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NOTICES 
ILABLE TO BIOMEDICAL 
H -ER 

Div i s ion  o f  Research Resources 


Grants are a v a i l a b l e  t o  enable  biomedical r e s e a r c h e r s  t o  use t h e  P i t t s b u r g h 

Supercomputing Cen te r ' s  (PSC) Cray Y-MPI832 through a program funded by t h e  

Biomedical Research Technology Program, Divis ion o f  Research Resources. 


S t a r t e r  g r a n t s  o f  3 s e r v i c e  u n i t s  are a v a i l a b l e  f o r  f e a s i b i l i t y  s t u d i e s  o r  

code conversion and op t imiza t ion .  A l i m i t e d  number o f  l a r g e r  g r a n t s  are a l s o  

a v a i l a b l e  t o  experienced supercomputing r e s e a r c h e r s .  Prospect ive g r a n t e e s 

should demonstrate a need f o r  supercomputing f ac i l i t i e s ;  t h e  proposed r e sea rch  

must ,be biomedical and non-proprietary; g r a n t e e s  must be f a c u l t y  members o r  

post-doctoral  f e l l o w s .  Graduate s t u d e n t s  may be designated as u s e r s  on any 

g r a n t .  For a p p l i c a t i o n  forms and a d d i t i o n a l  information, c a l l  o r  send mail t o :  


Cherolyn A. Brooks 

User Se rv ices ,  P i t t s b u r g h  Supercomputing Center 

4400 F i f t h  Avenue 

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

Telephone: (412) 268-5206, o r  1-800-222-9310 (Pennsylvanial j 


1-800-221-1641 ( o u t s i d e  Pennsylvania).  

PATED ANNOUNCEMENTS (RFAs AND RFPs), 

CE OF AVAILABILITY OF SUPPLEMENTAL DRUG ABUSE RESEARCH FUNDS 

National  I n s t i t u t e  on Drug Abuse 

The Anti-Drug Abuse A c t  o f  1988 (Pub l i c  Law 100-690) w a s  s igned i n t o  l a w  by
t h e  P res iden t  on November 18, 1988. This  l a w  c o n t a i n s  important p rov i s ions
f o r  s p e c i f i c  new and expanded r e sea rch  i n i t i a t i v e s ,  as w e l l  as a d d i t i o n a l  
a p p r o p r i a t i o n s  f o r  i n t e n s i f i e d  r e sea rch  e f f o r t s  i n  a l l  b a s i c  s c i ence ,
c l i n i c a l ,  and epidemiological  areas o f  drug abuse r e s e a r c h .  The A c t  provides
$30 m i l l i o n  d o l l a r s  i n  supplemental r e sea rch  funds, o f  which a t  least $10 

%Id 	 m i l l i o n  d o l l a r s  is  t o  be used f o r  drug development, and t h e  remainder f o r  t h e  
enhancement o f  t h e  gene ra l  r e sea rch  programs o f  t h e  I n s t i t u t e  i nc lud ing  
program e v a l u a t i o n s  and d a t a  c o l l e c t i o n  a c t i v i t i e s .  

The a v a i l a b i l i t y  o f  t h e s e  a d d i t i o n a l  funds t o  expand t h e  scope and depth o f  
drug abuse r e s e a r c h  comes a t  a c r i t i c a l  time. Developments i n  s e v e r a l  areas 
o f  r e s e a r c h  are e i t h e r  r i p e  f o r  immediate e x p l o i t a t i o n ,  o r  have su r faced  as 
important areas f o r  t h e  a c q u i s i t i o n  o f  new knowledge, f r e s h  c l i n i c a l  
approaches t o  ou t r each  and t r ea tmen t ,  and innovat ions i n  biomedical s c i ence  
and technology. 

The I n s t i t u t e  has  r e c e n t l y  i s sued  (October 1988) a r e v i s e d  General Research 
Announcement. Th i s  Announcement c o n t a i n s  important information on e x t a n t  
programsI and on t h o s e  areas o f  r e sea rch  t h e  I n s i t u t e  cons ide r s  important f o r  
i nc reased  support  and expansion o f  a c t i v i t i e s .  IMPORTANT: I F  YOU INTEND TO 
SUBMIT AN APPLICATION FOR CONSIDERATION FOR FUNDING WITH SUPPLEMENTAL FUNDS 
MADE AVAILABLE UNDER THE ANTI-DRUG ABUSE ACT OF 1988 YOU MAY SUBMIT 
APPLICATIONS UP TO A MARCH 1, 1989 RECEIPT DATE. THIS I S  A ONE MONTH 
EXTENSION OF THE FEBRUARY 1 RECEIPT DATE THAT I S  APPLICABLE TO ALL OTHER NIDA 
PROGRAM ANNOUNCEMENTS. I N  ORDER TO QUALIFY FOR THIS EXTENDED DEADLINE, YOU 
MUST WRITE "ANTI-DRUG ABUSE ACT OF 1988" ON LINE 2 ON THE PHS 398 FORM. Th i s  
r e v i s e d  NIDA General Research Announcement may be obtained by c o n t a c t i n g
N I D A ' s  Grants  Management Branch a t  (301) 443-6710. P o t e n t i a l  a p p l i c a n t s  may
a l s o  write t o :  

Grants Management Branch 
Nat ional  I n s t i t u t e  on Drug Abuse 
5600 F i s h e r s  Lane, Room 10-25 
Rockvil le ,  Maryland 20857 

I n  a d d i t i o n  t o  t h e  $30 m i l l i o n  appropr i a t ed  i n  support  o f  expansion o f  t h e  
ongoing r e s e a r c h  e f f o r t ,  o t h e r  new programmatic i n i t i a t i v e s  are i n  p repa ra t ion
i n  response t o  s p e c i f i c  r e sea rch  areas i d e n t i f i e d  i n  t h e  A c t .  These new 
programs w i l l  be  announced s h o r t l y ,  e i t h e r  through Program Announcements 

1" (PAS), Requests f o r  App l i ca t ions  (RFAs), o r  Requests f o r  Proposals  (RFPs).
Receipt d a t e s  f o r  app l i ca t ions /p roposa l s  f o r  t h e s e  i n i t i a t i v e s  w i l l  be 
s p e c i f i e d  i n  t h e  announcements. For a d d i t i o n a l  information, con tac t  D r .  
Kursheed Asghar Chief,  Extramural Po l i cy  and P r o j e c t  Review Branch,
te lephone (301) 443-2755. 
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AMHA SMALL INSTRUMENTATION GRANT PROGRAM 

Alcohol, Drug Abuse, and Mental Heal th  Adminis t ra t ion 


The Alcohol, Drug Abuse, and Mental Heal th  Adminis t ra t ion is announcing t h e  

establ ishment  o f  an ADAMHA Small In s t rumen ta t ion  Program (ASIP). These g r a n t s  

were au tho r i zed  by Congress f o r  FY 1989 i n  Sec t ion  501(m) o f  t h e  Pub l i c  Health 1 


Serv ice  A c t ,  as amended by P.L. 100-690, i n  response t o  f i n d i n g s  t h a t  much o f  

t h e  r e s e a r c h  in s t rumen ta t ion  i n  t h e  Nation's p r i n c i p a l  u n i v e r s i t i e s  is  e i t h e r  

o b s o l e t e  o r  poor ly  maintained. These f i n d i n g s ,  documented i n  s e v e r a l  r e p o r t s , 

i d e n t i f i e d  t h e  need f o r  upgrading equipment c u r r e n t l y  i n  use.  The most 

s i g n i f i c a n t  need was f o r  r e l a t i v e l y  low-cost pieces o f  equipment. To addres s  

t h i s  problem, ADAMHA is e s t a b l i s h i n g  t h e  Small Instrumentat ion Program.

Awards are made under a u t h o r i t y  o f  T i t l e s  I11 and V o f  t h e  PHS A c t  a s  amended. 

Funds w i l l  be provided t o  r e sea rch - in t ens ive  i n s t i t u t i o n s  c u r r e n t l y  r e c e i v i n g 

ADAMHA r e sea rch  suppor t .  The ASIP is not  intended t o  r e p l a c e  r e q u e s t s  f o r  

equipment i n  a p p l i c a t i o n s  f o r  i n d i v i d u a l  r e sea rch  p r o j e c t s .  Rather,  it is  

intended t o  h e l p  fund i t e m s  o f  equipment which are d i f f i c u l t  t o  j u s t i f y  wi th in  

t h e  con tex t  o f  an i n d i v i d u a l  r e sea rch  p r o j e c t ,  bu t  which w i l l  upgrade t h e  

i n s t i t u t i o n ' s  r e s e a r c h  i n f r a s t r u c t u r e .  


The ADAMHA program has  a similar purpose t o  t h e  Nat ional  I n s t i t u t e s  o f  Heal th  

Small In s t rumen ta t ion  Program, bu t  w i l l  o p e r a t e  s e p a r a t e l y  and under s l i g h t l y 

d i f f e r e n t  g u i d e l i n e s  because o f  d i f f e r e n c e s  i n  t h e  i n f r a s t r u c t u r e  support 

mechanisms a v a i l a b l e  t o  t h e  two agencies .  


The ADAMHA program w i l l  be funded i n  N 1989 a t  $2,050,000. The program

prov ides  awards which range from $20,000 t o  $60,000 t o  e l i g i b l e  i n s t i t u t i o n s .  

E l i g i b l e  i n s t i t u t i o n s  o r  i n s t i t u t i o n a l  components are t h o s e  t h a t  had, i n  FY 

1988, t h r e e  o r  more a c t i v e  ADAMHA r e s e a r c h  g r a n t s  ( t y p e s  R O l ,  R23, R29, o r  

R371, o r  coope ra t ive  agreements ( t y p e s  UO1 o r  U10) t o t a l i n g  a t  l eas t  $640,000

i n  d i r e c t  c o s t s .  The amount f o r  which an i n s t i t u t i o n  may apply was c a l c u l a t e d  

by a formula based on t h e  $2,050,000 a v a i l a b l e  f o r  t h e  program t h i s  year  and 

on t h e  d o l l a r  amount of ADAMHA-sponsored research support  i n  t he  e l i g i b l e 

mechanisms a t  t h e  i n s t i t u t i o n .  


Each e l i g i b l e  i n s t i t u t i o n  may submit ONLY ONE a p p l i c a t i o n  t h a t  i nco rpora t e s 

a l l  a p p r o p r i a t e  equipment r e q u e s t s  from t h a t  i n s t i t u t i o n .  Thus, it is 

e s s e n t i a l  t h a t  i n s t i t u t i o n a l  o f f i c i a l s  p u b l i c i z e  t h e  a v a i l a b i l i t y  o f  ASIP 

funds, so t h a t  ADAMHA-supported i n v e s t i g a t o r s  i n  need o f  small r e sea rch  

inst ruments  are provided t h e  oppor tun i ty  t o  i n d i c a t e  t h e i r  needs f o r  such 

equipment t o  t h e  a p p r o p r i a t e  i n s t i t u t i o n a l  o f f i c i a l .  


The equipment r eques t ed  must be a v a i l a b l e  f o r  u se  by more t h a n  one p r o j e c t 

e i t h e r  c u r r e n t l y  o r  i n  t h e  f u t u r e .  The primary u s e r ( s 1  o f  t h e  equipment must 

be one o r  more p r i n c i p a l  i n v e s t i g a t o r s  of a c t i v e  ADAMHA-supported r e sea rch  

g r a n t s ,  and you must c i t e  t h e  s p e c i f i c  p r o j e c t s  i n  your a p p l i c a t i o n .  No 

i n d i r e c t  c o s t s  w i l l  be provided and t h e r e  w i l l  be no f u t u r e  year  funding 

commitment. The requested funds may be f o r  f u l l  o r  p a r t i a l  support  o f  one o r  

more p i e c e s  o f  equipment. I n  no case, however, may t h e  t o t a l  purchase p r i c e 

of  a r eques t ed  p i e c e  o f  equipment be l e s s  t han  $5,000 o r  more t h a n  $100,002

r e g a r d l e s s  o f  t h e  sou rce ( s1  o f  funding. If t h e  t o t a l  d o l l a r  amount o f  

proposed equipment purchases exceeds t h e  amount f o r  which t h e  i n s t i t u t i o n  is  

e l i g i b l e ,  a s ta tement  must be submitted which i n d i c a t e s  t h a t  t h e  i n s t i t u t i o n  

w i l l  provide t h e  d i f f e r e n c e .  Support from t h i s  program can no t  be used t o  

purchase i t e m s  exceeding $100,000 i n  c o s t ,  even i f  c o s t s  are shared.  The 

equipment purchased must be t h e  same as t h a t  s p e c i f i e d  i n  t h e  ASIP 

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


Appl i ca t ions  must be r ece ived  by February 23, 1989. De ta i l ed  a p p l i c a t i o n 

procedures  have been s e n t  t o  e l i g i b l e  i n s t i t u t i o n s .  App l i ca t ions  w i l l  be pee r 

reviewed by a s i n g l e  ADAMHA-wide committee. The review c r i t e r i a  area Degree

of  adherence t o  t h e  terms o f  t h e  l e t te r  o f  e l i g i b i l i t y  and adequacy o f  t h e  

j u s t i f i c a t i o n  provided f o r  t h e  equipment r eques t ed .  The reviewers  w i l l  

determine whether o r  no t  t h e  a p p l i c a t i o n  is  recommended f o r  approval;  no 

p r i o r i t y  s c o r e s  will be voted.  App l i ca t ions  w i l l  be a s s igned  t o  i n d i v i d u a l  

ADAMHA I n s t i t u t e s  f o r  c o n s i d e r a t i o n  by t h e i r  Nat ional  Advisory Councils and 

f o r  funding. The I n s t i t u t e s  expect t o  make t h e  awards du r ing  J u l y .  


Ques t ions  concerning t h i s  program, be d i r e c t e d  t o  any o f  t h e  fol lowing persons: 


N I A A A  

D r .  Louise Hsu 

Div i s ion  o f  Basic Research 

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

Room 14C-20 

Telephone: (301) 443-4223 
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NIDA 

D r .  Stephen Szara 

Division o f  P r e c l i n i c a l  Research 

National  I n s t i t u t e  on Drug Abuse 

Room 10A-31 

Telephone: (301) 443-6300 


NIMH 

M r .  James Moynihan D r .  Leonard Lash 

Division o f  Basic Sciences Divis ion o f  C l i n i c a l  Research 

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

Room 11-95 Room 10-95 

Telephone: (301) 443-3107 Telephone: (301) 443-3264 


D r .  Kenneth Lutterman 

Division o f  Biometry and Applied Science 

National  I n s t i t u t e  o f  Mental Health 

Room 18C-26 

Telephone: (301) 443-3685 


The mail ing addres s  f o r  t h e  above i n d i v i d u a l s  is: 


5600 F i s h e r s  Lane 

Rockvil le ,  Maryland 20857 


DRUG RESISTANCE AND THE HUMAN IMMUNODEFICIENCY VIRUS, 

RFA AVAILABLE: 89-AI-13 

Nat ional  I n s t i t u t e  o f  Allergy and I n f e c t i o u s  Diseases 

Letter o f  I n t e n t  Receipt Date: February 1, 1989 
Applicat ion Receipt Date: March 28, 1989 

The Nat ional  Allergy o f  Allergy and I n f e c t i o u s  Diseases ( N I A I D )  is  p lay ing  a 
c e n t r a l  r o l e  i n  i n v e s t i g a t i n g  methods t o  t r e a t  v i r a l  d i s e a s e s  inc lud ing  t h e  
d i s e a s e  known as Acquired Immunodeficiency Syndrome (AIDS). The only drug
approved t o  d a t e  f o r  t h e  t r ea tmen t  o f  AIDS is zidovudine 

14‘ 	 (3v-azido-3v-deoxythymidine,AZT). Since t h e  course o f  AIDS is u s u a l l y
measured i n  yea r s ,  long-term a n t i v i r a l  therapy is  a n t i c i p a t e d .  

Considerable v a r i a t i o n  i n  t h e  n u c l e o t i d e  sequence o f  t h e  human 
immunodeficiency v i r u s  ( H I V ) ,  t h e  c a u s a t i v e  agent o f  AIDS, i s o l a t e d  from a 
s i n g l e  i n d i v i d u a l  has  been observed and cont inues t o  be s t u d i e d  i n  great
d e t a i l .  Th i s  g e n e t i c  d i v e r s i t y  is  be l i eved  t o  r e s u l t ,  i n  par t ,  from t h e  e r r o r  
prone n a t u r e  o f  t h e  H I V  r e v e r s e  t r a n s c r i p t a s e  (RT) .  It is not  known i f  t h e s e  
v a r i a t i o n s  affect  t h e  s u s c e p t i b i l i t y  o f  H I V  t o  the rapy  with a n t i v i r a l  
nuc leos ides .  If d i f f e r e n c e s  do e x i s t ,  t h e  l eas t  s u s c e p t i b l e  s t r a i n s  may be 
s e l e c t e d  f o r  p a t i e n t s  undergoing prolonged the rapy  with a n t i v i r a l  nuc leos ides .  

Given both t h e  error-prone na ture  of t h e  H I V  RT and t h e  a n t i c i p a t e d  prolonged 
use  o f  H I V  RT i n h i b i t o r s ,  t h e  p o s s i b i l i t y  t h a t  a drug r e s i s t a n t  s t r a i n  may 
emerge o r  has  emerged is of concern. This  p o t e n t i a l  problem raises an urgent
need t o  understand t h e  molecular mechanisms a s s o c i a t e d  with H I V  r e s i s t a n c e  t o  
a n t i v i r a l  nucleosides ,  t o  dev i se  and u t i l i z e  methods t o  sc reen  H I V  i s o l a t e s  
f o r  a n t i v i r a l  r e s i s t a n c e ,  and t o  i d e n t i f y  t h e r a p i e s  o r  combinations of 
t h e r a p i e s  t h a t  overcome r e s i s t a n c e .  

OBJECTIVES AND SCOPE 

The 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 sea rch  g r a n t s  t o  i n v e s t i g a t e  p o t e n t i a l
mechanisms by which drug r e s i s t a n t  mutants o f  H I V  may be i d e n t i f i e d  and 
combatted. I n v e s t i g a t o r s  are encouraged t o :  (i)f u r t h e r  our understanding o f  
t h e  molecular n a t u r e  o f  p o t e n t i a l  r e s i s t a n c e  o f  H I V  t o  zidovudine and o t h e r  RT 
i n h i b i t o r s ;  (ii)develop and u t i l i z e  sc reens  t o  d e t e c t  t h e  presence o f  
r e s i s t a n t  mutants; and (iii)e v a l u a t e  t h e r a p i e s  o r  combinations o f  t h e r a p i e s
t h a t  may overcome acquired r e s i s t a n c e  i n  v i t r o .  

Development of methods t o  screen for t h e  presence o f  r e s i s t a n t  mutants i n  
v i t r o  and i n  vivo is encouraged under t h i s  RFA. Improved DNA h y b r i d i z a t i o n
methods may be developed t o  e v a l u a t e  s u s c e p t i b i l i t y  o f  H I V  i s o l a t e s  t o  
a n t i v i r a l  nuc leos ides  i n  v i t r o .  Screens based on h y b r i d i z a t i o n  techniques 

‘I	with s p e c i f i c  probes could be used i f  s p e c i f i c  areas o r  sequences of t h e  RT 
gene are c o n s i s t e n t l y  a s s o c i a t e d  with drug r e s i s t a n c e .  Other approaches t o  
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d e t e c t  t h e  presence o f  RT mutants i n  v i t r o  and i n  i s o l a t e s  from ind iv idua l s  
undergoing a n t i v i r a l  therapy  are s t r o n g l y  encouraged. 

Development o f  a sc reen  f o r  r e s i s t a n t  mutants may first r e q u i r e  ob ta in ing
r e s i s t a n t  mutants .  I n  v i t r o  mutagenesis of  t h e  H I V  RT open reading  frame 
would comprise one poten t  and r a p i d  method f o r  e s t a b l i s h i n g  s t ruc tu re - func t ion  
r e l a t i o n s h i p s  and i d e n t i f y i n g  hot  s p o t s  and mutat ions l i k e l y  t o  confer  drug
r e s i s t a n c e .  Charac t e r i za t ion  o f  t h e  k i n e t i c  p r o p e r t i e s  o f  RT mutants i n  t h e  
presence and absence o f  s p e c i f i c  nuc leos ide  a n t i v i r a l s  could be  accomplished.
Other innovat ive  approaches are s t r o n g l y  encouraged. 

When a mutant r e s i s t a n t  t o  one a n t i v i r a l  nuc leos ide  is  obtained,  t h e  
i n t e r a c t i o n  of t h a t  mutant with o t h e r  nuc leos ide  a n t i v i r a l s  a lone  or i n  
combination with o t h e r  t h e r a p i e s  would y i e l d  va luab le  information u s e f u l  i n  
t h e  des ign  o f  t h e r a p e u t i c  approaches for t r e a t i n g  i n d i v i d u a l s  t h a t  may harbor  
r e s i s t a n t  s t r a i n s .  The N I A I D  AIDS Program w i l l  provide i n v e s t i g a t o r s  with 
c u r r e n t  p o t e n t i a l  t r ea tmen t s  f o r  t e s t i n g  a g a i n s t  newly developed i s o l a t e s ,
c lones  o r  RT p r o t e i n  when appropr i a t e .  

MECHANISM OF SUPPORT 

The N I A I D  is expected t o  r ece ive  primary assignment on a l l  a p p l i c a t i o n s  (Roll
and t o  a l l o c a t e  $616,000 ( t o t a l  c o s t s )  f o r  t h e  i n i t i a l  year  o f  funding of  
a p p l i c a t i o n s  rece ived  i n  response t o  t h i s  RFA. The award o f  g r a n t s  pursuant
t o  t h i s  RFA is  cont ingent  upon t h e  cont inuing  a v a i l a b i l i t y  o f  funds f o r  t h i s  
purpose and upon r e c e i p t  o f  a s u f f i c i e n t  number of  a p p l i c a t i o n s  o f  high
s c i e n t i f i c  m e r i t .  Three t o  f i v e  year  awards are a n t i c i p a t e d  t o  a l low f o r  
long-term support  f o r  t h e  i d e n t i f i c a t i o n  and eva lua t ion  of  r e s i s t a n t  s t r a i n s  
or c lones .  

APPLICATION SUBMISSION 

E l i g i b i l i t y :  Any domestic or fo re ign  i n s t i t u t i o n ,  u n i v e r s i t y ,  medical 
co l l ege ,  h o s p i t a l ,  and l a b o r a t o r y  or o t h e r  publ ic ,  p r i v a t e  or f o r - p r o f i t
i n s t i t u t i o n s  are e l i g i b l e .  

Let ter  o f  I n t e n t :  Prospec t ive  a p p l i c a n t s  are asked t o  submit, by February 1,
1989, a l e t t e r  o f  i n t e n t  t h a t  inc ludes  a d e s c r i p t i v e  t i t l e  and a d e s c r i p t i o n
(no t  t o  exceed one page) o f  t h e  proposed r e sea rch .  

Submission: The 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  form PHS-398 ( r e v .  9/86)
must be used i n  apply ing .  These forms are a v a i l a b l e  a t  most i n s t i t u t i o n a l  
bus iness  o f f i c e s  or from t h e  Div is ion  of  Research Grants,  N I H ,  9000 Rockvi l le  
Pike,  Bethesda, Maryland 20892. To i d e n t i f y  responses  t o  t h i s  announcement,
check "yes" and put  "DRUG RESISTANCE AND THE HUMAN IMMUNODEFICIENCY VIRUS" 
under i t e m  2 on page 1 of  t h e  g ran t  a p p l i c a t i o n .  The RFA l a b e l  provided with 
t h e  i n s t r u c t i o n s  must be a f f i x e d  t o  t h e  bottom o f  t h e  face page. F a i l u r e  t o  
use t h i s  l a b e l  could r e s u l t  i n  delayed process ing  o f  your a p p l i c a t i o n  such 
t h a t  it may no t  reach  t h e  review committee i n  t i m e  f o r  review. 

The completed o r i g i n a l  a p p l i c a t i o n  and t h i r t y  two (32) copies  should be mailed t o :  
t o  : 

DRG AIDS Coordinator  

Divis ion  o f  Research Grants  

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

Westwood Building,  Room 240 

Bethesda, Maryland 20892xx 


Appl ica t ions  must be rece ived  by March 28, 1989. Awards w i l l  

s c i e n t i f i c  merit and t h e  uniqueness o f  t h e  proposed p r o j e c t . 

September 30, 1989 is a n t i c i p a t e d .  


INQUIRIES 

A more d e t a i l e d  RFA may be obta ined  from: 

Margaret Johnston, Ph.D 
Developmental Therapeut ics  Branch 
AIDS Program, N I A I D ,  N I H  
6003 Executive Boulevard 
Rockvi l le ,  Maryland 20892 
Telephone: (301) 496-8197 

be based on 
Funding around 
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STATISTICAL ISSUES I N  AIDS RESEARCH 

RFA AVAILABLE: 89-AI-012 

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 

Letter o f  I n t e n t  Date: January 27,1989 
* I l W ’  Appl ica t ion  Receipt  Date: March 28,1989 

The Nat iona l  I n s t i t u t e  o f  Allergy and I n f e c t i o u s  Diseases ( N I A I D )  announces 
t h e  a v a i l a b i l i t y  o f  an RFA f o r  funding s ta t i s t ica l  r e sea rch  r e l a t e d  t o  t h e  
s tudy  o f  AIDS. Th i s  RFA ( a v a i l a b l e  on r e q u e s t )  i n v i t e s  a p p l i c a t i o n s  which 
cons ider  r e sea rch  i n  areas p e r t a i n i n g  t o  c l i n i c a l  t r ia ls  o f  t r ea tmen t s  o r  
vaccines ,  epidemiologic s t u d i e s ,  o r  l abora to ry  i n v e s t i g a t i o n s .  Research 
involv ing  mathematical  models t o  p r e d i c t  t h e  course o f  t h e  epidemic o r  t o  
f u r t h e r  i n v e s t i g a t e  c e r t a i n  a s p e c t s  o f  t h e  epidemic such as t h e  l a t ency
per iod ,  t h e  effect of  behavior modi f ica t ions ,  t h e  effect  o f  va r ious  types  of  
sc reening  programs, etc. ,  is  a l s o  wi th in  t h e  scope o f  t h i s  announcement. 

Awards w i l l  be made as ind iv idua l  r e sea rch  p r o j e c t  (Roll g r a n t s .  N I A I D  has  
set a s i d e  $500,000 i n  t o t a l  c o s t s  f o r  t h e  i n i t i a l  yea r ’ s  funding, and awards 
w i l l  be made f o r  up t o  t h r e e  years. It is a n t i c i p a t e d  t h a t  up t o  3 awards 
w i l l  be  made. The earliest  start d a t e  f o r  t h e  i n i t i a l  annual per iod  w i l l  be 
September 30,  1989. 

I n v e s t i g a t o r s  from any i n s t i t u t i o n ,  f o r e i g n  o r  domestic, are e l i g i b l e  t o  apply
f o r  t h i s  funding.  

Th i s  RFA is  a v a i l a b l e  from t h e  fol lowing:  

Susan S .  Ellenberg,  Ph. D .  
N I A I D ,  AIDS Program
B i o s t a t i s t i c s  Research Branch 
6003 Executive Blvd., Rm. 241P 
Rockvi l le ,  Maryland 20892 
Telephone: (301) 496-0694 

ENT ENHANCEMENT OF LENTIVIRUS INFECTION: 
R AIDS V A C C 

d RFA AVAILABLE: 89-AI-09 

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 

Letter o f  I n t e n t  Date: March 17, 1989 
Appl ica t ion  Receipt  Date: May 18, 1989 

The 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 )  announces 
t h e  a v a i l a b i l i t y  o f  an RFA f o r  Antibody D e  endent Enhancement o f  Len t iv i rus  
I n f e c t i o n .  Th i s  RFA ( a v a i l a b l e  on reques t7  i n v i t e s  i nd iv idua l  r e sea rch  
p r o j e c t  (Rol l  g ran t  a p p l i c a t i o n s  from i n t e r e s t e d  i n v e s t i g a t o r s  t o  examine t h e  
occurrence and characterist ics of an t ibod ie s  which can enhance i n f e c t i o n  o f  
monocytes by len t iv i ruses ,  p a r t i c u l a r l y  human ( H I V )  o r  simian (SIVI
immunodeficiency v i r u s e s .  

I n  v i t r o  s t u d i e s  f o r  both H I V  and SIV, and l i m i t e d  i n  v ivo  animal s t u d i e s  f o r  

SIV, are contemplated.  These s t u d i e s  should be d i r e c t e d  toward e s t a b l i s h i n g 

whether t h e r e  e x i s t  s p e c i f i c  enhancing ep i topes  on v i r a l  g lycopro te ins  and 

whether enhancing an t ibod ie s  are r e l e v a n t  t o  i n f e c t i o n  i n  t h e  animal.  

S c i e n t i f i c  approaches inc lude  e s t a b l i s h i n g  r e l i a b l e  assays  f o r  a n t i b o d i e s  

which enhance i n f e c t i o n ,  development o f  assays  u t i l i z i n g  primary 

monocyte/macrophage ce l l s  f o r  measuring enhancing an t ibod ie s ,  occurrence of  

enhancing an t ibod ie s  i n  s e r o p o s i t i v e  ind iv idua l s ,  s p e c i f i c a t i o n  of  enhancing 

ep i topes ,  de te rmina t ion  o f  t h e  mechanism of  enhancement, and i n  v ivo  re levance  

of  enhancing ant ibody,  


Awards w i l l  be made as ind iv idua l  r e sea rch  p r o j e c t  (Rol l  g r a n t s .  


I n v e s t i g a t o r s  from any i n s t i t u t i o n ,  fo re ign  o r  domestic, are e l i g i b l e  t o  apply 

f o r  funding. This  RFA may be obtained from: 


Alan M .  Schu l t z  Ph.D. 

Chief,  Basic Research Sec t  ion  

Vaccine Research and DeveloDment Branch 

AIDS Program

6003 Executive Blvd.,  Room 236P 

Rockvil le ,  Maryland 20892 
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THE ROLE OF CARBOHYDRATE I N  IMMUNOLOGIC RESPONSE TO THE ENVELOPE GLYCOPROTEINS w H I V  OR Rh--


RFA AVAILABLE: 89-AI-11 

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 

L e t t e r  o f  I n t e n t  Date: March 17, 1989 

Appl ica t ion  Receipt Date: May 18, 1989 


The Nat ional  I n s t i t u t e  o f  .Allergy and I n f e c t i o u s  Diseases ( N I A I D )  announces 

t h e  a v a i l a b i l i t y  o f  an RFA f o r  funding The Role o f  Carbohydrate i n  Immunologic

Response t o  t h e  Envelope Glycoproteins  o f  H I V  o r  Related Immunodeficiency

Viruses .  This  RFA ( a v a i l a b l e  on r e q u e s t )  i n v i t e s  a p p l i c a t i o n s  t o  examine 

immunological responses  t o  H I V  and/or simian immunodeficiency v i r u s  (SIVI

v i r i o n s  or g lycopro te ins  which possess  carbohydrate  cha ins  d i f f e r i n g  from wild 

t ype  i n  number o r  composition. It w i l l  be important t o  o b t a i n  

wel l -charac te r ized  v a r i a n t  g lycopro te ins ,  and then  measure a v a r i e t y  of  immune 

responses  e l i c i t e d  by t h e s e  modified an t igens ,  comparing t h e  s t r e n g t h s  and 

e x t e n t  o f  responses  induced by e i t h e r  t h e  n a t i v e  o r  v a r i a n t  g lycopro te ins . 

The i n t e n t  is t o  o b t a i n  r e s u l t s  on a wide v a r i e t y  o f  c e l l u l a r  as wel l  as 

humoral res=onses ,  a l though not  a l l  a p p l i c a n t s  w i l l  be expected t o  propose 

many d i f f e r e n t  k inds  of  immunological a s says .  Data on t h e  effect  of  t h e  

presence o r  absence o f  a l l  o r  p a r t  of  t h e  carbohydrate  o f  v i r a l  p r o t e i n s  w i l l  

be important i n  t h e  des ign  of  g e n e t i c a l l y  engineered vaccine candida tes .  


Awards w i l l  be made as ind iv idua l  Research P r o j e c t  (Rol l  g r a n t s . 

I n v e s t i g a t o r s  from any i n s t i t u t i o n ,  fo re ign  o r  domestic,  are e l i g i b l e  t o  apply 

f o r  funding.  Th i s  RFA may be obtained from: 


Alan M .  Schul tz  Ph.D. 

Chief ,  Basic  Research Sec t ion  

Vaccine Research and Development Branch 

AIDS Program

6003 Executive Blvd.,  Room 236 P 

Rockvil le ,  MD 20892 


MOLECULAR BASIS FOR THE SELECTIVITY OF DIFFERENT ANTIVIRAL THERAPIES 

RFA AVAILABLE: AI-89-10 

Nat ional  I n s t i t u t e  of  Al le rgy  and I n f e c t i o u s  Diseases 

LETTER OF INTENT: February 1,  1989 APPLICATION RECEIPT DATE: MARCH 28, 1989 

The Nat ional  I n s t i t u t e  o f  Allergy and I n f e c t i o u s  Diseases ( N I A I D )  is p lay ing  a 
c e n t r a l  r o l e  i n  i n v e s t i g a t i n g  methods t o  t r ea t  v i r a l  d i s e a s e s  inc luding  t h e  
Acquired Immunodeficiency Syndrome (AIDS). The only  drug c u r r e n t l y  approved
f o r  t rea tment  o f  AIDS is a nucleos ide  analogue, zidovudine 
(3r-azido-3T-deoxythymidine,AZT).  

Zidovudine and o t h e r  drugs p r e s e n t l y  t a r g e t e d  f o r  i n t roduc t ion  i n t o  c l i n i c a l  
t r i a l s  o r  a l r eady  i n  c l i n i c a l  t r i a l s  are analogues o f  endogenous subs tances .  
These analogues a r e  metabolized by t h e  same metabol ic  pathways and u t i l i z e  t h e  
same precursor /cofac tor  pools  as t h e  normal endogenous subs tances .  The 
optimum t h e r a p e u t i c  agent  w i l l  be t h a t  one which produces t h e  h ighes t
i n t r a c e l l u l a r  concen t r a t ion  o f  a n t i v i r a l  agent  without d i s r u p t i n g  t h e  normal 
func t ion /cyc l ing  o f  t h e  analogous endogenous subs tances .  

The t a r g e t e d  development o f  opt imal  nuc leos ide  analogues is  dependent upon a 
thorough understanding o f  t h e  effect  o f  t h e  t h e r a p e u t i c  agent  on endogenous
pur ine lpyr imidine  pools  and a c t i v i t y  o f  enzymes involved i n  t h e  
f o r m a t i o n / u t i l i z a t i o n  o f  t h e s e  pools .  The presence and a c t i v i t y  o f  t h e s e  
components, however, i s  h ighly  dependent upon c e l l  type  and hence aggress ive
resea rch  is  requ i r ed  t o  d e f i n e  t h e  k i n e t i c s  of  metabolism of  nuc leos ides  and 
o t h e r  endogenous c e l l u l a r  components i n  va r ious  c e l l  t ypes  from d i f f e r e n t  
r e sea rch  animals  and t o  i n v e s t i g a t e  t h e  complex i n t e r r e l a t i o n s h i p  between 
t h e r a p e u t i c  analogues and t h e i r  endogenous coun te rpa r t s .  

OBJECTIVES AND SCOPE 

The 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 sea rch  g r a n t s  t o  i n v e s t i g a t e  molecular 
mechanisms of  a c t i o n  of  p o t e n t i a l  AIDS t h e r a p i e s  and how t h e s e  agen t s  i n t e r a c t  
with endogenous metabol ic  pathways t h a t  metabol ize  t h e  t h e r a p e u t i c  agen t s .
I n v e s t i g a t o r s  are encouraged t o :  ( a )  s tudy k i n e t i c s  of  i n t r a c e l l u l a r  
metabolism o f  endogenous subs tances  and how p o t e n t i a l  t h e r a p i e s  a f f e c t  t h i s  
normal metabolism; ( b )  s tudy  t h e  metabolism of  p o t e n t i a l  t h e r a p e u t i c  agents  
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and t h e  s e l e c t i v e  d i s t r i b u t i o n  of t hose  metabol i tes  t o  target  t i s s u e s  i n  t he  
body; and ( c )  s tudy  t h e  p o t e n t i a l  i n t e r a c t i o n s  t h a t  may occur a t  t h e  molecular 
l e v e l  when two or more p o t e n t i a l  t h e r a p i e s  are used i n  combination. 

Our understanding o f  how t h e r a p e u t i c  i n t e rven t ions  p o t e n t i a l l y  i n t e r a c t  with 
normal i n t r a c e l l u l a r  metabolism and func t ion  has  been i n s u f f i c i e n t l y  s t u d i e d  
and only r e c e n t l y  apprec ia ted  f o r  i ts  p o t e n t i a l  importance. Thus t h e  feedback 

h W V + '  	 i n h i b i t i o n  exe r t ed  by zidovudine t r iphospha te  on t h e  s i z e  and u t i l i z a t i o n  o f  
thymidine t r iphospha te  pools  is only now being apprec ia t ed  f o r  its p o t e n t i a l
effect  on cel l  v i a b i l i t y  and func t ion .  The d i f f e r e n c e  i n  such i n t e r a c t i o n s  i n  
v i r u s  i n f e c t e d  and noninfected ce l l s  may form t h e  b a s i s  f o r  a d i f f e r e n t i a l  
effect  of  c e r t a i n  s p e c i f i c a l l y  t a r g e t e d  a n t i v i r a l  agen t s .  However, p r i o r  t o  
t h e  optimum development o f  s p e c i f i c  a n t i v i r a l  t h e r a p i e s ,  it is necessary t o  
understand t h e  k i n e t i c s  and mechanics o f  i n t r a c e l l u l a r  metabolites/metabolism
which might be  a f f e c t e d  by t h e  p o t e n t i a l  therapy .  A n  understanding of  such 
molecular metabolism is t h e  o b j e c t i v e  o f  t h i s  RFA. 

Complicating t h e  development o f  s p e c i f i c a l l y  t a r g e t e d  a n t i v i r a l  therapy  drugs
is t h e  fact  t h a t  t h e  s i z e  and k i n e t i c s  o f  va r ious  metabol ic  pools  d i f f e r s  
among va r ious  ce l l  t ypes .  Thus t h e  k i n e t i c s  o f  pur ine  metabolism, f o r  
example, may d i f f e r  from bone marrow precursor  ce l l s  t o  macrophages t o  
e p i t h e l i a l  cel ls  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 .  A thorough understanding of 
t h e  d i f f e r e n c e s  i n  i n t r a c e l l u l a r  metabolism among t h e  va r ious  t a r g e t  c e l l s  o f  
t h e  AIDS v i r u s  and t h u s  t h e  ta rge t  o f  p o t e n t i a l  t h e r a p i e s ,  is e s s e n t i a l  f o r  
any t a r g e t e d  drug development program t o  succeed. 

Letter of I n t e n t :  Prospec t ive  a p p l i c a n t s  a r e  encouraged t o  submit a one-page
l e t t e r  o f  i n t e n t  t h a t  inc ludes  a b r i e f  d e s c r i p t i o n  o f  t h e  t h r u s t  o f  t h e  
r e sea rch  a c t i v i t i e s  and i d e n t i t y  o f  t h e  p r i n c i p a l  i n v e s t i g a t o r  o r  o t h e r  key
personnel ,  if known. The I n s t i t u t e  r eques t s  such l e t t e r s  f o r  t h e  purpose o f  
provid ing  an i n d i c a t i o n  o f  t h e  number and scope o f  a p p l i c a t i o n s  t o  be 
rece ived .  A l e t t e r  o f  i n t e n t  is not  binding,  w i l l  no t  e n t e r  i n t o  t h e  review 
o f  any a p p l i c a t i o n  subsequent ly  submit ted,  and is  not  a necessary  requirement
for a p p l i c a t i o n .  

APPLICATION SUBMISSION 

E l i g i b i l i t y :  U n i v e r s i t i e s ,  medical co l l eges ,  h o s p i t a l s ,  and l a b o r a t o r i e s  o r  
o t h e r  pub l i c ,  p r i v a t e  o r  f o r - p r o f i t  i n s t i t u t i o n s  are e l i g i b l e .  

Submission: U s e  t h e  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  form PHS 398 t h a t  is 
q df 	 a v a i l a b l e  i n  bus iness  o f f i c e s  o f  most r e sea rch  i n s t i t u t i o n s  o r  from t h e  

Div is ion  o f  Research Grants  (DRG),  N I H .  To i d e n t i f y  responses  t o  t h i s  
announcement, check "yes" and put  "MOLECULAR BASIS FOR SELECTIVITY OF 
DIFFERENT ANTIVIRAL THERAPIES" under i t e m  2 on page 1 of  t h e  g ran t
a p p l i c a t i o n .  

THE RFA LABEL AVAILABLE I N  THE 9 /86  REVISION OF THE APPLICATION FORM 398 MUST 
BE AFFIXED TO THE BOTTOM OF THE FACING PAGE. 

The complete o r i g i n a l  a p p l i c a t i o n  and 32 cop ies  should be mailed t o :  

Div is ion  of Research Grants  
Nat ional  I n s t i t u t e s  of Health 
Westwood Building,  Room 240 
Bethesda, Maryland 20892XX 

Appl'ications must be rece ived  by March 28 ,  1989.  

MECHANISM OF SUPPORT 

The N I A I D  is expected t o  r ece ive  primary assignment on a l l  a p p l i c a t i o n s
submit ted i n  response t o  t h i s  RFA and has  a l l o c a t e d  $440 ,000  f o r  t h e  i n i t i a l  
year  o f  funding o f  a p p l i c a t i o n s  rece ived  i n  response t o  t h i s  RFA. Two t o  f o u r  
awards are a n t i c i p a t e d  al though t h e  number o f  awards t o  be made is  dependent 
upon r e c e i p t  of a s u f f i c i e n t  number o f  a p p l i c a t i o n s  o f  h igh  s c i e n t i f i c  merit 
and t h e  uniqueness and d i v e r s i t y  o f  t h e  proposa ls  rece ived .  The ear l ies t  
p o s s i b l e  award d a t e  is  September 30,  1989. 

INQUIRIES 

A more d e t a i l e d  RFA may be obtained from1 

Charles  L .  Li t ters t ,  Ph.D., Acting Head, Drug Development Sec t ion  
Developmental Therapeut ics  Branch, AIDS Program 

*d 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 
6003 Executive Boulevard 
Bethesda, Maryland 20892 
Telephone: ( 3 0 1 )  496-0636 
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O N G O I N G  PROGRAM ANNOUNCEMENTS 

STUDIES OF SUICIDE AND SUICIDAL BEHAVIOR 


P.T. 34; K.W. 0404020, 0411005, 0785055, 0404000, 0745027 


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


The Nat ional  I n s t i t u t e  o f  Mental Heal th  (NIMH)  is  i n v i t i n g  g ran t  a p p l i c a t i o n s 

from i n t e r e s t e d  i n v e s t i g a t o r s  f o r  r e sea rch  on s u i c i d e  and s u i c i d a l  behavior  

a c r o s s  a l l  age groups.  NIMH encourages a p p l i c a t i o n s  from i n v e s t i g a t o r s  t o  

s tudy  t h e  epidemiology, psychopathology, b i o l o g i c a l  r i s k  f a c t o r s ,  c l i n i c a l  

course  and t r ea tmen t ,  and prevent ion  of s u i c i d e  and s u i c i d a l  behavior .  

Appl icants  may r eques t  support  f o r  up t o  5 y e a r s  (wi th  t h e  except ion  o f  t h e  

small g r a n t  a p p l i c a t i o n s  which are l i m i t e d  t o  1 y e a r ) .  Appl ica t ions  i n  

response t o  t h i s  announcement w i l l  be accepted under t h e  usua l  Publ ic  Heal th  

Serv ice  r e c e i p t  d a t e s .  Support is a v a i l a b l e  through a p p l i c a t i o n s  f o r  a 

t r a d i t i o n a l  r e sea rch  p r o j e c t ,  small g ran t ,  F i r s t  Independent Research Support 

and T r a n s i t i o n  (FIRST) award, Research S c i e n t i s t  Development Award (RSDA), and 

National  Research Se rv ice  Award (NRSA). P o t e n t i a l  a p p l i c a n t s  wishing t o  seek  

f u r t h e r  information should con tac t :  


Eve K.  Moscicki, Sc.D., M.P.H. 

Epidemiology and Psychopathology Branch 

Divis ion  of C l i n i c a l  Research 

Room 1OC-05 

Telephone: (301) 443-3774 


Irma S. Lann, M.Ed. 

Child and Adolescent Disorders  Research Branch 

Divis ion  o f  C l i n i c a l  Research 

Room 10-104 

Telephone: (301) 443-5944 


P e t e r  Nuehrer, Ph.D. 

Prevent ion Research Branch 

Divis ion  of C l i n i c a l  Research 

Room 14C-02 

Telephone: (301)  443-4283 


Arlene P. Hegg, M.D.  

Mood, Anxiety, and Pe r sona l i ty  Disorders  Research Branch 

Divis ion  o f  C l i n i c a l  Research 

Room 1OC-24 

Telephone: ( 3 0 1 )  443-4525 


Kelly Kelle3er, M . D . ,  M.P.H. 

Biometr ic  and C l i n i c a l  Appl ica t ions  Branch 

Divis ion  o f  Biometry and Applied Sciences 

Telephone: (301) 443-1330 


H. A l i c e  Lowery

Schizophrenia  Research Branch 

Divis ion  o f  C l i n i c a l  Research 

Room 1OC-06 

Telephone: (301) 443-3524 


Nancy E. Miller, Ph.D. 

Mental Disorders  o f  t h e  Aging Research Branch 

Divis ion  o f  C l i n i c a l  Research 

Room llC-03 

Telephone: (301) 443-3948 


E l l e n  S tover ,  Ph.D. 

AIDS Coordinator  

Office o f  t h e  Di rec to r  

Room 17C-06 

Telephone: (301) 443-7281 


The mai l ing  address  f o r  a l l  of t h e  above is: 


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

Parklawn Bulding 

5600 F i s h e r s  Lane 

Rockvil le ,  Maryland 20857 
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ADAMHA SCIENTIST DEVELOPMENT AWARD and ADAMHA SCIENTIST 

P.T. 34; K.W. 0404003, 0404009, 0715095, 0785035 

National  I n s t i t u t e  o f  Mental Health 

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

National  I n s t i t u t e  on Drug Abuse 


The Alcohol, Drug Abuse, and Mental Health Adminis t ra t ion (ADAMHA), which 

i nc ludes  t h e  Nat ional  I n s t i t u t e  o f  Mental Heal th  ( N I M H ) ,  t h e  Nat ional  

I n s t i t u t e  on Alcohol Abuse and Alcoholism ( N I A A A ) ,  a n d . t h e  Nat ional  I n s t i t u t e  

on Drug Abuse ( N I D A ) ,  announces t h e  ADAMHA S c i e n t i s t  Development Award (SDA)

and t h e  ADAMHA S c i e n t i s t  Development Award f o r  C l i n i c i a n s  (SDAC). The SDA and 

SDAC are awards t o  f o s t e r  t h e  development o f  ou t s t and ing  s c i e n t i s t s  and enable  

them t o  expand t h e i r  p o t e n t i a l  f o r  making important c o n t r i b u t i o n s  t o  t h e  

f i e l d s  o f  alcoholism, drug abuse, or mental h e a l t h  (ADMI r e s e a r c h .  The SDA is  

for h igh ly  promising developing s c i e n t i s t s  who need f u r t h e r  supervised 

r e sea rch  experience i n  o rde r  t o  undertake independent r e sea rch .  The SDA 

provides  5 y e a r s  o f  support ;  i n  excep t iona l  circumstances,  an e s t a b l i s h e d  

account t h a t  t h e  cand ida te  has  been t r a i n e d  p r i m a r i l y  as a c l i n i c i a n  and t h u s  

may posses s  only minimal r e sea rch  s k i l l s .  Such an i n d i v i d u a l  must show 

genuine commitment to a re sea rch  career t o  j u s t i f y  t h e  need f o r  a 5-year

development award. 


The SDA and SDAC w i l l  each provide t h e  g r a n t e e  i n s t i t u t i o n  up t o  $45,000 p e r  

yea r  toward t h e  employee’s fu l l - t ime  s a l a r y ,  excluding f r i n g e  b e n e f i t s , 

c o n s i s t e n t  with t h e  percentage o f  time t h e  candidate  proposes t o  devote t o  t h e  

g r a n t .  I n  a d d i t i o n  t o  s a l a r y  support ,  funds up t o  $35,000 i n  t h e  aggregate  

may be r eques t ed  f o r  each yea r  t o  pay f o r  r e sea rch  and/or career development

support  expenses. P l ease  review t h e  announcements f o r  d e t a i l e d  information on 

s a l a r y  and r e s e a r c h  and/or career development expenses.  


I n  FY 1989, approximately $1,900,000 w i l l  be a v a i l a b l e  from NIMH, $920,000

w i l l  be  a v a i l a b l e  from NIAAA,  and $1~000,000w i l l  be a v a i l a b l e  from NIDA f o r  

SDAs and SDACs. 


The SDA and SDAC r e p l a c e  t h e  Research S c i e n t i s t  Development Award - Level I 

(KO11 (ADAMHA), and t h e  Physician S c i e n t i s t  Award (K11) ( N I M H )  and C l i n i c a l  

I n v e s t i g a t o r  Award (KO81 ( N I M H ) .  Appl icat ions f o r  t h e s e  t h r e e  awards w i l l  no 

longer  be accepted.  The awards w i l l  be phased out  as p r e s e n t l y  funded g r a n t s 

t e rmina te .  


The i n i t i a l  r e c e i p t  d a t e  f o r  a p p l i c a t i o n  f o r  t h e s e  awards w i l l  be March 15,

1989. Therea f t e r ,  d a t e s  f o r  t h e  submission o f  a p p l i c a t i o n s  and review c y c l e s 

w i l l  be  according t o  t h e  usua l  Pub l i c  Heal th  Se rv ice  schedule  for new 

a p p l i c a t i o n s .  P o t e n t i a l  a p p l i c a n t s  i n t e r e s t e d  i n  ob ta in ing  f u r t h e r  

information should c o n t a c t  o f  t h e  fol lowing: 
one 

NIAAA 

Sue Shafer ,  Ph.D. 

Acting D i r e c t o r  

Division o f  Basic Research 

Room 14C-10 

Telephone: (301) 443-2530 


Richard K. F u l l e r ,  M . D .  

Direc to r  

Division of C l i n i c a l  and Prevent i on  Research 

Room 16C-10 

Telephone: (301) 443-1207 


Mary Dufor, M . D . ,  M.P.H. 

Chief,  Epidemiology Branch 

Division of Biometry and Epidemiology

Room 14C-26 

Telephone: (301) 443-4897 


NIDA 

Marvin Snyder, Ph.D. Roy W. Pickens,  Ph.D. 

Direc to r  D i rec to r  

Division o f  P r e c l i n i c a l  Research Divis ion of C l i n i c a l  Research 

Room 10A-31 Room 10A-38 

Telephone: (301) 443-6480 Telephone: (301) 443-6697 
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Direc to r  

Divis ion  o f  Epidemiology and S t a t i s t i c a l  Analys is 

Kenneth G . Lutterman, Ph .D . 

Associa te  D i rec to r  

Divis ion  of Biometry and Applied Sc iences  

Room 18C-26 

Telephone: ( 3 0 1 )  443-3685 


Stan ley  F. Schneider ,  Ph.D. Leonard Lash, Ph.D. 

Associa te  D i rec to r  Assoc ia te  D i rec to r  f o r  Research Tra in ing 

Divis ion  o f  Basic Sc iences  Div is ion  o f  C l i n i c a l  Research 

Room 11-95 Room 10-95 

Telephone: ( 3 0 1 )  443-4347 Telephone: ( 3 0 1 )  443-3264 


The mai l ing  address  f o r  a l l  o f t h e  above is: Parklawn 

Building,  5600 F i s h e r s  Lane, Rockvi l le ,  Maryland 20857 


P.T. 3 4 ;  K.W. 0715026, 07650339 0705075, 0760050, 0706030 

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

Appl ica t ion  Receipt  Dates: February 1 ,  June 1 ,  October 1 

The Divis ion  o f  Kidney, Urologic  and Hematologic Diseases (DKUHD) of  t h e  
Nat ional  I n s t i t u t e  o f  Diabe tes  and Diges t ive  and Kidney Diseases ( N I D D K )  is  
committed t o  funding a major r e sea rch  e f f o r t  i n  i n t e r s t i t i a l  c y s t i t i s  ( I C ) .
Th i s  Program Announcement is t o  encourage submission o f  i n d i v i d u d  r e sea rch  
g ran t  (Roll a p p l i c a t i o n s  i n  both t h e  b a s i c  and c l i n i c a l  s c i ences  which w i l l  
s tudy,  i n  human and experimental  models, t h e  pathology and pathogenesis  of  
i n t e r s t i t i a l  c y s t i t i s .  E s p e c i a l l y  encouraged are p r o j e c t s  which u t i l i z e  f o r  
comparison both human b ladder  specimens and non-human experimental  models,
such as animals  or ce l l  c u l t u r e s .  

BACKGROUND INFORMATION 

I n t e r s t i t i a l  c y s t i t i s  is  a chronic ,  p a i n f u l ,  and v a r i a b l y  i n c a p a c i t a t i n g
d i s o r d e r  o f  t h e  u r i n a r y  b ladder  which affects  a s i g n i f i c a n t  percentage o f  t h e  
a d u l t  populat ion,  predominating i n  women. Pa thologica l  f i n d i n g s  i n  t h e  
b ladder  wi th  I C  a r e  v a r i a b l e  and may inc lude  u l c e r a t i o n s ,  g ranu la t ion  t i s s u e ,
f i b r o s i s ,  mononuclear c e l l  and mast c e l l  i n f i l t r a t e s .  A t  t h e  p re sen t  t i m e  t h e  
most accu ra t e  method o f  d i agnos i s  is  t h e  pa t ien t -der ived  symptom complex. 

Numerous t h e o r i e s  have been proposed f o r  t h e  e t i o l o g y  o f  I C  but  none has  been 
thoroughly s u b s t a n t i a t e d  by r e sea rch  d a t a .  There is  no long-term e f f e c t i v e  
therapy  y e t  a v a i l a b l e  f o r  t h i s  un re l en t ing  d i s o r d e r .  A monograph updat ing t h e  
c u r r e n t  knowledge o f  I C  w a s  publ ished as a supplement t o  UROLOGY 2 9 ( 4 ) :
Supplement, Apr i l  1987, and t h e  r e p o r t  o f  a r ecen t  N I D D K  sponsored Workshop on 
I C  w a s  publ ished i n  The JOURNAL OF UROLOGY 1 4 0 ( 1 ) :  203-206, J u l y ,  1988.  This  
la ter  r e p o r t  l ists t h e  pre l iminary  d i agnos t i c  c r i t e r i a  which should be used t o  
e n r o l l  p a t i e n t s  i n  r e sea rch  s t u d i e s .  (These cri teria are not  meant t o  be used 
for t h e  d i agnos i s  o f  I C  i n  a non-research c l i n i c a l  s i t u a t i o n . )  S ince  t h e  
c r i t e r i a  were pre l iminary  a t  t h e  time o f  pub l i ca t ion ,  i n v e s t i g a t o r s  should 
con tac t  t h e  Urology Program Di rec to r  f o r  t h e  most r ecen t  r e v i s i o n  o f  t h e s e  
c r i te r ia  p r i o r  t o  employing them i n  a r e sea rch  s tudy .  

OBJECTIVES AND SCOPE OF RESEARCH 

The o b j e c t i v e  o f  t h i s  announcement is t o  encourage r e sea rch  g ran t  a p p l i c a t i o n s
which w i l l  i nc rease  t h e  understanding of  t h e  e t i o l o g y  o f  I C ,  w i l l  develop
p o t e n t i a l  areas f o r  t h e r a p e u t i c  a p p l i c a t i o n s ,  and w i l l  i nc rease  t h e  da tabase  
of  p a t i e n t s  wi th  I C .  Areas o f  r e sea rch  which should be inves t iga t ed  inc lude ,
but  are no t  l i m i t e d  t o ,  t h e  fol lowing:  

o THE FUNCTION OF MUCOSAL BARRIERS I N  NORMAL AND ABNORMAL BLADDER PATHOLOGY. 
S t u d i e s  have suggested t h a t  t h e  l a y e r  of glycosaminoglycans (GAG) on t h e  
t r a n s i t i o n a l  ep i the l ium o f  t h e  b ladder  may have a p r o t e c t i v e  func t ion .  I n  
theo ry  d i s r u p t i o n  of  t h i s  l a y e r  would permit t o x i c  subs tances  t o  i n i t i a t e  and 
pe rpe tua te  an inflammatory response i n  t h e  submucosal l a y e r s  o f  t h e  b ladder .  
Fur ther  s t u j i e s  are needed t o  eva lua te  t h e  presence and func t ion  of GAGS and 
o t h e r  mucosal l a y e r s  on t h e  b ladder  su r face ,  and t o  compare t h e  composition
and c o n t i n u i t y  o f  t h e  mucosal l a y e r s  i n  normal b ladder  and i n  t h e  b ladder  wi th  
I C .  The effect  of  va r ious  types  of  a n t i b i o t i c s  on t h e  i n t e g r i t y  of t h e  
mucosal l a y e r s  is  a l s o  an area which needs i n v e s t i g a t i o n .  
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o THE ROLE OF NEUROPEPTIDES I N  THE CHRONIC INFLAMMATION OF THE BLADDER. The 
neuropept ide t r a n s m i t t e r s  o f  t h e  a f f e r e n t  ( sensory)  neurones release 
neuropept ides  which i n i t i a t e  inflammatory changes. The neuropept ides  released 
inc lude  substance P, vasoac t ive  i n t e s t i n a l  polypept ides ,  neurokinin A and 
c a l c i t o n i n  gene-related pep t ide .  Inves- t igat ion o f  t h e  r o l e  o f  t h e s e  
subs tances  i n  t h e  development o f  chronic  inflammation o f  both animal and human 
b ladders  is necessary .  Fac to r s  which s t i m u l a t e  and i n h i b i t  t h e  release o f  
t h e s e  subs tances  must a l s o  be inves t iga t ed  so t h a t  p o t e n t i a l  pharmaceutical  
agents  may be developed f o r  t h e  r e g u l a t i o n  o f  t h e  release o f  t h e s e  
neuropept ides .  

o THE UTILIZATION OF MAGNETIC RESONANCE I M A G I N G  ( M R I ) ,  POSITRON EMISSION 
TOMOGRAPHIC (PET) SCANNING, RADIONUCLIDES AND OTHER NON-INVASIVE MODALITIES 
FOR THE DIAGNOSIS AND EVALUATION OF INTERSTITIAL CYSTITIS. A t  t h e  present
time, t h e  d i agnos i s  o f  I C  is made p r imar i ly  from t h e  symptom complex obta ined  
from t h e  p a t i e n t .  Cor re l a t ion  o f  t h e s e  symptoms with cys toscopic  o r  b ladder  
biopsy pa tho log ica l  eva lua t ion  is  v a r i a b l e  and no t  c o n s i s t e n t .  I n  add i t ion ,
t h e s e  procedures  may r e q u i r e  anes thes i a  and/or h o s p i t a l i z a t i o n .  Thus t h e  
eva lua t ion  o f  t h e  e x t e n t  o f  b ladder  involvement and t h e  response o f  I C  t o  
t rea tment  is  d i f f i c u l t  and very imprecise .  Resolut ion o f  symptoms does no t  
mean a complete response o f  t h e  d i sease  t o  t h e  therapy .  A t  b e s t ,  it is a 
p a r t i a l  response which is enough t o  temporar i ly  r e l i e v e  symptoms. If 
t rea tment  moda l i t i e s  are t o  be developed, a non-invasive d i agnos t i c  modality
must be a v a i l a b l e  t o  d e t e c t  t h e  ex ten t  o f  t h e  d i s e a s e  and c o r r e l a t e  it with 
t h e  symptoms. Radiological  techniques,  a t  t h e  p re sen t  time, are no t  used 
e f f e c t i v e l y  t o  eva lua te  I C .  Technologies such as MRI and PET scanning,
r ad ionuc l ides  and pho tosens i t i ve  i n j e c t a b l e  dyes with laser l i g h t  eva lua t ion ,
should be i n v e s t i g a t e d  t o  determine t h e i r  e f f e c t i v e n e s s  i n  t h e  q u a l i t a t i v e  and 
q u a n t i t a t i v e  eva lua t ion  o f  I C .  

o PROSTAGLANDINS AS MEDIATORS OF CHRONIC INFLAMMATORY DISEASE OF THE 
BLADDER. Pros tag landin  E2 and p r o s t a c y e l i n  are hypera lges ic  agen t s .  Thei r  
d e t e c t i o n  a t  s i t e s  o f  inflammation has  suggested t h a t  t hey  c o n t r i b u t e  t o  t h e  
erythema and pa in  a t  t hose  reg ions .  Both o f  t h e s e  agents  are a l s o  poten t
v a s o d i l a t o r s .  These r e a c t i o n s  o f  pain,  inflammation and mucosal erythema are 
v a r i a b l e  c h a r a c t e r i s t i c s  o f  i n t e r s t i t i a l  c y s t i t i s .  I n v e s t i g a t i o n  o f  t h e  r o l e  
o f  p ros t ag land ins  i n  t h e  development o f  chronic  inflammation o f  t h e  animal and 
t h e  human b ladder  is necessary.  The i n v e s t i g a t i o n  o f  i n h i b i t o r s  o f  
pros tag landin  release and t h e i r  effect on r e s o l u t i o n  o f  inflammation should 
a l s o  be inves t iga t ed .  

o FACTORS PRESENT I N  THE URINE WITH INTERSTITIAL CYSTITIS. I n v e s t i g a t i o n s  
are needed t o  eva lua te  t h e  presence i n  t h e  u r i n e  o f  f a c t o r s  such as ions,
pep t ides ,  changes i n  pH, immunoglobins, an t ibod ie s ,  inflammatory ce l l s ,
eos inoph i l s ,  k in ins ,  his tamine,  uromodulin (Tamm-Horsefall p r o t e i n ) ,  e tc . ,
which can be  determined t o  be s p e c i f i c  f o r  I C .  S t u d i e s  o f  p a t i e n t s  have 
s p o r a d i c a l l y  i d e n t i f i e d  t h e s e  subs tances  i n  t h e  u r i n e  but  have no t  c o r r e l a t e d  
t h e  f i n d i n g s  with t h e  presence o r  r e s o l u t i o n  o f  t h e  symptoms o r  o t h e r  
d i agnos t i c  c r i t e r i a  f o r  I C .  Well-control led s t u d i e s  which c o r r e l a t e  t h e s e  
f i n d i n g s  i n  I C  p a t i e n t s  are necessary  t o  acqu i r e  a f u r t h e r  understanding o f  
t h e  d i s e a s e  and t o  e s t a b l i s h  a parameter f o r  eva lua t ion  o f  t r ea tmen t .  

APPLICATION AND REVIEW PROCEDURES 

Research p r o j e c t  (Rol l  g ran t  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 i n  accordance with t h e  usua l  Publ ic  Heal th  Serv ice  peer
review procedures  f o r  r e sea rch  g r a n t s  (Study Sec t ion ) .  Review cr i ter ia  
includes t h e  s i g n i f i c a n c e  o f  t h e  r e sea rch  and adequacy o f  t h e  experimental
design;  t r a i n i n g ,  r e sea rch  competence, and ded ica t ion  o f  t h e  i n v e s t i g a t o r ( s 1 ;
adequacy o f  a v a i l a b l e  f ac i l i t i e s ;  provis ion  f o r  t h e  humane care o f  animals;
and t h e  appropr ia teness  of t h e  reques ted  budget r e l a t i v e  t o  t h e  work proposed.
Funding dec i s ions  w i l l  be based on t h e  I n i t i a l  Review Group and an appropr i a t e
National  Advisory counci l  recommendations. 

Applicants  from i n s t i t u t i o n s  which have a General C l i n i c a l  Research Center 
(GCRC) funded by t h e  N I H  Div is ion  o f  Research Resources may wish t o  i d e n t i f y
t h e  Center as a resource  f o r  conducting t h e  proposed research ,  i f  app l i cab le .
I n  such a case ,  a l e t t e r  of agreement from t h e  GCRC Program Di rec to r  should be 
included i n  t h e  a p p l i c a t i o n .  

Ind iv idua l  r e sea rch  p r o j e c t  (Roll  gran t  a p p l i c a t i o n s  should be submit ted on 
form PHS-398, a v a i l a b l e  i n  t h e  bus iness  o r  g r a n t s  r e sea rch  o f f i c e  a t  most 
academic o r  r e sea rch  i n s t i t u t i o n s ,  o r  from t h e  Div is ion  o f  Research Grants,
Nat ional  I n s t i t u t e s  o f  Heal th .  Women and minor i ty  i n v e s t i g a t o r s  are 
encouraged t o  apply .  Appl ica t ions  w i l l  be accepted i n  accordance with t h e  
d a t e s  f o r  new a p p l i c a t i o n s  on an i n d e f i n i t e  b a s i s :  February 1, June 1,
October 1 .  
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The phrase "INVESTIGATIONS INTO THE PATHOLOGY AND PATHOGENESIS OF INTERSTITIAL 

CYSTITIS" should be typed on l i n e  2 of  t h e  face page of  t h e  a p p l i c a t i o n ,  The 

o r i g i n a l  and s i x  cop ie s  should be s e n t  or de l ive red  t o :  


Grant Appl ica t ion  Receipt  Office 

Divis ion  of  Research Grants 

Westwood Building,  Room 240 

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

Bethesda, Maryland 20892-4500nX 


I n  o rde r  t o  a ler t  t h e  Urology Program t o  t h e  submission of responses  t o  t h i s  

announcement, or f o r  f u r t h e r  information about t h i s  program, persons are 

encouraged t o  c o n t a c t :  


Leroy M .  Nyberg, J r . ,  Ph.D., M . D .  

Urology Program Di rec to r ,  DKUHD, N I D D K  

Federa l  Bui lding,  S u i t e  102 

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

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-8248 


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


Appl ica t ion  Receipt  Dates: A p r i l  3, 1989 
Regular Receipt  Dates f o r  Research Grants  The rea f t e r  

Alcohol abuse and alcohol ism are major problems i n  t h e  United S t a t e s  t h a t  have 
profound economic impl i ca t ions .  Alcohol is d i r e c t l y  or i n d i r e c t l y  r e spons ib l e
f o r  approximately 1 0 0 , 0 0 0  deaths  annual ly ,  and more than  20 m i l l i o n  a d u l t s ,
ado le scen t s  and c h i l d r e n  are be l ieved  t o  experience a l coho l - r e l a t ed  problems.
The c o s t  of  a l coho l  misuse is  es t imated  t o  be $117 b i l l i o n  a year. The 
purpose o f  t h i s  announcement is  t o  s t i m u l a t e  r e sea rch  on economic i s s u e s  
a s s o c i a t e d  wi th  t h e  prevent ion ,  t rea tment ,  and epidemiology of  a l coho l  abuse,
alcohol ism,  and a s s o c i a t e d  problems. 

The s t a t u t o r y  a u t h o r i t i e s  f o r  a n t i c i p a t e d  awards are s e c t i o n s  301 and 510 of 
t h e  Publ ic  Heal th  Se rv ice  A c t  ( 4 2  USC 241 and 290bb). 

PREVENTION RESEARCH ISSUES 

Th i s  announcement encourages r e sea rch  t h a t  examines prevent ive  i n t e r v e n t i o n s  
from an  economic pe r spec t ive ,  ana lyzes  t h e  e f f e c t s  o f  a lcohol  promotion and 
marketing on consumption p a t t e r n s ,  o r  explores  r i sk - t ak ing  behavior  i n  terms 
of economic models of dec i s ion  making. S p e c i f i c  examples o f  r e sea rch  
p o s s i b i l i t i e s  inc lude :  

(1 )  I n v e s t i g a t i n g  t h e  effects  o f  changes i n  p r i c e  and a v a i l a b i l i t y  of 
a l c o h o l i c  beverages on a l coho l  consumption and abuse.  Although s t u d i e s  
i n d i c a t e  t h a t  i nc reases  i n  price and decreases  i n  a v a i l a b i l i t y  t end  t o  reduce 
consumption and abuse, f u r t h e r  r e sea rch  is needed. A t t en t ion  could be given
t o  pr ice  s e n s i t i v i t i e s  for var ious  a l c o h o l i c  beverages and popula t ion  groups,
long-run as well as shor t - run  consequences o f  p r i c e  and a v a i l a b i l i t y  changes,
and t h e  impact o f  such f a c t o r s  as t h e  lega l  d r ink ing  age and p o l i c i e s
regard ing  p l ace  and hours  of sale .  

( 2 )  Evalua t ing  t h e  c o s t  e f f e c t i v e n e s s  of business-based a lcohol  prevent ion  
programs. Assessments might be made o f  va r ious  employee a s s i s t a n c e  and h e a l t h  
promotion programs i n  terms o f  both business- and worker-oriented goa l s ,
t a k i n g  i n t o  account such f a c t o r s  as t h e  s t r u c t u r e  and r egu la to ry  climate o f  
t h e  i n d u s t r i e s ,  t h e  phi losophies  underlying t h e  programs, l abor  and union 
involvement, and community suppor t .  The a l coho l  s e r v i c e  indus t ry  has  a unique
i n t e r e s t  i n  a t t e n d i n g  t o  a l coho l  problems as evidenced by recent l i t i g a t i o n  on 
l i a b i l i t y  i s s u e s .  However, t h e  most e f f e c t i v e  r o l e  of  t h e  s e r v i c e  indus t ry  as 
c a t a l y s t  f o r  or p a r t i c i p a n t  i n  primary prevent ion  programs ( e . g . ,  s e r v e r  
i n t e rven t ion ,  des igna ted  d r i v e r ,  and a l t e r n a t i v e  t r a n s p o r t a t i o n  programs) is 
st i l l  undetermined. Economic s t u d i e s  of  t h e s e  t y p e s  o f  i s s u e s  are encouraged. 

(3) Exploring t h e  p o s s i b l e  effects  of  mass communications i n  e i t h e r  promoting 
or prevent ing  a l coho l  abuse.  Mass communication is  widely used both f o r  
a d v e r t i s i n g  a l c o h o l i c  beverages and f o r  d i scouraging  a l coho l  abuse.  S t u d i e s  
could assess t h e  effects  o f  a d v e r t i s i n g  and marketing on a lcohol  consumption
and abuse.  A l t e r n a t i v e l y ,  r e sea rch  could i d e n t i f y  t h e  economic c o s t s  and 
b e n e f i t s  of media prevent ion  campaigns, a lone  or i n  combination wi th  
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i n t e rpe r sona l  communication. How warning l a b e l s  can most e f f e c t i v e l y  be  used 
as a prevent ion  s t r a t e g y  is  another  avenue o f  s tudy .  

(4) Examining t h e  r e l a t i o n s h i p  o f  a lcohol  and r i sk - t ak ing  behavior .  There is 
need t o  s tudy  t h e  use  o f  a lcohol  as a r i sk - t ak ing  behavior  and a l s o  t o  
determine t h e  consequences o f  a lcohol  consumption on young people ' s
wi l l i ngness  t o  t a k e  r i s k s ,  e s p e c i a l l y  t o  d r i v e  a f te r  dr inking .  I n  a d d i t i o n  t o  
t h e  bu i ld ing  o f  decision-making models ( involv ing  pe rcep t ions  o f  b e n e f i t s  and 
r i s k s  a s s o c i a t e d  wi th  a lcohol  u s e ) ,  t h e  Nat ional  I n s t i t u t e  on Alcohol Abuse 
and Alcoholism ( N I A A A )  is  i n t e r e s t e d  i n  l abora to ry  experiments and f i e l d  
s t u d i e s ,  which may inc lude  survey in te rv iews  and obse rva t iona l  s t u d i e s .  

( 5 )  Evalua t ing  attempts t o  reduce drunk d r i v i n g  through deterrence-based l e g a l
i n t e r v e n t i o n s .  Economic a n a l y s i s  of  t h e s e  i n t e r v e n t i o n s  is necessary t o  t e s t  
t h e  v a l i d i t y  of  de t e r r ence  theory  as w e l l  as t o  formulate  wise p u b l i c  po l i cy .
Deterrence-based programs could be compared with o the r  drunk d r i v i n g
prevent ion  s t a t e g i e s  ( e . g . ,  p r i c e  and a v a i l a b i l i t y  c o n s t r a i n t s )  i n  terms of 
t h e i r  r e s p e c t i v e  c o s t s  and b e n e f i t s .  Analyses, inc luding  "na tu ra l  
experiments," should d i s t i n g u i s h  between i n t e r v e n t i o n s  focused on s e v e r i t y ,  on 
swi f tnes s ,  and on c e r t a i n t y  o f  t h rea t ened  punishment. 

( 6 )  Assessing t h e  impact of prevent ion  wi th in  t h e  contex t  o f  primary medical 
care. Primary care providers  are i n  key p o s i t i o n s  t o  i d e n t i f y  and provide
guidance and referral s e r v i c e s  t o  ind iv idua l s  a t  r i s k  o f  a lcohol  problems,
inc luding  " a n t i c i p a t o r y  guidance" t o  ch i ld ren ,  adolescents ,  and t h e i r  pa ren t s .
S t u d i e s  could address  t h e  cos t -bene f i t s  and cos t - e f f ec t iveness  o f  i n t e g r a t i n g
t h e s e  types  o f  prevent ion  e f f o r t s  i n t o  t h e  v a r i e t y  of  primary care s e t t i n g s .  

I n v e s t i g a t o r s  may a l s o  apply economic theo ry  and methods t o  o t h e r  prevent ion
resea rch  t o p i c s .  Communities as w e l l  as ind iv idua l s  might c o n s t i t u t e  t h e  
u n i t s  o f  a n a l y s i s .  

TREATMENT RESEARCH ISSUES 

Research is  needed on t h e  c o s t ,  f inanc ing ,  access t o ,  and u t i l i z a t i o n  o f  
a lcohol  t rea tment  s e r v i c e s .  There are a number o f  d i f f e r e n t  p o s s i b i l i t i e s  f o r  
r e sea rch  on t h e  economics o f  a lcohol  t r ea tmen t .  For example, r e sea rch  could 
desc r ibe  t h e  alcohol ism t rea tment  system, inc luding  t h e  d i s t r i b u t i o n ,
a v a i l a b i l i t y ,  and c o s t s  o f  va r ious  t rea tment  a l t e r n a t i v e s .  Cos t -of fse t  
s t u d i e s  would be welcomed. I d e n t i f i c a t i o n  o f  t h e  determinants  o f  use o f  o r  
access t o  t rea tment  s e r v i c e s ,  inc luding  economic and nonmonetary f a c t o r s  
i n f luenc ing  t h e  wi l l i ngness  t o  seek t rea tment ,  is  another  important area f o r  
r e sea rch .  The f i t  between popula t ion  needs and a v a i l a b l e  s e r v i c e s  could be 
examined. 

Other r e l e v a n t  r e sea rch  ques t ions  include:  What k inds  o f  people demand which 
s e r v i c e s ?  What are t h e  imp l i ca t ions  o f  va r ious  s t r a t e g i e s  o f  p u b l i c  

f inanc ing?  What are t h e  imp l i ca t ions  of  alcoholism t rea tment  beyond t h e  
consequences f o r  i nd iv idua l  p a t i e n t s ?  How do s t r a t e g i e s  f o r  f inanc ing  a lcohol  
t rea tment  affect  t h e  o rgan iza t ion  and de l ive ry  o f  care?  What are t h e  effects 
of a l t e r n a t i v e  f inancing and reimbursement s t ra teg ies  on t h e  organiza t ion ,  
c o s t ,  de l ive ry ,  a v a i l a b i l i t y ,  or outcomes o f  alcoholism t r ea tmen t?  What are 
t h e  determinants  of  insurance b e n e f i t s ;  and what determines alcoholism 
s e r v i c e s  provided i n  Heal th  Maintenance Organizat ions and o t h e r  managed care 
systems? 

EPIDEMIOLOGICAL RESEARCH AND DATA BASES 

A v a r i e t y  o f  epidemiological  t o p i c s  could be addressed under t h i s  program 
announcement. Var i a t ions  i n  a lcohol  use  and abuse could be r e l a t e d  t o  
economic cond i t ions  as measured by ra tes  o f  employment and unemployment,
income l e v e l s  and earn ings ,  t h e  propor t ion  o f  women i n  t h e  l a b o r  fo rce ,  and 
similar i n d i c e s .  N I A A A  suppor t s  both b i b l i o g r a p h i c a l  and empir ica l  d a t a  bases  
capable  o f  a i d i n g  r e sea rch  s t imula ted  by t h i s  program announcement. For 
example, ETOH, a b i b l i o g r a p h i c a l  d a t a  base o f  s c i e n t i f i c  materials r e l a t e d  t o  
a lcohol  and a lcohol  problems, is a v a i l a b l e  t o  r e sea rche r s  through BRS 
Information Technologies.  Empir ical  d a t a  from numerous agencies  a r e  a l s o  
a v a i l a b l e  through t h e  Alcohol Epidemiologic Data System (AEDS1, which permits ,  
among o t h e r  p o s s i b i l i t i e s ,  e s t ima t ions  o f  t h e  magnitude, c h a r a c t e r i s t i c s ,  and 
t r e n d s  o f  a lcohol  problems nationwide, as well as s p e c i f i c  conseluences of 
a lcohol  use ( inc lud ing  h e a l t h  problems, reduced longevi ty ,  c a s u a l t i e s ,  and 
economic c o s t s ) .  

REVIEW PROCEDURES AND CRITERIA 

The s tandard  review procedures  o f  t h e  Alcohol, Drug Abuse, and Mental Heal th  
Adminis t ra t ion w i l l  be followed f o r  a p p l i c a t i o n s  rece ived  i n  response t o  t h i s  
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announcement. Cr i te r ia  t o  be used i n  t h e  m e r i t  review include:  

( 1 )  Evidence t h a t  t h e  a p p l i c a n t  w i l l  u t i l i z e  economic theory,
d a t a ,  o r  a n a l y t i c  methods i n  t h e  proposed r e sea rch ;
(2) P o t e n t i a l  o f  t h e  r e sea rch  f o r  enhancing t h e  sc i ence  o f  
prevent ion,  t r ea tmen t ,  and epidemiology i n  t h e  area of 
a l coho l  abuse and alcoholism;
(3) Evidence t h a t  t h e  i n v e s t i g a t o r s  a r e  familiar with t h e  
s t a t e - o f - t h e - a r t  and e x i s t i n g  knowledge gaps i n  t h e i r  
proposed area o f  r e sea rch ;
(4) Degree o f  s c i e n t i f i c  r i g o r  i n  t h e  design and 
implementation o f  t h e  s tudy;
( 5 )  Adequacy o f  t h e  methods used t o  c o l l e c t  and analyze da t a ;
(6) Q u a l i f i c a t i o n s  and r e sea rch  experience o f  t h e  p r i n c i p a l
i n v e s t i g a t o r  and o t h e r  key r e sea rch  personnel;
( 7 )  Evidence o f  a v a i l a b i l i t y  o f  f a c i l i t i e s ,  r e sources ,
c o l l a b o r a t i v e  arrangements, and s u b j e c t s  a p p r o p r i a t e  t o  
t h e  g o a l s  o f  t h e  r e sea rch ;
(8) Adequacy o f  procedures t o  p r o t e c t  human s u b j e c t s ;
(9) Appropriateness  o f  budget estimates f o r  t h e  proposed
r e s e a r c h  a c t i v i t i e s  . 
Applicants  are urged t o  inc lude  females and e t h n i c  and racial  m i n o r i t i e s  i n  
s tudy  popu la t ions  and a t  s u f f i c i e n t  numbers t o  g e n e r a l i z e  t h e  r e s u l t s .  If 
females and m i n o r i t i e s  are excluded, a clear r a t i o n a l e  should be provided. 

ELIGIBILITY 

App l i ca t ions  may be submitted by p u b l i c  o r  p r i v a t e  non-profi t  o r  f o r - p r o f i t 

o r g a n i z a t i o n s  such as u n i v e r s i t i e s ,  c o l l e g e s ,  h o s p i t a l s ,  r e sea rch  i n s t i t u t e s  

and o rgan iza t ions ,  u n i t s  of  s t a t e  and l o c a l  governments, and e l i g i b l e  agencies 

of  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 * 


APPLICATION PROCEDURES 


The s t anda rd  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 ( r e v i s e d  9/86) must be 

used t o  apply f o r  t h e s e  awards. When applying, t y p e  t h e  name o f  t h i s  

announcement, "Research on Economic and Socioeconomic I s s u e s  i n  t h e  

Prevention, Treatment, and Epidemiology of Alcohol Abuse and Alcoholism," on 

page 1, item 2, of  PHS 398. S t a t e  and l o c a l  government agencies  should use 

form PHS 5161-1 ( r e v i s e d  3/86). 


Appl i ca t ion  k i t s  con ta in ing  t h e  necessary forms and i n s t r u c t i o n s  (PHS 398) may

be ob ta ined  from i n s t i t u t i o n a l  bus iness  o f f i c e s  o r  o f f i c e s  o f  sponsored 

r e sea rch  a t  most u n i v e r s i t i e s ,  c o l l e g e s ,  medical schools ,  and o t h e r  major

r e s e a r c h  fac i l i t i es .  Applicat ion forms may a l s o  be obtained from: 


National  Clearinghouse f o r  Alcohol and Drug Information 

Reference Department

P.O. Box 2345 

Rockvil le ,  Maryland 20852 

Telephone: (301) 468-2600 


The s igned o r i g i n a l  and s i x  permanent, l e g i b l e  cop ie s  ( o r i g i n a l  and two cop ies 

i f  u s i n g  form PHS 5167-1) o f  t h e  complete a p p l i c a t i o n  and any appendices 

should be submit ted t o :  


Div i s ion  o f  Research Grants,  N I H  

Westwood Building,  Room 240 

Bethesda, Maryland 20892nn 


P o t e n t i a l  a p p l i c a n t s  are encouraged t o  o b t a i n  a copy o f  t h e  complete

announcement and t o  seek p r e a p p l i c a t i o n  c o n s u l t a t i o n .  P l ease  c o n t a c t :  


H. Laurence ROSS, Ph.D. 

Prevent ion Research Branch 

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

5600 F i s h e r s  Lane, Room 16C-03 

Rockvil le ,  Maryland 20857 

Telephone: (301) 443-1677 
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