  one i n s t i t u t i o n  must be proposed as t h e  l e a d  
o rgan iza t ion  t o  s e r v e  as t h e  Grantee I n s t i t u t i o n  and assume r e s p o n s i b i l i t y  f o r  
t h e  f i sca l  and programmatic conduct o f  t h e  p r o j e c t .  

Appl icants  are encouraged t o  submit and desc r ibe  t h e i r  own i d e a s  on how b e s t  
t o  meet t h e  o b j e c t i v e  o f  t h i s  RFA. Appl ica t ions  w i l l  be judged p r imar i ly  on 
( 1 )  t h e  l i k e l i h o o d  t h a t  t h e  new knowledge t h a t  may be gained w i l l  subsequent ly
he lp  t o  reduce t h e  burden of d i a b e t e s  and i ts  complicat ions on t h e  h e a l t h  
s t a t u s  of American Indians  and Alaska Natives;  (2) t h e  p o t e n t i a l  s c i e n t i f i c  
and t e c h n i c a l  merit o f  t h e  proposed p r o j e c t  inc luding  t h e  s i g n i f i c a n c e  of  t h e  
s c i e n t i f i c  ques t ion ( s1 ,  r a t i o n a l e ,  appropr ia teness  o f  t h e  proposed planning 
process ,  cons ide ra t ion  o f  appropr i a t e  e t h i c a l  i s sues ,  and a v a i l a b i l i t y  of  
pre l iminary  da ta ;  (3)  t h e  agreement o f  a s u i t a b l e  American Indian  populat ion 
t o  p a r t i c i p a t e  i n  planning t h e  proposed s tudy,  and p o t e n t i a l  t o  e s t a b l i s h  
c o l l a b o r a t i o n  with t h e  t r i b a l  groups and o t h e r  agencies  involved i n  h e a l t h  
care o f  t h e  s e l e c t e d  populat ions;  and ( 4 )  t h e  q u a l i f i c a t i o n s  and experience o f  
t h e  proposed i n v e s t i g a t o r s .  

Prospec t ive  a p p l i c a n t s  are reques ted  t o  submit a l e t t e r  o f  i n t e n t  by December 
15, 1990, t h a t  inc ludes  a d e s c r i p t i v e  t i t l e  of  t h e  proposed research ,  t h e  
name, te lephone  number and mail ing address  o f  t h e  P r inc ipa l  I n v e s t i g a t o r ,  t h e  
names o f  o t h e r  key personnel ,  t h e  name o f  t h e  app l i can t  i n s t i t u t i o n  and o t h e r  
c o l l a b o r a t i n g  e n t i t i e s ,  and t h e  number and t i t l e  of  t h i s  RFA. 

This  l e t t e r  o f  i n t e n t  should be s e n t  t o :  

D r .  Robert D .  Hammond 

Chief,  Review Branch 

Divis ion  o f  Extramural A c t i v i t i e s  

National  I n s t i t u t e  o f  Diabetes  and Diges t ive  and Kidney Diseases, N I H  

Westwood Building,  Room 406 

Bethesda, MD 20892 


Requests f o r  t h e  f u l l  t e x t  o f  t h i s  RFA and i n q u i r i e s  should be d i r e c t e d  t o  t h e  

fo l lowing  NIDDK Program S t a f f :  
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D r .  Robert E .  Silverman 

Chief,  Diabetes  Programs Branch 

Divis ion  of  Diabetes ,  Endocrinology and Metabolic Diseases 

National  I n s t i t u t e  o f  Diabetes  and Diges t ive  and Kidney Diseases, N I H  

Westwood Building,  Room 626 

Bethesda, MD 20892 

Telephone: (3011 496-7888 


OR 

D r .  Joan T.  Harmon 

Executive Direc tor ,  Diabetes  Research Program

Diabetes  Program Branch 

Division of  Diabetes ,  Endocrinology and Metabolic Diseases 

National  I n s t i t u t e  o f  Diabetes  and Diges t ive  and Kidney Diseases, N I H  

Westwood Building, Room 622 

Bethesda, MD 20892 

Telephone: (301) 496-7731 


ONGOING PROGRAM ANNOUNCEMENTS 

PAPID ASSESSMENT POST-IMPACT OF D I  SASTER 

PA: PA-91-04 

P.T. 34; K.W. 0715095, 0730050 

National  I n s t i t u t e  o f  Mental Heal th  

The Nat ional  I n s t i t u t e  of Mental Health is i s su ing  a new announcement, t h e  
Rapid Assessment Post-Impact o f  Disaster (RAPID), whose purpose is t o  provide 
a mechanism t o  support  r e sea rch  r e q u i r i n g  r ap id  funding t o  permit access t o  a 
d i s a s t e r  area i n  t h e  immediate a f te rmath  of t h e  event .  When an emergency 
event  o f  p o t e n t i a l  s i g n i f i c a n c e  f o r  mental h e a l t h  occurs  wi th  l i t t l e  or no 
warning, prompt assessment o f  t h e  s i t u a t i o n  may be c r u c i a l .  

Appl ica t ions  may be submit ted by any pub l i c  or nonprof i t  i n s t i t u t i o n  such as a 
u n i v e r s i t y ,  co l l ege ,  h o s p i t a l ,  or community agency, u n i t s  of  S t a t e  or l o c a l

'-	 government, and au thor ized  u n i t s  o f  t h e  Federal  Government and t o  f o r - p r o f i t
i n s t i t u t i o n s  and e n t i t i e s .  Women and m i n o r i t i e s  and i n v e s t i g a t o r s  without 
prev ious  NIMH support  are encouraged t o  apply.  NIMH r e q u i r e s  a p p l i c a n t s  t o  
g ive  added a t t e n t i o n  (where f e a s i b l e  and appropr i a t e )  t o  t h e  inc lus ion  of 
women and m i n o r i t i e s  i n  s tudy popula t ions .  If women and m i n o r i t i e s  are not  t o  
be included, a clear r a t i o n a l e  f o r  t h e i r  exc lus ion  should be provided. 

Appl ica t ions  may be submit ted a t  any t i m e  and need not  await t h e  r egu la r
research  g ran t  submission d a t e s .  RAPID a p p l i c a t i o n s  w i l l  be handled on an 
expedi ted e x t e r n a l  peer  review and award b a s i s  t o  meet t h e  goa l s  f o r  t h i s  
program. RAPID awards are not  t o  exceed $ 5 0 , 0 0 0  i n  d i r e c t  c o s t s .  RAPID 
awards are nonrenewable and are no t  t o  exceed 1 year .  Continued support  may
be reques ted  only  through a r e g u l a r  r e sea rch  a p p l i c a t i o n s  t h a t  w i l l  be f u l l y
reviewed. 

P o t e n t i a l  a p p l i c a n t s  are s t r o n g l y  encouraged t o  con tac t  t h e  Program Officer 
before  submi t t ing  a RAPID a p p l i c a t i o n s :  

Susan D .  Solomon, Ph.D. 
Coordinator,  EmergencyIDisaster Research Program
Epidemiology and Psychopathology Research Branch 
Nat ional  I n s t i t u t e  o f  Mental Heal th  
5600 Fishe r s  Lane 
Rockvi l le ,  MD 20857 
Telephone: (301) 443-3728 

STUDIES ON THE EFFECT OF CYTOKINES ON IMMUNE CELLS INVOJiVED I N  
HYPERSENSITI V I T Y  AND INFLAMMATION 

PA: PA-91-05 

P.T. 34; K.W. 0710070, 0715110, 0715026, 1002004, 0755035 

-,, National  I n s t i t u t e  o f  Allergy and I n f e c t i o u s  Diseases 

The Divis ion o f  Allergy,  Immunology, and Transplan ta t ion  ( D A I T )  o f  t h e  
Nat ional  I n s t i t u t e  o f  Al le rgy  and I n f e c t i o u s  Diseases ( N I A I D ) ,  a component o f  
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t h e  Nat ional  I n s t i t u t e  o f  Health,  i n v i t e s  r e sea rch  p r o j e c t  g ran t  a p p l i c a t i o n s
(ROls) f o r  support  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  on t h e  r o l e  of  cy tokines  
on immune ce l l s  involved i n  a l l e r g y  and inflammation. 

BACKGROUND INFORMATION 

I n  recent yea r s ,  s u b s t a n t i a l  p rogress  has  been made i n  e l u c i d a t i n g  t h e  
mechanisms by which cy tokines  modulate t h e  immune response i n  lymphocytes.
U s e  o f  newer molecular b i o l o g i c  and biochemical techniques  has  allowed g r e a t  
success  i n  i d e n t i f y i n g  and de f in ing  t h e  d i v e r s e  func t iona l  p r o p e r t i e s  o f  
cy tokines  such as t h e  i n t e r l e u k i n s  and gamma i n t e r f e r o n ,  and c e l l u l a r  f a c t o r s  
such as TGF-alpha and be ta ,  and GM-CSF. An understanding o f  what r o l e  
cy tokines  p l ay  i n  t h e  r egu la t ion  of  ce l l s  involved i n  h y p e r s e n s i t i v i t y  and 
inflammation, has  been slower t o  develop. A p i c t u r e  r i c h  with complexity but  
provid ing  numerous p o t e n t i a l  o p p o r t u n i t i e s  t o  in te rvene  i n  t h e s e  d i s e a s e  
processes  has  begun t o  emerge. 

There is  s u b s t a n t i a l  experimental  evidence which d e f i n e s  func t iona l  and 
morphological d i f f e r e n c e s  between t i s s u e  and c i r c u l a t i n g  macrophages, mast 
ce l l s ,  and basoph i l s .  Fur ther ,  r ecen t  r e sea rch  has  i d e n t i f i e d  s u b s e t s  o f  
t h e s e  ce l l s  which d i f f e r  i n  t h e i r  b i o l o g i c a l  and phys io logica l  func t ions .  
Representa t ive  examples are pulmonary and pe r iphe ra l  blood macrophages i n  
humans, and t i s s u e  and mucosal mast ce l l s  i n  r a t s  i n  mice. A s  a group, t h e s e  
ce l l s  are important i n  t h e  e t i o l o g y  and pathology of  numerous acu te  and 
chronic  inflammatory and a l l e r g i c  d i s e a s e s .  Recent evidence i n d i c a t e s  t h a t  a 
wide v a r i e t y  o f  known cytokines  are involved i n  t h e  maturat ion,
d i f f e r e n t i a t i o n ,  p r o l i f e r a t i o n ,  and growth o f  t h e s e  cells  which mediate 
inflammation and a l l e r g y .  For ins tance ,  i n t e r l euk in -4  and gamma i n t e r f e r o n  
have been shown t o  r e g u l a t e  serum IgE and IgG. But by t h e  same token 
cy tokines  are thought  t o  account i n  g r e a t  p a r t  f o r  t h e  observed c e l l  
a c t i v a t i o n  t h a t  appears  no t  t o  be IgE-mediated. Eosinophi l  p r o l i f e r a t i o n  is 
e l i c i t e d  by GM-CSF and eos inophi l  d i f f e r e n t i a t i n g  f a c t o r  ( I L - 5 ) .  Most 
r e c e n t l y ,  m a s t  cells  themselves have been shown to secrete cy tokines  such as 
IL-3, IL-4, IL-5,  and IL-6 upon a c t i v a t i o n  by c ross - l ink ing  t o  IgE or by
t rea tment  wi th  calcium ionophores.  Th i s  opens t h e  p o s s i b i l i t y  t h a t  m a s t  c e l l s  
may r e g u l a t e  themselves and/or be involved i n  t h e  r e g u l a t i o n  o f  o the r  ce l l s  of  
t h e  immune system. Thus al though progress  is being made on determining t h e  
r o l e s  o f  known cytokines  on t h e s e  ce l l s ,  more information is  needed, such as 
whether o t h e r  known cytokines  are involved with t h e s e  ce l l s .  

I n  add i t ion ,  new groups o f  cy tokines  der ived  both from immune and non-immune 
c e l l  sources  have now been shown t o  affect  mast ce l l s ,  basoph i l s  and 
eos inoph i l s .  Nei ther  t h e  number nor  t h e  biochemical and phys ica l  p r o p e r t i e s
o f  t h e  newly discovered cy tokines  t h a t  act  on t h e s e  ce l l s  has  been adequately
de f ined .  Fur ther ,  t h e  effects of  t h e s e  new cytokines  on o t h e r  c e l l  l i n e a g e s
and t h e i r  r o l e s  i n  i n s t i g a t i n g  and pe rpe tua t ing  inf lammatory/al lergic  d i s e a s e s  
are not  known. I d e n t i f y i n g  newer cy tokines  and determining t h e i r  func t ions  
holds  g r e a t  p o t e n t i a l  b e n e f i t .  Modif icat ion or abrogat ion  o f  t h e i r  effects,
should be o f  va lue  i n  c o n t r o l l i n g  inflammatory d i s e a s e  i n  gene ra l .  The 
a p p l i c a t i o n  o f  modern molecular methodologies w i l l  a l low t h e  i d e n t i f i c a t i o n  o f  
new mediators  t h a t  p lay  a r o l e  i n  inflammatory d i sease .  The i s o l a t i o n  and 
f u r t h e r  phenotypic c h a r a c t e r i z a t i o n  o f  s u b s e t s  of  t h e  ce l l s  which p a r t i c i p a t e
i n  t h e s e  d i s e a s e s  should be va luab le  p rognos t i ca l ly ,  and provide s e l e c t i v e  
p o i n t s  o f  a t t a c k  f o r  i n t e r v e n t i o n  therapy .  

RESEARCH GOALS AND SCOPE 

The N I A I D  is  s o l i c i t i n g  r e g u l a r  r e sea rch  g ran t  a p p l i c a t i o n s  d i r e c t e d  toward 
i d e n t i f y i n g ,  i s o l a t i n g ,  and c h a r a c t e r i z i n g  novel cy tokines  and t h e  cel ls  upon
which they  a c t ,  t h e  s u b s e t s  of  mast c e l l s ,  eos inophi l s ,  and macrophages which 
p a r t i c i p a t e  i n  or i n s t i g a t e  acute  and chronic  inflammatory andlor  a l l e r g i c
d i s e a s e s .  Information concerned with t h e  a c t i o n  o f  known cytokines  on t h e s e  
ce l l s  is a l s o  sought .  Accordingly, t h e r e  is i n t e r e s t  i n  sponsoring r e sea rch  
p r o j e c t s  t h a t  d e a l  with,  but  are not  l i m i t e d  t o ,  t h e  fol lowing t o p i c s :  

a )  Determining t h e  mechanisms o f  a c t i o n  of  known cytokines  on m a s t  ce l l s ,
macrophages, eos inoph i l s ,  or basoph i l s .  

b )  I d e n t i f y i n g  and developing means t o  i s o l a t e  or enr i ch ,  and c u l t u r e  ( e i t h e r
long- or shor t - te rm)  s u b s e t s  o f  t h e  above cel ls  t h a t  are involved i n  
inflammatory and/or a l l e r g i c  responses  and determining unique markers or 
b i o l o g i c a l  func t ions  which de f ine  t h e i r  c lonotypic  and phenotypic p r o p e r t i e s .  

1c 


c )  Determining what a d d i t i o n a l  cy tokines  are s e c r e t e d  by mast ce l l s ,
basophi l s ,  and eos inoph i l s  and how t h i s  s e c r e t i o n  may r e g u l a t e  t h e  func t ion  of  

-.Ft h e s e  ce l l s  	and o t h e r  immune ce l l s .  
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d )  Iden t i fy ing ,  i s o l a t i n g ,  and c h a r a c t e r i z i n g  new cytokines  t h a t  are sec re t ed  
by or have inf luence  on eos inoph i l s ,  mast cells, and basophi l s .  

e )  Cloning t h e  genes t h a t  encode such new cytokines  and determining how they  
are r egu la t ed  a t  va r ious  s t a g e s  during t h e  inflammatory and a l l e r g i c  

-4processes .  

I n  t h e s e  proposa ls  t h e  use of  newer techniques  of molecular and c e l l u l a r  
biology and p r o t e i n  biochemistry is s t rong ly  encouraged. 

MECHANISMS OF SUPPORT 

The mechanism o f  support  w i l l  be t h e  ind iv idua l  research  p r o j e c t  g ran t  (Roll.
P o l i c i e s  t h a t  govern r e sea rch  g ran t  programs o f  t h e  Nat ional  I n s t i t u t e s  of 
Health w i l l  p r e v a i l .  

APPLICATION AND REVIEW PROCEDURES 

Applicants  should use t h e  s tandard  research  g ran t  a p p l i c a t i o n  form PHS 398 
(Rev. 1 0 / 8 8 ) .  For purposes o f  i d e n t i f i c a t i o n  and processing,  check yes  on 
item 2 of  t h e  face page and e n t e r  t h e  t i t l e :  "STUDIES ON CYTOKINES INVOLVED 
I N  HYPERSENSITIVITY AND INFLAMMATION, PA-91-05". Appl ica t ions  w i l l  be 
accepted i n  accordance with t h e  s tandard  submission d a t e s  for new 
app l i ca t ions :  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 
ass igned by t h e  Div is ion  o f  Research Grants f o r  review on t h e  b a s i s  o f  
e s t a b l i s h e d  Publ ic  Heal th  Serv ice  referral  gu ide l ines .  Appl ica t ions  w i l l  be 
reviewed f o r  sc ient i f ic  and t e c h n i c a l  merit by a s tudy s e c t i o n  i n  t h e  Div is ion  
o f  Research Grants .  Following s tudy  s e c t i o n  review, a p p l i c a t i o n s  w i l l  r e ce ive  
a second-level review by t h e  appropr i a t e  n a t i o n a l  advisory counc i l .  
Appl ica t ions  recommended f o r  approval w i l l  compete f o r  a v a i l a b l e  funds with 
a l l  o t h e r  approved a p p l i c a t i o n s .  

Applicants  should inc lude ,  where f e a s i b l e  and appropr ia te ,  m i n o r i t i e s  and 
women as w e l l  as men i n  s tudy  popula t ions  f o r  a l l  c l i n i c a l  r e sea rch  e f f o r t s  
and t o  analyze,  where appropr i a t e?  d i f f e r e n c e s  between t h e s e  popula t ions .  If 
women and m i n o r i t i e s  are not  t o  be included,  a clear r a t i o n a l e  for t h e i r  
exc lus ion  should be provided. 

The o r i g i n a l  and s i x  cop ie s  o f  t h e  a p p l i c a t i o n  should be submit ted t o :  

'-' 	 Divis ion  of  Research Grahts 
Nat ional  I n s t i t u t e s  o f  Health 
Westwood Building,  Room 240 
Bethesda, MD 20892WW 

Requests f o r  a d d i t i o n a l  information or ques t ions  regard ing  t h i s  program may be 

d i r e c t e d  t o  Dr. Progra i s .  


Lawrence J .  P rogra i s ,  J r . ,  M . D .  

Chief,  Asthma and Al le rgy  Branch 

Divis ion  o f  Allergy,  Immunology and Transplan ta t ion 

National  I n s t i t u t e  o f  Al le rgy  and I n f e c t i o u s  Diseases 

Westwood Building,  Room 752 

Bethesda, MD 20892 

Telephone: ( 3 0 1 )  496-8973 

FAX : (301 1 402-0175 


This  program is  descr ibed  i n  t h e  Catalog of Federal  Domestic Ass is tance  No. 

9 3 . 8 5 5 .  Grants  w i l l  be awarded under t h e  a u t h o r i t y  o f  t h e  Publ ic  Health 

Serv ice  A c t ,  T i t l e  111, Sect ion  301 (Publ ic  Law 78-410, as amended; 42 USC 

2 4 1 )  and adminis tered under PHS g ran t  p o l i c i e s  and Federal  Regulat ions a t  42 

CFR P a r t  52 and 45 CFR P a r t  7 4 .  This  program is  not  sub jec t  t o  t h e  

intergovernmental  review requirements  of  Executive Order 12372 or Health 

Systems Agency review. 


LL GRANTS PROGRAM FOR BIOETHICS AND CLINICAL DECISION MAKING RESEARCH 

PA: PA-91-06 

P.T. 3 4 ;  K . W .  0785130, 0783010 

National  Center f o r  Nursing Research 

BACKGROUND AND GOALS 

The mission o f  t h e  Nat ional  Center for Nursing Research (NCNR) is  t o  conduct, 
support ,  and disseminate  information r e spec t ing  b a s i c  and c l i n i c a l  nurs ing  
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research ,  r e sea rch  t r a i n i n g ,  and o the r  programs i n  p a t i e n t  care r e sea rch .  The 
Nat ional  Advisory Council f o r  Nursing Research recognizes  t h e  importance o f  
r e sea rch  i n  t h e  area o f  b i o e t h i c s  i n  c l i n i c a l  p r a c t i c e  and has  developed a 
s ta tement  o f  r e sea rch  i n  t h i s  area t h a t  i s  a v a i l a b l e  from NCNR a t  t h e  address  
below. 

NCNR a l s o  sponsored an i n t e r d i s c i p l i n a r y  b i o e t h i c s  workshop as a means of  
explor ing  t h e  r e sea rch  o p p o r t u n i t i e s  i n  b i o e t h i c s  and c l i n i c a l  p r a c t i c e .
Proceedings from t h e  workshop are a v a i l a b l e  from NCNR s t a f f .  A s  a r e s u l t  o f  
both endeavors,  NCNR i s  r e i s s u i n g  t h i s  program announcement t o  encourage
q u a l i f i e d  r e sea rche r s  and m u l t i d i s c i p l i n a r y  r e sea rch  teams t o  submit 
a p p l i c a t i o n s  f o r  small-scale s t u d i e s  and p i l o t  p r o j e c t s  t h a t  focus on t h e  
b i o e t h i c a l  i s s u e s  and dilemmas c e n t r a l  t o  c l i n i c a l  dec i s ion  making t h a t  re la te  
t o  c l i n i c a l  p r a c t i c e .  Submitted s t u d i e s  must be empi r i ca l ly  based, inc lude  an 
i n t e r d i s c i p l i n a r y  pe r spec t ive ,  and examine ques t ions  i n  t h e  c l i n i c a l  s e t t i n g s
where t h e  problem e x i s t s .  Moreover, it i s  t h e  Nat ional  I n s t i t u t e s  of  Heal th  
po l i cy  t h a t ,  i f  women or m i n o r i t i e s  are not  included i n  a given s tudy ,  a clear 
r a t i o n a l e  f o r  t h i s  exc lus ion  must be provided.  It is a n t i c i p a t e d  t h a t  
f i n d i n g s  from p i l o t  p r o j e c t s ,  f e a s i b i l i t y  s t u d i e s ,  or small scale s t u d i e s  w i l l  
provide a b a s i s  from which i n v e s t i g a t o r s  can b u i l d  l a r g e r  s t u d i e s .  

MECHANISM OF SUPPORT 

A s  a means o f  l a y i n g  t h e  groundwork f o r  b i o e t h i c s  and c l i n i c a l  dec i s ion  making
research ,  NCNR announces t h e  Small Grants (R03)  Program f o r  B ioe th i c s .  The 
R03 is  a nonrenewable award l i m i t e d  t o  a t o t a l  of  $35,000 i n  d i r e c t  c o s t s  f o r  
t h e  e n t i r e  p r o j e c t  per iod .  The p r o j e c t  per iod  may be up t o  two yea r s .  The 
purpose o f  t h e  R 0 3  is  t o  provide r e sea rch  support  f o r  empir ical ly-based
small-scale s t u d i e s ,  p i l o t  p r o j e c t s ,  or f e a s i b i l i t y  s t u d i e s  i n  t h e  area o f  
b i o e t h i c s  and c l i n i c a l  dec i s ion  making r e sea rch .  However, a p p l i c a n t s  may
u t i l i z e  a l t e r n a t i v e  e x i s t i n g  mechanisms such as t h e  ROl or R29 f o r  o the r  
b i o e t h i c a l  and c l i n i c a l  p r a c t i c e  s t u d i e s .  

ELIGIBILITY 

Appl ica t ion  t o  t h e  Small Grants  Program ( R 0 3 )  is  open t o  both new and 
experienced i n v e s t i g a t o r s  engaged i n  c l i n i c a l  r e sea rch  from nonpro f i t
o rgan iza t ions  and i n s t i t u t i o n s ,  s ta te  and l o c a l  governments and t h e i r  
agencies ,  and profit-making o rgan iza t ions .  Submission o f  an R 0 3  a p p l i c a t i o n
prec ludes  concurrent  submission of another  r e sea rch  g ran t  a p p l i c a t i o n
con ta in ing  t h e  same re sea rch  proposal  dur ing  t h a t  p a r t i c u l a r  review cyc le .  

APPLICATION AND REVIEW PROCEDURES 

Appl ica t ions  f o r  t h e  Small Grants  Program ( R 0 3 )  should be submitted t o  t h e  
Div is ion  o f  Research Grants  on Appl ica t ion  Form PHS 398 (Rev. 10/88) f o r  an 
annual August 23 r e c e i p t  d a t e .  The mail ing address  is  as fol lows:  

Div is ion  of Research Grants,  N I H  
Westwood Building,  Room 240 
Bethesda, Maryland 20892XX 

Read GENERAL INFORMATION of  t h e  PHS 398, fol low t h e  GENERAL INSTRUCTIONS on 
pages 1-11 of  t h e  a p p l i c a t i o n  k i t ,  and use SPECIFIC INSTRUCTIONS on pages
12-22, except  as ind ica t ed  below. The a p p l i c a t i o n  should be w r i t t e n  as 
s u c c i n c t l y  as p o s s i b l e .  Appendices should not  be submit ted.  

Page 12 - Item 2 - Check "Yes" and e n t e r  Bioe th ics  and C l i n i c a l  Decision 
Making, PA-91-06, 

Page 14 - I t e m  6 - The proposed p r o j e c t  per iod  may be up t o ,  but  must no t  
exceed, two yea r s .  

Page 14 - Item 8a - The amount f o r  t h e  t o t a l  p r o j e c t  per iod  is $35,000 i n  
d i r e c t  c o s t s .  

Page 19 - Biographical  Sketch - Do not  exceed one page pe r  b iographica l
ske tch .  

Pages 20 through 22 - Follow genera l  i n s t r u c t i o n s .  

Page 23 - Appendix - Do not  submit an appendix. 

REVIEW PROCEDURE AND CRITERIA 

Appl ica t ions  submit ted i n  response t o  t h i s  announcement w i l l  be reviewed i n  
competi t ion by an appropr i a t e  i n i t i a l  review group i n  NCNR i n  accord with t h e  
usua l  N I H  peer  review procedures  and c r i t e r i a .  Appl ica t ions  w i l l  be eva lua ted  
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-- 

with r e spec t  t o  t h e  fol 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 s c i e n t i f i c  m e r i t  
o f  t h e  proposed p r o j e c t ;  l e v e l  of innovation; t h e  p r o b a b i l i t y  t h a t  t h e  s tudy
w i l l  provide a b a s i s  f o r  more extended research  i n  t h e  s c i e n t i f i c  a rea ;  t h e  
i n v e s t i g a t o r ' s  background and t r a i n i n g  f o r  ca r ry ing  out  t h e  p r o j e c t ;  and t h e  
adequacy and a v a i l a b i l i t y  o f  resources  and f ac i l i t i e s  t o  c a r r y  out  t h e  

Ir p r o j e c t .  

REPORTING REQUIREMENTS 

When an award is  made i n  response t o  a Small Grant (R03)  app l i ca t ion ,  an 
annual progress  r e p o r t  and Financia l  S t a t u s  Report must be submit ted.  Within 
90 days a f te r  t h e  te rmina t ion  o f  t h e  award, a F ina l  Progress  Report is  
requi red .  This  f i n a l  r epor t ing  requirement is  t h e  same as t h a t  f o r  o t h e r  
t ypes  of  research  g r a n t s  and is  i n  accord with 42 CFR Par t  52 and 45 CFR Par t  
74. 

CONSULTATION WITH PROGRAM STAFF 

Before prepar ing  t h e  R03 i n  b i o e t h i c s  and c l i n i c a l  dec i s ion  making research , 

a p p l i c a n t s  should consu l t  with t h e  NCNR program staff about t h e i r  proposed 

p r o j e c t  under t h i s  announcement. Applicants  should con tac t :  


D r .  Patr ic ia  Moritz 

Chief,  Nursing Systems Branch 

National  Center f o r  Nursing Research 

Building 31, Room 5809 

Bethesda, MD 20892 

Telephone8 (301) 496-0523 


This  program is  descr ibed  i n  t h e  Catalog of Federal  Domestic Ass is tance  No. 

93.361, Nursing Research. Awards are made under t h e  a u t h o r i t y  of  t h e  PHS A c t , 

Sect ions  301, 483, 484, and 485, as amended by Publ ic  Law 99-158 and 97-219. 

Awards are adminis tered under PHS g ran t  p o l i c i e s  and Federal  r e g u l a t i o n s  42 

CFR Par t  52 and 45 P a r t  74. 


EEECHANISMS OF UNCONTROLLED ETHANOL INTAKE 
PA: PA-91-07 

''U P.T. 34; K.W. 0404003, 0404001, 0404000, 0710085, 1002030 

Nat ional  I n s t i t u t e  on Alcohol Abuse and Alcoholism 

PURPOSE 

The Nat ional  I n s t i t u t e  on Alcohol Abuse and Alcoholism ( N I A A A )  is seeking
a p p l i c a t i o n s  us ing  s i n g l e  o r  mul t id i sc ip l ina ry  approaches t o  s tudy  t h e  
mechanisms underlying uncont ro l led  in t ake  o f  e thanol .  O f  p a r t i c u l a r  i n t e r e s t  
is  t h e  development o f  behaviora l  models t h a t  w i l l  a l low i n v e s t i g a t i o n s  o f  t h e  
mechanisms o f  e thanol  c rav ing  and reinforcement .  These models should be a b l e  
t o  i n t e g r a t e  neuropharmacological, neurochemical, neurophysiological ,  and 
neuroanatomical measures with g e n e t i c  and environmental f a c t o r s  t h a t  may
c o n t r i b u t e  t o  e thanol  s e l f - admin i s t r a t ion .  

BACKGROUND 

Nearly two-thirds  o f  t h e  a d u l t  populat ion i n  t h e  United S t a t e s  consumes 
a l c o h o l i c  beverages.  Most o f  t h e s e  consumers have 'no problems with t h e i r  
d r inking .  However, 10 percent  are problem d r i n k e r s  and some are c l a s s i f i e d  as 
a l c o h o l i c s .  

People d r ink  e thanol  presumably because o f  i ts  r e i n f o r c i n g  p r o p e r t i e s
p r o p e r t i e s  t h a t  i nc rease  t h e  d e s i r e  t o  d r ink  more and more e thanol .  Progress
i n  understanding t h e  b r a i n  mechanisms t h a t  mediate t h e  reinforcement o f  
behavior i n  r e l a t i o n  t o  e thanol  dr inking  has  come from t h e  development o f  
animal models of  e thanol  s e l f - admin i s t r a t ion  that .may be analogous t o  t h e  
human cond i t ion .  Such models inc lude  those  i n  which animals w i l l  work f o r  
e thanol  and those  where animals are s e l e c t i v e l y  bred f o r  e thanol  preference .
More r e sea rch  is  needed t o  v a l i d a t e  t h e s e  models of drug-seeking behavior .  

Neurochemical s t u d i e s  have begun t o  i d e n t i f y  s p e c i f i c  neura l  pathways, as w e l l  
as a l t e r a t i o n s  i n  neuro t ransmi t te r  systems wi th in  p a r t i c u l a r  b r a i n  s t r u c t u r e s  
t h a t  could account f o r  excess ive  e thanol  i n t ake .  Although no clear consensus 

ly. 	 exis ts  on t h e  exac t  mechanism, most r e sea rche r s  agree t h a t  t h e  "bra in  reward 
system" is somehow involved i n  e thanol  reinforcement,  and t h a t  mu l t ip l e  
s t r u c t u r e s  p lay  a r o l e .  Recent neurochemical and autoradiographic  d a t a  have 
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l i nked  high ethanol-seeking behavior t o  s e v e r a l  neu ro t r ansmi t t e r s  inc luding
dopamine, s e ro ton in ,  gamma-aminobutyric ac id ,  op ia t e s ,  and glutamate.  

More i n t e g r a t i v e  r e sea rch  is encouraged on t h e  complex i n t e r r e l a t i o n s h i p s  
among neurobio logica l ,  gene t i c ,  environmental ,  and behaviora l  f a c t o r s  
underlying e thanol  reinforcement t o  e l u c i d a t e  how t h e  rewarding p r o p e r t i e s  of  
e thanol  may c o n t r i b u t e  t o  excess ive  in t ake  and t h e  development o f  dependence,
p a r t i c u l a r l y  i n  humans. 

RESEARCH AREAS OF INTEREST 

Examples o f  important research  r e l a t e d  t o  t h i s  announcement include,  but  are 
no t  l i m i t e d  t o ,  t h e  fol lowing:  

1 Behavioral  Models 

Good behaviora l  models are needed f o r  s tudying ethanol-seeking behavior .  Some 
e x i s t i n g  models are based on consummatory behavior ,  operant  responding
(p rogres s ive  r a t i o s ,  or preference  r a t i o s  f o r  mul t ip l e  r e i n f o r c e r s ) ,  b r a i n  
s t imu la t ion  reward, and t a s t e  and p l ace  preference  condi t ion ing .  Models are 
encouraged t h a t  are b e s t  s u i t e d  t o  answer s p e c i f i c  ques t ions  r e l evan t  t o  
e thanol-seeking behavior .  I s s u e s  such as taste avers ion ,  n u t r i t i o n a l  and 
mot iva t iona l  f a c t o r s ,  and psychomotor func t ion  should be taken  i n t o  
cons ide ra t ion  i n  designing behaviora l  models. 

Research address ing  t h e  fol lowing r e l a t e d  ques t ions  is a l s o  encouraged: What 
b r a i n  areas are s e n s i t i v e  t o  b r a i n  s t imu la t ion  reward fol lowing e thanol  
admin i s t r a t ion?  What is t h e  r o l e  o f  anx ie ty  i n  e thanol  s e l f - admin i s t r a t ion?  
How can behaviora l  paradigms be used t o  e l u c i d a t e  t h e  pharmacology and 
neurobiology of  e thanol  s e l f - admin i s t r a t ion?  Can a model be developed t o  
s tudy t h e  t r a n s i t i o n  t o  uncont ro l led  dr inking?  Does uncont ro l led  dr inking
p lay  a r o l e  i n  t h e  development o f  t o l e r a n c e  and dependence? 

2 Behavioral  Genetics of  Alcohol-seeking Behavior 

Research is encouraged t o  explore  t h e  p o s s i b l e  gene t i c  r e l a t i o n s h i p s
underlying t h e  b r a i n  reward system and its r e l a t i o n  t o  e thanol-seeking
behavior .  

The fol lowing are some important ques t ions  t o  be addressed:  A r e  s t r a i n  or 
i nd iv idua l  d i f f e r e n c e s  i n  high ethanol-seeking behavior ( e . g . ,  p reference ,  
operant  responding) ,  g e n e t i c a l l y  c o r r e l a t e d  with o t h e r  e thano l - r e l a t ed  
behaviors  ( i , e . ,  s e i z u r e  proneness,  locomotor a c t i v i t y ,  n e u r o s e n s i t i v i t y ,
hypothermia)? Does high e thanol  consumption c o r r e l a t e  with high consumption
of  o the r  drugs of abuse? What a r e  t h e  neurochemical and neuroanatomical 
s u b s t r a t e s  of high e thanol  consumption? 

3 Alcohol Reinforcement and Brain Systems 

Experimental des igns  with m u l t i d i s c i p l i n a r y  approaches are encouraged t o  
determine whether t h e  mesocorticolimbic-accumbens-extrapyramidal pathway
and/or o t h e r  neu ra l  pathways are b r a i n  reward systems t h a t  u n d e r l i e  a lcohol  
re inforcement ,  and whether t h e s e  systems are s p e c i f i c  f o r  a lcohol  or are 
common b r a i n  reward systems f o r  o t h e r  drugs o f  abuse.  

The fol lowing r e sea rch  areas are a l s o  of i n t e r e s t :  How agon i s t s ,  an t agon i s t s ,
and inve r se  a g o n i s t s  o f  t h e  var ious  neu ro t r ansmi t t e r s  i n t e r a c t  t o  a l t e r  
e thanol  s e l f - admin i s t r a t ion .  Whether neuro t ransmi t te r  systems are a c t i n g  i n  
p a r a l l e l  o r  s e q u e n t i a l l y  t o  c o n t r o l  e thanol  i n t ake .  Dis t inguish ing  between 
t h e  primary and secondary neuro t r ansmi t t e r s  f o r  e thanol  effects  i n  a mul t ip l e  
systems framework ( e . g . ,  whether s e ro ton in  effects  a r e  blocked by drugs a c t i n g  
on t h e  dopaminergic system).  How t h e  b r a i n  reinforcement system is  r e l a t e d  t o  
t h e  development o f  phys ica l  dependence. 

4 Environmental Fac to r s  

It is important t o  s tudy how environmental  f a c t o r s  i n t e r a c t  with 
neurobio logica l  f a c t o r s  i n  e thanol  re inforcement ,  c rav ing ,  and r e l a p s e .  I n  
p a r t i c u l a r ,  r e sea rch  is  d e s i r a b l e  t o  i n v e s t i g a t e  how e a r l y  environmental  
h i s t o r y ,  c u r r e n t  environment, i . e . ,  avers ive  v s .  nonaversive,  and condi t ioned 
s t i m u l i ,  secondary r e i n f o r c e r s ,  r o u t e  of  adminis t ra t ion ,  cont ingent  v s .  
noncontingent admin i s t r a t ion ,  and phys io logica l  s ta te ,  are r e l a t e d  t o  h igh
ethanol-seeking behavior  i n  both animals and humans. 

-


'H 

Other t o p i c s  o f  i n t e r e s t  inc lude :  How t h e  methods of  i n i t i a t i o n  o f  e thanol  *.1-

consumption, inc luding  ra te  o f  a c q u i s i t i o n  and asymptote achieved, c o n t r i b u t e  
t o  h igh  e thano l  i n t a k e .  The r o l e  of  p r i o r  drug h i s t o r y ,  inc luding  dose and 
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exposure t o  o the r  drugs o f  abuse. The r o l e  o f  environmental f a c t o r s  i n  
r e l a p s e .  

5 Neurobiological Mechanisms 

For each e s t a b l i s h e d  behaviora l  model, it is  c r u c i a l  t h a t  c a u s a l i t y  be 
e s t ab l i shed  between changes a t  t h e  molecular or c e l l u l a r  l e v e l  and high
ethanol-seeking behavior .  Research is encouraged t o  explore  methods f o r  
producing a neurochemical change a t  a c e l l u l a r  or molecular l e v e l  t h a t  can 
i n i t i a t e  e thanol-seeking behavior .  Mul t id i sc ip l ina ry  approaches are h ighly
encouraged, inc luding  neurobehavioral  gene t i c s ,  molecular biology,
neurochemistry,  neurophysiology, neuroanatomy, neuropharmacology, and 
neuroimmunology. The use o f  t h e  l a t e s t  neurobio logica l  techniques and models 
are d e s i r a b l e ,  inc luding  t r ansgen ic  mice, immunological techniques,  i n  vivo 
b r a i n  d i a l y s i s ,  voltammetry, b r a i n  imaging techniques,  and q u a n t i t a t i v e
autoradiography.  

6 Therapeut ic  Pro to types  

The u l t ima te  goal  o f  t h e s e  research  i n i t i a t i v e s  is t o  enhance t h e  t rea tment  o f  
a lcohol  abuse and alcohol ism.  Poss ib le  t rea tments  can inc lude  t h e  use of  
pharmacological agen t s  or behavioral  condi t ion ing .  N e w  and novel approaches 
t o  treatment o f  excessive or uncont ro l led  e thanol  i n t ake  are encouraged.
Those approaches t h a t  might inc lude  a small-scale c l i n i c a l  t r i a l  and are 
p ro to typ ic  i n  na tu re  are r e l evan t  t o  t h i s  announcement. Large-scale human 
drug t r i a l s  and o t h e r  r e l a t e d  c l i n i c a l  research  are covered under o t h e r  
announcements. 

SPECIAL INSTRUCTIONS TO APPLICANTS REGARDING IMPLEMENTATION OF ADAMHA POLICIES 
CONCERNING INCLUSION OF WOMEN AND MINORITIES I N  CLINICAL RESEARCH STUDY 
POPULATIONS 

Appl ica t ions lproposa ls  f o r  ADAMHA g r a n t s  and cooperat ive agreements are 
requi red  t o  inc lude  both women and m i n o r i t i e s  i n  s tudy popula t ions  f o r  
c l i n i c a l  research ,  u n l e s s  compelling s c i e n t i f i c  or o the r  j u s t i f i c a t i o n  f o r  no t  
inc luding  e i t h e r  women or m i n o r i t i e s  is  provided. This  requirement is  
intended t o  ensure t h a t  research  f ind ings  w i l l  be of  b e n e f i t  t o  a l l  persons a t  
r i s k  o f  t h e  d i sease ,  d i so rde r ,  or condi t ion  under s tudy .  For t h e  purpose of  
t h e s e  p o l i c i e s ,  c l i n i c a l  r e sea rch  involves  human s t u d i e s  of  e t io logy ,  
t rea tment ,  d iagnos is ,  prevent ion,  or epidemiology of  d i seases ,  d i s o r d e r s  or 

w’ 	condi t ions ,  inc luding  but  no t  l i m i t e d  t o  c l i n i c a l  t r i a l s ;  and m i n o r i t i e s  
inc lude  U.S. r a c i a l l e t h n i c  minori ty  popula t ions  ( s p e c i f i c a l l y :  American 
Indians  or Alaskan Nat ives ,  As ian lPac i f i c  I s l ande r s ,  Blacks, and Hispanics ) .  

ADAMHA recognizes  t h a t  it may not  be f e a s i b l e  or appropr i a t e  i n  a l l  c l i n i c a l  
research  p r o j e c t s  t o  inc lude  representz&ion of  t h e  f u l l  a r r a y  o f  U.S. 
r a c i a l l e t h n i c  minori ty  popula t ions .  However, a p p l i c a n t s  are urged t o  assess 
c a r e f u l l y  t h e  f e a s i b i l i t y  o f  inc luding  t h e  broadest  poss ib l e  r ep resen ta t ion  of  
minori ty  groups.  

Appl ica t ions  should inc lude  a d e s c r i p t i o n  of t h e  composition of t h e  proposed
study populat ion by gender and r a c i a l l e t h n i c  group, and t h e  r a t iona le  f o r  t h e  
numbers and k inds  of people s e l e c t e d  t o  p a r t i c i p a t e .  This  information should 
be included i n  t h e  form PHS 398 i n  Sec t ion  2, A-D of  t h e  Research Plan AND 
summarized i n  Sec t ion  2, E, Human Sub jec t s .  

Appl ica t ions  should incorpora te  i n  t h e i r  s tudy design gender andlor  minori ty
rep resen ta t ion  appropr i a t e  t o  t h e  s c i e n t i f i c  o b j e c t i v e s  o f  t h e  work proposed.
If r ep resen ta t ion  o f  women or m i n o r i t i e s  i n  s u f f i c i e n t  numbers t o  permit 
assessment of  d i f f e r e n t i a l  effects is not  f e a s i b l e  or is not  appropr ia te ,  t h e  
reasons f o r  t h i s  must be explained and j u s t i f i e d .  The r a t i o n a l e  may re la te  t o  
t h e  purpose of  t h e  research ,  t h e  h e a l t h  o f  t h e  s u b j e c t s ,  or o the r  compelling
circumstances ( e . g . ,  i f  i n  t h e  only s tudy populat ion a v a i l a b l e  t h e r e  is a 
d i sp ropor t iona te  r ep resen ta t ion  i n  terms of  age d i s t r i b u t i o n ,  r i s k  f a c t o r s ,
incidencelprevalence,  e tc . ,  o f  one gender or minor i ty lmajor i ty  group) .  

If t h e  requi red  information is  not  contained wi th in  t h e  app l i ca t ion ,  t h e  
review w i l l  be de fe r r ed  u n t i l  it i s  complete. Peer reviewers  w i l l  address  
s p e c i f i c a l l y  whether t h e  research  p lan  i n  t h e  a p p l i c a t i o n  conforms t o  t h e s e  
p o l i c i e s .  If gender andlor  minori ty  representationljustification are judged 
t o  be inadequate,  reviewers w i l l  cons ider  t h i s  as a de f i c i ency  i n  a s s ign ing
t h e  p r i o r i t y  sco re  t o  t h e  a p p l i c a t i o n .  

A l l  app l i ca t ions lp roposa l s  f o r  c l i n i c a l  research  submitted t o  ADAMHA are 
requi red  t o  address  t h e s e  p o l i c i e s .  ADAMHA funding components w i l l  no t  award 
g r a n t s  t h a t  do not  comply with t h e s e  p o l i c i e s .  
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ELIGIBILITY 

Appl ica t ions  f o r  a lcohol  research  g r a n t s  may be made by pub l i c  or p r i v a t e
nonprof i t  or f o r - p r o f i t  o rganiza t ions ,  such as u n i v e r s i t i e s ,  co l l eges ,
h o s p i t a l s ,  l a b o r a t o r i e s ,  u n i t s  of S t a t e  or l o c a l  governments, and e l i g i b l e
agencies  o f  t h e  Federal  Government. Women and minori ty  i n v e s t i g a t o r s  are 
encouraged t o  apply.  

MECHANISMS OF SUPPORT 

S tud ie s  conducted i n  response t o  t h i s  announcement can be performed under t h e  
R O l ,  R03, R29, and PO1 mechanisms. 

APPLICATION AND REVIEW PROCEDURES 

Applicants  should use t h e  g ran t  a p p l i c a t i o n  form PHS 398 (Rev. 10/88).  The 
number and t i t l e  of t h i s  announcement, PA 91-07 and "Mechanisms,of
Uncontrolled Ethanol In take ,"  r e spec t ive ly ,  should be typed i n  i t e m  number 2 
on t h e  face page o f  t h e  PHS 398 a p p l i c a t i o n  form. Page l i m i t s  and l i m i t s  on 
s i z e  o f  t ype  are s t r i c t l y  enforced.  Non-conforming a p p l i c a t i o n s  w i l l  be 
r e tu rned  without being reviewed. 

Receipt d a t e s  for a p p l i c a t i o n s  are February 1,  June, 1 ,  and October 1 .  

The s igned o r i g i n a l  and s i x  permanent, l e g i b l e  copies  o f  t h e  completed
a p p l i c a t i o n  should be s e n t  t o :  

Div is ion  o f  Research Grants,  N I H  
Westwood Building,  Room 240 
Bethesda, MD 20892x36 

The Div is ion  of  Research Grants,  N I H ,  s e rves  as a c e n t r a l  po in t  f o r  r e c e i p t  of  
a p p l i c a t i o n s  for m o s t  d i s c r e t i o n a r y  PHS gran t  programs. Appl ica t ions  received 
under t h i s  announcement w i l l  be ass igned t o  an I n i t i a l  Review Group ( I R G )  i n  
accordance with e s t a b l i s h e d  PHS Refe r ra l  Guidel ines .  The I R G ,  c o n s i s t i n g
pr imar i ly  o f  non-Federal s c i e n t i f i c  and t e c h n i c a l  expe r t s ,  w i l l  review t h e  
a p p l i c a t i o n s  f o r  s c i e n t i f i c  and t e c h n i c a l  merit. N o t i f i c a t i o n  o f  t h e  review 
recommendations w i l l  be s e n t  t o  t h e  app l i can t  a f te r  t h e  i n i t i a l  review. 
Appl ica t ions  w i l l  r e ce ive  a second-level review by an appropr i a t e  na t iona l  
advisory  counci l  whose review may be based on po l i cy  as w e l l  as cons ide ra t ions  
o f  s c i e n t i f i c  merit. Only a p p l i c a t i o n s  recommended f o r  approval by t h e  
Council may be considered f o r  funding.  

Appl ica t ions  submitted i n  response t o  t h i s  announcement are not  

intergovernmental  review requirements of  Executive Order 12372,

through Department o f  Health and Human+Services r egu la t ions  a t  

100, and are not  sub jec t  t o  Health Systems Agency review. 


INQUIRIES 


For f u r t h e r  information,  p l ease  con tac t :  


Walter A .  Hunt, Ph.D. (Neuroscience Research) 

E l l e n  D .  W i t t ,  Ph.D. (Behavioral  Research) 

Divis ion  of  Basic Research 

National  I n s t i t u t e  on Alcohol Abuse and Alcoholism 

5600 F i she r s  Lane, Room 16C-05 

Rockvil le ,  MD 20857 

Telephone: (301)  443-4223 


sub jec t  t o  t h e  
a s  implemented

45 CFR Par t  

XXTHE MAILING ADDRESS G I V E N  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  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 . G O V E R N M E N T  P R I N T I N G  O F F J C E  :l990-281-826:20020 
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