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PRESOLICITATIONi I NTERNATIONAL COLLABORATIONS I N  A IDS RESEARCY 

RFA: 89-AI-21 
I-' P.T. 34; K.T. 0715008, 0710070, 0411005, 0760003, 0710030 

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 

Ant ic ipa ted  RFA A v a i l a b i l i t y  Dates November 1, 1989 
Ant ic ipa ted  Appl ica t ion  Receipt  Date: March 30, 1990 

INTRODUCTION 

The purpose o f  t h i s  announcement is t o  a le r t  t h e  s c i e n t i f i c  community t o  t h e  
proposed issuance o f  a Request f o r  Appl ica t ions  (RFA) f o r  i n t e r n a t i o n a l  
c o l l a b o r a t i o n s  i n  AIDS re sea rch .  

RESEARCH GOALS AND SCOPE 

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 p lans  t o  expand i ts  
c u r r e n t  e f f o r t  i n  i n t e r n a t i o n a l  h e a l t h  by encouraging and s t r eng then ing
s c i e n t i f i c  l i nkages  between U.S. and fo re ign  i n v e s t i g a t o r s  t o  develop r e sea rch  
u n i t s  o f  exce l l ence  i n  l o c a t i o n s  experiencing l a r g e  numbers of  persons with 
h e a l t h  problems due t o  i n f e c t i o n  with t h e  human immunodeficiency v i r u s .  

The proposed i n i t i a t i v e  w i l l  permit  a wide range o f  i n v e s t i g a t i o n s  inc luding
s tudy  of  t h e  n a t u r a l  h i s t o r y  o f  H I V  i n f e c t i o n ,  i d e n t i f i c a t i o n  o f  r i s k  groups
and r i s k  behaviors  a s soc ia t ed  with t ransmiss ion ,  eva lua t ion  of  t h e  
immunological parameters  t h a t  affect  s u s c e p t i b i l i t y  t o  i n f e c t  ion among t h e  
uninfec ted  and i n f e c t i v i t y  among t h e  in fec t ed ,  i n v e s t i g a t i o n  o f  t h e  r o u t e s  o f  
t ransmiss ion  i n  p e r i n a t a l l y  acquired i n f e c t i o n ,  and i d e n t i f i c a t i o n  o f  e a r l y
b i o l o g i c a l  or c l i n i c a l  markers o f  H I V  i n f e c t i o n  and H I V  d i s e a s e  i n  a d u l t  and 
p e d i a t r i c  cases. 

MECHANISM OF SUPPORT 

This  proposed RFA would be funded as a Nat ional  I n s t i t u t e s  of  Heal th  ( N I H )  
program p r o j e c t  g r a n t .  Only domestic i n s t i t u t i o n s  are e l i g i b l e  t o  apply.  I n

'e	1988, f i v e  I n t e r n a t i o n a l  Col labora t ions  i n  AIDS Research (ICARS) were awarded 
t o  e s t a b l i s h  c o l l a b o r a t i v e  r e sea rch  c e n t e r s  i n  c o u n t r i e s  with high l e v e l s  o f  
H I V  prevalence,  inc luding  two i n  La t in  America and t h r e e  i n  E a s t  and Cen t ra l  
Africa. The proposed i n i t i a t i v e  would fund 1-3 a d d i t i o n a l  ICARS f o r  up t o  5 
yea r s  each, a t  a c o s t  of  approximately 5500,000 each, per  yea r .  I n  t h e  f i n a l  
s e l e c t i o n ,  preference  may be given t o  p r o j e c t s  which expand t h e  geographic
spread  and d i s t r i b u t i o n  of  NIH-funded a c t i v i t i e s ,  as w e l l  as t o  those  l o c a t e d  
i n  geographic areas o f  special i n t e r e s t  t o  t h e  I n s t i t u t e ,  and where a t  least  
70 percent  o f  t h e  p r o j e c t  funds w i l l  be used t o  develop r e sea rch  u n i t s  i n  t h e  
hos t  count ry .  

To be considered,  a p p l i c a t i o n s  must inc lude  evidence o f  hos t  country approval 

of t h e  c o l l a b o r a t i o n .  


INQUIRIES 


Because es tab l i shment  o f  i n t e r n a t i o n a l  c o l l a b o r a t i o n s  are a n t i c i p a t e d  t o  

r e q u i r e  s e v e r a l  months of  nego t i a t ions ,  a p p l i c a n t s  are urged t o  commence 

d i scuss ions  as soon as p o s s i b l e .  P lease  d i r e c t  i n q u i r i e s  and r eques t s  f o r  

information t o :  


Amy R.  Sheon, M.P.H. 

Epidemiology Branch 

Divis ion  of  AIDS 

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 Blvd. 

Rockvil le ,  Maryland 20892 

Telephone: (301) 496-6177 


A copy o f  t h e  RFA, when a v a i l a b l e ,  can be obtained by sending two 

self-addressed mailing labels to Ms. Sheon. 
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RFA AVAILABLE: NIH-89-HL-17-L 

P.T. 34; K.W. 0705065, 1002034, 0760050, 0765035, 1002004 

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

Appl ica t ion  Receipt  Date: March 19, 1990 

The Divis ion  of  Lung Diseases of  t h e  Nat ional  Heart, Lung, and Blood I n s t i t u t e  
(NHLBI)  i n v i t e s  g ran t  a p p l i c a t i o n s  f o r  s t u d i e s  aimed a t  e l u c i d a t i o n  o f  t h e  
c e l l u l a r  and molecular mechanisms by which t h e  beta-adrenergic  r ecep to r  or t h e  
beta-adrenergic  cascade r e g u l a t e s  airway func t ion  i n  h e a l t h  and d i s e a s e .  The 
primary o b j e c t i v e  of  t h i s  s p e c i a l  g ran t  program is  t o  s t i m u l a t e  ce l lu l a r  and 
molecular b i o l o g i c  approaches t o  d e l i n e a t e  t h e  mechanisms r e g u l a t i n g
beta-adrenerg ic  func t ion  i n  normal airways and i ts  p e r t u r b a t i o n  i n  d i s e a s e .  
Appl ica t ions  rece ived  i n  response t o  t h i s  r eques t  w i l l  be considered f o r  a 
s i n g l e  competi t ion.  

BACKGROUND 

Various neu ro t r ansmi t t e r s ,  hormones, and inflammatory mediators  e x e r t  profound
effects  on airway smooth muscle tone  by i n t e r a c t i n g  with c e l l  su r face  
r e c e p t o r s  such as t h e  be ta -adrenerg ic  r ecep to r ,  thereby  i n i t i a t i n g  s i g n a l s
t h a t  can affect  t h e  phys io log ica l  c o n t r o l  of  d i v e r s e  processes  and u l t i m a t e l y
modify c e l l  func t ion .  However, our  understanding of  t h e  molecular and 
c e l l u l a r  mechanisms r e g u l a t i n g  beta-adrenergic  r ecep to r  func t ion  i n  airway
smooth muscle ce l l s  and o t h e r  t a r g e t  c e l l s  i n  t h e  airways ( e . g . ,  submucosal 
glands,  airway ep i the l ium,  mast c e l l s ,  and o t h e r  inflammatory c e l l s )  is  far 
from complete.  Knowledge of t h i s  r ecep to r  func t ion  is  fundamental t o  
improving our understanding of  t h e  c e l l u l a r  and molecular events  mediating
airway smooth muscle tone  and t h e  mechanism underlying smooth muscle 
c o n t r a c t i o n  and r e l a x a t i o n .  

Current evidence sugges ts  t h a t  a de fec t  i n  t h e  be ta -adrenerg ic  r ecep to r  system
could be a con t r ibu to ry  f a c t o r  i n  t h e  development o f  asthma. Diminished 
be ta-adrenerg ic  s e n s i t i v i t y  i n  bronchia l  smooth muscle, mucous glands,  and 
mucosal blood vessels  has  been proposed t o  l e a d  t o  an imbalance i n  t h e  
autonomic c o n t r o l  of  airway diameter .  Although a cause and e f f e c t  
r e l a t i o n s h i p  has  not  been e s t a b l i s h e d ,  as thmat ics  do e x h i b i t  a diminished 
response t o  be ta -adrenerg ic  s t i m u l i  i n  airway smooth muscle. However, t h e  
b a s i c  c e l l u l a r  and molecular mechanisms underlying t h i s  a l t e r e d  ad rene rg ic
respons iveness  observed i n  a s s o c i a t i o n  wi th  seve re  p e r s i s t e n t  asthma are s t i l l  
unc lea r .  

OBJECTIVES AND SCOPE 

The o v e r a l l  o b j e c t i v e  o f  t h i s  program is t o  encourage s t u d i e s  which w i l l  
provide fundamental i n s i g h t s  i n t o  t h e  c e l l u l a r  and molecular mechanisms 
r e g u l a t i n g  be ta -adrenerg ic  modulation of  airway func t ion  under normal and 
pa thologic  cond i t ions .  Appl ica t ions  should c l e a r l y  de f ine  t h e  r a t i o n a l e ,
background, and s p e c i f i c  aims of  t h e  proposed s t u d i e s ,  and re la te  them t o  t h e  
mechanisms under ly ing  beta-adrenergic  r ecep to r  modulation o f  airway func t ion  
i n  h e a l t h  and d i s e a s e .  

MECHANISM OF SUPPORT 

The support  mechanism f o r  t h i s  program w i l l  be t h e  t r a d i t i o n a l ,  i nd iv idua l  
r e sea rch  g r a n t .  Although approximately $1,200,000 f o r  t h i s  program is 
included i n  t h e  f i n a n c i a l  p l ans  f o r  f i s ca l  year  1990, award of g r a n t s  is 
cont ingent  upon r e c e i p t  of funds for t h i s  purpose.  A l l  c u r r e n t  p o l i c i e s  and 
requirements  t h a t  govern t h e  r e sea rch  g ran t  programs of  t h e  Nat ional  
I n s t i t u t e s  o f  Heal th  w i l l  apply t o  g r a n t s  awarded under t h i s  RFA. 
Appl ica t ions  must be rece ived  by March 19, 1990. An a p p l i c a t i o n  not  rece ived  
by t h i s  d a t e  w i l l  be considered i n e l i g i b l e .  Awards w i l l  be made t o  fo re ign
i n s t i t u t i o n s  only f o r  r e sea rch  of very unusual merit, need, and promise, and 
i n  accordance with Publ ic  Heal th  Serv ice  Pol icy  governing such awards. 

REVIEW PROCEDURES 

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 w i l l  be eva lua ted  f o r  
s c i e n t i f i c  and t e c h n i c a l  mer i t  by an i n i t i a l  review group, which w i l l  be 
convened f o r  t h i s  purpose,  by t h e  Div is ion  of  Extramural Affairs ,  NHLBI .  

1 I F  
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METHOD OF APPLYING 

Prospec t ive  a p p l i c a n t s  are asked t o  submit 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 t h e  names o f  any o the 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  o r  
i n v e s t i g a t o r s .  This  l e t t e r  should be rece ived  no la ter  than  January 15, 1990. 
Requests f o r  copies  o f  t h i s  announcement may be d i r e c t e d  t o :  

I’ 

Susan P. Banks-Schlegel, Ph.D. 

Airways Diseases Branch 

Divis ion  o f  Lung Diseases, NHLBI 

National  I n s t i t u t e s  of Health 

Westwood Building,  Room 6A15 

Bethesda, Maryland 20892 

Telephone: (301) 496-7332 


”o u s  u I R GROUPS 

RFA AVAILABLE: 89-CA-17 

P.T. 34; K.W. 0740020, 0755020, 0755025, 1003012, 0715035 

National  Cancer I n s t i t u t e  

Letter o f  I n t e n t  Date: October 27, 1989 
Applicat ion Receipt  Date: December 11, 1989 

I n  FY 1983 and 1984, t h e  Nat ional  Cancer I n s t i t u t e  ( N C I )  r eques ted
a p p l i c a t i o n s  f o r  Nat ional  Cooperative Drug Discovery Groups (NCDDG) whose goa l  
was t h e  d iscovery  o f  improved cancer  t rea tment  on t h e  b a s i s  of novel mechanism 
of drug a c t i o n  ( N I H  Guide f o r  Grants and Cont rac ts  Vol. 12, No. 7, J u l y  1983,
and Vol. 13, No. 9, August 3, 1984).  I n  1986 t h e  program reques ted
a p p l i c a t i o n s  focused on e x p l o i t a t i o n  of  specific and unique c h a r a c t e r i s t i c s  o f  
lung  and colon cancer  ( N I H  Guide f o r  Grants and Cont rac ts  Vol. 15, No. 20,
October 3, 1986) .  The NCDDG approach t o  modern an t i cance r  t rea tment  d i scovery  
was broadened f u r t h e r  i n  August 1987 by RFAs i n v i t i n g  a p p l i c a t i o n s  f o r  t h e  
c r e a t i o n  and eva lua t ion  of  both genera l  mechanism of a c t i o n  based and specif ic
disease-or ien ted  an t i cance r  t r ea tmen t s  as w e l l  as f o r  t h e  development o f  
innovat ive  p r e c l i n i c a l  models f o r  determining ant i tumor s e l e c t i v i t y .  The 
Nat ional  Cooperative Natura l  Products  Drug Discovery Groups ( N P D D G s )  were 
added i n  1988 t o  f u r t h e r  broaden t h e  base of t h e  program and t o  enhance 
d iscovery  of novel drug chemotypes.

.-
SUMMARY 

The N C I  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) f o r  t h e  
funding o f  NPDDGs t o  s t i m u l a t e  t h e  s c i e n t i f i c  community t o  select  and i s o l a t e  
on a r a t i o n a l  b a s i s ,  new p o t e n t i a l  an t i cance r  t r ea tmen t s  from n a t u r a l  sources  
and t o  eva lua te  them i n  p r e c l i n i c a l  models designed t o  select  those  wi th  t h e  
most f avorab le  prognos is  f o r  c l i n i c a l  u se fu lness .  This  program is  designed t o  
assist l ead ing  i n v e s t i g a t o r s  i n  d i v e r s e  s c i e n t i f i c  d i s c i p l i n e s  t o  in te rac t  as 
a u n i t ,  regardless of t h e i r  i nd iv idua l  i n s t i t u t i o n a l  a f f i l i a t i o n s  or p r i o r
d i r e c t  involvement i n  cancer r e l a t e d  r e sea rch .  The purpose is t o  mobil ize ,
wi th  N C I  suppor t ,  t h e  outs tanding  t a l e n t s  r equ i r ed  f o r  e x p l o i t a t i o n  and 
e x t r a p o l a t i o n  o f  l e a d s  from fundamental s t u d i e s  t o  t h e  discovery of improved
an t i cance r  t r ea tmen t .  An NPDDG is  envis ioned as being composed of  a P r i n c i p a l
I n v e s t i g a t o r  and a number of Program Leaders who w i l l  conduct interdependent
and s y n e r g i s t i c  p r e c l i n i c a l  l abo ra to ry  programs t o  i d e n t i f y  and i s o l a t e  novel 
an t i cance r  l e a d s  from n a t u r a l  sources ,  conduct p r e c l i n i c a l  t a s k s  r equ i r ed  t o  
select materials worthy of development based on a c t i v i t y  i n  p e r t i n e n t
l abora to ry  models as perceived by t h e  Group, and provide t h e  b a s i s  f o r  
i d e n t i f y i n g  new agents  and s t r a t e g i e s  f o r  development t o  c l i n i c a l  t r i a l .  A n  
NPDDG may be made up o f  s c i e n t i s t s  i n  academic, non-profi t  research ,  and 
commercial o rgan iza t ions .  

Awards w i l l  be made as coopera t ive  agreements. Ass is tance  v i a  coopera t ive
agreement d i f f e r s  from a l l  r e sea rch  g r a n t s  i n  t h a t  t h e  coopera t ive  agreement
funding mechanism a n t i c i p a t e s  s u b s t a n t i a l  N C I  s ta f f  p a r t i c i p a t i o n  dur ing
performance. However, t h e  applying Group must de f ine  i ts  o b j e c t i v e s  i n  accord 
wi th  its own i n t e r e s t s  and pe rcep t ions  o f  approaches t o  t h e  discovery o f  new 
models. The r o l e  o f  NCI  as a member o f  t h e  Group is  descr ibed  i n  t h e  RFA. 
E s s e n t i a l l y ,  t h e  extramural  N C I  s t a f f  concerned wi th  t h e  admin i s t r a t ion  of 
g r a n t s  and c o n t r a c t s  w i l l  apply its experiences and appropr i a t e  resources  t o  
f ac i l i t a t e  and s t i m u l a t e  t h e  r e a l i z a t i o n  of Group ob jec t ives .  The a c t i v e  

l..‘’ 	 p a r t i c i p a t i o n  o f  i ndus t ry  is encouraged because it w i l l  a l low t h i s  segment o f  
t h e  s c i e n t i f i c  community t o  c o n t r i b u t e  i t s  cons iderable  i n t e l l e c t u a l  and 
material r e sources .  
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The P r i n c i p a l  I n v e s t i g a t o r ’ s  ( P I ’ S )  i n s t i t u t i o n  w i l l  be  r e spons ib l e  f o r  t h e  

Group’s a p p l i c a t i o n .  Awards w i l l  be made t o  t h e  app l i can t  i n s t i t u t i o n  on 

behalf  o f  t h e  Group as a whole and not  t o  ind iv idua l  Laboratory Programs

wi th in  t h e  Group. The P I ’ S  i n s t i t u t i o n  w i l l  provide a Cen t ra l  Operat ions 

Office f o r  t h e  Group and w i l l  be r e spons ib l e  f o r  t h e  performance o f  t h e  e n t i r e  

Group and be accountable  f o r  t h e  funds awarded. 


N C I  p l a n s  t o  make mul t ip l e  awards f o r  p r o j e c t  pe r iods  of  up t o  f i v e  yea r s  and 

has  set a s i d e  t h r e e  m i l l i o n  d o l l a r s  f o r  t h e  i n i t i a l  year ’s  funding. 


The RFA l a b e l  ob ta ined  from t h e  N C I  s t a f f  person named below or from g ran t 

a p p l i c a t i o n  Form PHS 398 (Revised 10/88) 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  of  

your a p p l i c a t i o n  such t h a t  it may not  reach  t h e  review committee i n  time f o r  

review. 


For f u r t h e r  information and a copy o f  t h e  RFA c o n t a c t :  


Matthew Suffness ,  Ph.D. 

Program Coordinator ,  NPDDGs 

Executive P laza  North, S u i t e  832 

Grants  and Cont rac ts  Operat ions Branch 

Developmental Therapeut ics  Program

Divis ion  of Cancer Treatment 

National  Cancer I n s t i t u t e  

Bethesda, Maryland 20892 


flECHANISMS OF PROTEASE I N H I B I T O R  ANTICARCINOGENESIS 


RFA AVAILABLE: 89-CA-18 

P.T. 34; K.W. 0715035, 0760035, 0745027, 0755020, 0760013 

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

Appl ica t ion  Receipt  Date: December 1,  1989 
Letter o f  I n t e n t  Receipt  Date: November 1,  1989 

INTRODUCTION 

For many yea r s  evidence has  accumulated t h a t  p ro t ease  i n h i b i t o r s  can suppress
both  t ransformat ion  i n  c e l l  c u l t u r e  and tumorigenesis  i n  animals .  
Transformation suppression has  been shown i n  s e v e r a l  d i f f e r e n t  i n  v i t r o  
systems employing a v a r i e t y  o f  inducing agen t s  such as x-rays and W l i g h t ,
po lycyc l i c  a romat ic  hydrocarbons, 4 -n i t roquinol ine  oxide,  b e t a  propio lac tone ,
N-methyl-N’-nitro-N-nitrosoguanidine, and s t e r o i d  hormones. Some i n t e r p r e t
t h e s e  r e s u l t s  t o  mean t h a t  d i f f e r e n t  carcinogens induce similar carc inogenic  
processes  involv ing  a t  l eas t  one c r i t i c a l  c e l l u l a r  p r o t e o l y t i c  enzyme which is 
s u s c e p t i b l e  t o  p ro tease  i n h i b i t o r  suppress ion .  Among t h e  i n h i b i t o r s  e f f e c t i v e  
i n  v i t r o  have been t h e  small pep t ide  microbial ly-der ived i n h i b i t o r s ,  for 
example, t h e  endopept idases  l eupep t in ,  a n t i p a i n ,  and chymostatin;  l a r g e
polypept ide  vegetable-der ived i n h i b i t o r s  such as Bowman-Birk i n h i b i t o r  ( B B I ) ,
ch ick  pea chymotrypsin i n h i b i t o r ,  p o t a t o  chymotrypsin inh ib i to r -1 ;  and small,
chemical ly-synthesized compounds such as 
tosyl-phenylalanine-chloromethylketone (TPCK) and 
tosyl-L-lysine-chloromethylketone (TLCK).  Some evidence e x i s t s  t h a t  p ro t ease
i n h i b i t o r s  which i n h i b i t  t h e  p ro tease  chymotrypsin are t h e  most e f f e c t i v e  i n  
suppress ion  o f  malignant t ransformat ion .  It is noteworthy t h a t  t rea tment  o f  
ce l l s  i n  c u l t u r e  with low concen t r a t ions  o f  some p ro tease  i n h i b i t o r s  has  an 
i r r e v e r s i b l e  i n h i b i t o r y  effect  on t h e  t ransformat ion  process ,  even when added 
t o  c u l t u r e s  f o r  s h o r t  time per iods ;  and t h a t  t ransformat ion  i n h i b i t i o n  is  
s t i l l  observable  when t h e  i n h i b i t o r  is  added t o  t h e  c u l t u r e s  long after 
carcinogen exposure.  

I n  v ivo  s t u d i e s  a l s o  have shown or suggested t h a t  s e v e r a l  t ypes  o f  p ro tease
i n h i b i t o r s  can suppress  tumorigenesis  i n  animals  induced by a v a r i e t y  o f  
carcinogens,  i n  a number o f  organ systems, and i n  several s p e c i e s .  These 
s t u d i e s  inc lude  suppress ion  o f  two-stage s k i n  papi l loma formation and 
carc inogenes is  i n  mice (TLCK, TPCK, l eupep t in ,  and soybean d i e t s  r i c h  i n  
p ro tease  i n h i b i t o r s ) ,  dimethylhydrazine-induced mouse colon tumorigenesis
(epsilon-aminocaproic ac id ,  l eupep t in ,  and a crude extract  o f  B B I ) ,  x-ray- and 
chemically-induced b r e a s t  cancer  i n  rats (soybean d i e t s ,  l e u p e p t i n ) ,
dimethylbenzanthracene-induced cheek pouch carcinomas i n  hamsters (soybean
extract  enr iched  i n  B B I ) ,  and genet ical ly-determined,  spontaneous
h e p a t o c e l l u l a r  carcinomas i n  inbred,  C3H mice (soy-protein concen t r a t e ) .  
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Epidemiologic d a t a  from a number o f  popula t ion  s t u d i e s  have shown t h a t  
vege ta r i ans  and popula t ions  consuming l a r g e  amounts o f  vege tab les  have lower 
tumor r i s k s  f o r  a number of  organ s i tes .  Many vegetab les  con ta in  p ro tease
i n h i b i t o r s  which could c o n t r i b u t e  t o  t h e  lowered incidences observed. A new 
study on Seventh Day Advent is t  popula t ions  (Cancer, 61, 2578-2585, 1988)
i n d i c a t e s  t h a t  h igh  legume consumption (such as beans, peas,  and l e n t i l s )  and 

"sir.' 	 d r i e d  f r u i t  is a s s o c i a t e d  with h ighly  p r o t e c t i v e  r e l a t i o n s h i p s  t o  panc rea t i c  
cancer  r i s k .  Legumes are a known r i c h  source of  p ro tease  i n h i b i t o r s .  

The p resen t  Request f o r  Appl ica t ions  (RFA) is  f o r  a s i n g l e  competi t ion wi th  a 
deadl ine  o f  December 1, 1989, f o r  r e c e i p t  o f  a p p l i c a t i o n s  and November 1 ,  
1989, f o r  r e c e i p t  o f  l e t te rs  o f  i n t e n t .  Appl ica t ions  should be prepared and 
submit ted i n  accordance with t h e  aims and requirements  descr ibed  i n  t h e  
complete RFA document which may be obtained from t h e  program d i r e c t o r  l i s t e d  
i n  INQUIRIES below. 

Research conducted under t h i s  RFA w i l l  seek t o  expand knowledge and 
understanding o f  p ro tease  i n h i b i t o r s  i n  t h e  prevent ionlsuppress ion  o f  
experimental  carc inogenes is .  S p e c i f i c a l l y ,  t h i s  RFA seeks  innovat ive  
approaches and b a s i c  s t u d i e s  d i r e c t e d  a t  t h e  e l u c i d a t i o n  o f  p ro tease  i n h i b i t o r  
mechanisms o f  a c t i o n  i n  an t i ca rc inogenes i s  and an t i t r ans fo rma t ion .  

The intended r e sea rch  would encompass both i n  v i t r o  and i n  v ivo  systems, and 
would be confined t o  i n v e s t i g a t i o n s  employing known, wel l -charac te r ized  models 
o f  carcinogenesis/transformation, or t o  b i o l o g i c a l  systems i n  which 
e l u c i d a t i o n  o f  b a s i c  p ro tease  i n h i b i t o r  mechanisms of  a c t i o n  would be expected 
t o  c o n t r i b u t e  t o  understandings important f o r  an t i ca rc inogenes i s .  I n  t h i s  
l a t t e r  ins tance ,  it is  t h e  r e s p o n s i b i l i t y  o f  t h e  app l i can t  t o  e l a b o r a t e  t h e  
r a t i o n a l e  f o r  t h e  re levance  of  t h e  intended r e sea rch  t o  an t i ca rc inogen ic
mechanisms o f  a c t i o n .  Examples o f  s t u d i e s  (by no means i n c l u s i v e )  are:  ( 1 )
i n v e s t i g a t i o n s  on t h e  i d e n t i f i c a t i o n  and c h a r a c t e r i z a t i o n  of  t h e  ta rge t
molecules s i g n i f i c a n t  t o  t h e  a n t  icarc inogenic  a c t i o n  of  p ro tease  i n h i b i t o r s ;
(2) s t u d i e s  on p ro tease  i n h i b i t o r  suppression of  oncogene express ion  i n  
appropr i a t e  model systems; (3) i n v e s t i g a t i o n s  on t h e  r o l e  of  p ro tease
i n h i b i t o r s  i n  suppress ion  o f  a c t i v a t e d  oxygen spec ie s  employing model systems
of  s i g n i f i c a n c e  t o  an t i ca rc inogenes i s ;  and (4) poss ib l e  prevent ive
i n t e r a c t i o n s ,  as w e l l  as  p o s s i b l e  s ide-effect-producing i n t e r a c t i o n s ,  o f  
p ro tease  i n h i b i t o r s  d i r e c t l y  or i n d i r e c t l y  with hos t  immune or 
endocr inologica l  systems, inc luding  p o s s i b l e  i n t e r a c t i o n s  with a u t o c r i n e  or 
parac r ine  systems o f  c o n t r o l  involving growth f a c t o r s .  

sluru, 
MECHANISM OF SUPPORT 

Th i s  RFA w i l l  use  t h e  Nat ional  I n s t i t u t e s  of  Health ( N I H )  t r a d i t i o n a l  r e sea rch  
program g ran t  ( R o l l .  Respons ib i l i t y  f o r  t h e  planning, d i r e c t i o n ,  and 
execut ion o f  t h e  proposed p r o j e c t  w i l l  be s o l e l y  t h a t  o f  t h e  a p p l i c a n t .
Except as s t a t e d  i n  t h i s  RFA, awards w i l l  be adminis tered under PHS g r a n t s
p o l i c y  as s t a t e d  i n  t h e  Publ ic  Health Serv ice  Grants Pol icy  Statement ,  DHHS 
Pub l i ca t ion  No. (OASH) 82-50,000, r ev i sed  January 1,  1987. 

This  RFA is a one-time s o l i c i t a t i o n .  Generally,  f u t u r e  u n s o l i c i t e d  competing
renewal a p p l i c a t i o n s  w i l l  compete as research project  a p p l i c a t i o n s  w i t h  a l l  
o t h e r  i n v e s t i g a t o r - i n i t i a t e d  a p p l i c a t i o n s  and be reviewed by a s tanding
Divis ion  of Research Grants  s tudy s e c t i o n .  However, should t h e  N C I  determine 
t h a t  t h e r e  is  a s u f f i c i e n t  cont inuing  program need, N C I  may announce a reques t
f o r  renewal a p p l i c a t i o n s .  

Approximately $750,000 i n  t o t a l  c o s t s  per  year  f o r  f i v e  ( 5 )  yea r s  w i l l  be 
committed t o  s p e c i f i c a l l y  fund a p p l i c a t i o n s  which are submit ted i n  response t o  
t h i s  RFA. Th i s  funding l e v e l  is  dependent on t h e  r e c e i p t  o f  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 .  The t o t a l  p r o j e c t  per iod  f o r  
a p p l i c a t i o n s  submit ted i n  response t o  t h e  p re sen t  RFA should not  exceed f i v e  
( 5 )  yea r s .  The e a r l i e s t  f e a s i b l e  s t a r t  d a t e  f o r  t h e  i n i t i a l  awards w i l l  be 
J u l y  1 ,  1990. Although t h i s  program is provided f o r  i n  t h e  f i n a n c i a l  p l ans  o f  
t h e  Nat ional  Cancer I n s t i t u t e  ( N C I ) ,  t h e  award o f  g r a n t s  pursuant  t o  t h i s  RFA 
is a l s o  cont ingent  upon t h e  a v a i l a b i l i t y  o f  funds f o r  t h i s  purpose.
Non-profit and fo r -p ro f i t ,  and f o r e i g n  as w e l l  as domestic,  i n s t i t u t i o n s  are 
e l i g i b l e  t o  apply.  

INQUIRIES 

A copy of t h e  complete RFA desc r ib ing  t h e  r e sea rch  goa l s  and scope, t h e  review 
cri teria,  and t h e  method o f  applying can be obtained by con tac t ing :  

'ut& 
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D r .  C a r l  E .  Smith 

Program Di rec to r  

Bio log ica l  and Chemical Prevent ion 

Chemical and Phys ica l  Carcinogenesis  Branch 

Divis ion  o f  Cancer Et io logy 

National  Cancer I n s t i t u t e  

Executive P laza  North, Room 700 

Bethesda, Maryland 20892 

Telephone: (301) 496-4141 


Writ ten  or t e lephone  i n q u i r e s  concerning t h e  o b j e c t i v e s  and scope of t h i s  RFA 

or i n q u i r e s  about whether or not  s p e c i f i c  proposed r e sea rch  would be 

responsive are encouraged and should be d i r e c t e d  t o  D r .  Carl E .  Smith a t  t h e  

above address .  The program d i r e c t o r  welcomes t h e  oppor tuni ty  t o  c l a r i f y  any

i s s u e s  or ques t ions  from p o t e n t i a l  a p p l i c a n t s .  


0 s 
RFA AVAILABLE: 89-HD-05 

P.T. 34; K.W. 0404000, 0730010, 0413002, 0413001, 0715008, 0715182 

National  I n s t i t u t e  o f  Chi ld  Heal th  and Human Development 

Appl ica t ion  Receipt  Date: August 1, 1990 

BACKGROUND INFORMATION 

The Demographic and Behavioral  Sciences Branch (DBSB), Center f o r  Populat ion
Research (CPR) ,  Nat ional  I n s t i t u t e  of  Chi ld  Heal th  and Human Development
( N I C H D )  suppor ts  r e sea rch  on popula t ion  dynamics us ing  a v a r i e t y  o f  approaches
found i n  t h e  s o c i a l  and behaviora l  s c i ences .  Populat ion Research Centers  are 
designed t o  provide core  s e r v i c e s  and f a c i l i t i e s  t o  augment t h e  a c t i v e  
r e sea rch  g ran t  p o r t f o l i o  a t  va r ious  U.S. u n i v e r s i t i e s  and r e sea rch  
i n s t i t u t i o n s .  This  Request for Appl ica t ions  (RFA) i n v i t e s  a p p l i c a t i o n s  f o r  
Populat ion Research Centers .  

A t  p re sen t ,  DBSB suppor ts  a f i x e d  number o f  c e n t e r s  which are given a 
commitment of  f i v e  yea r s  of  support  t h a t  i s  renewable a t  f i v e  year  i n t e r v a l s .  
There w i l l  be t h r e e  c e n t e r  core  g r a n t s  a v a i l a b l e  i n  FY91 and t h i s  RFA i n v i t e s  
compet i t ion f o r  t h e s e  g r a n t s ,  e i t h e r  as new or competing renewal awards. 

RESEARCH GOALS AND SCOPE 

Center g ran t  a p p l i c a t i o n s  reques t  support  f o r  co re  s e r v i c e s  and f a c i l i t i e s  
suppor t ing  r e sea rch  g r a n t s  which can involve any a spec t  of r e sea rch  supported
by DBSB, inc luding  r e sea rch  on: f e r t i l i t y ,  family planning,  migrat ion,
morbidi ty  and m o r t a l i t y ,  family and household demography, popula t ion
modelling, popula t ion  d i s t r i b u t i o n ,  popula t ion  c h a r a c t e r i s t i c s  and 
composition, s exua l ly  t r a n s m i t t e d  d i seases ,  and AIDS. A g ran t  f o r  a 
popula t ion  r e sea rch  c e n t e r  must be p red ica t ed  on t h e  ex i s t ence  of  a 
s u b s t a n t i a l  number o f  r e sea rch  g r a n t s  which w i l l  be a c t i v e  on J u l y  1, 1991,
and which con ta in  a t  l eas t  one N I H  and two o t h e r  f e d e r a l l y  funded g r a n t s .
These g r a n t s  must be a c t i v e  u s e r s  o f  t h e  co re  f a c i l i t i e s  and services proposed
i n  t h e  c e n t e r  g ran t  a p p l i c a t i o n .  Because popula t ion  r e sea rch  c e n t e r  g r a n t s  
are complex e n t i t i e s ,  i n t e r e s t e d  a p p l i c a n t s  should con tac t  DBSB staff f o r  a 
personal  c o n s u l t a t i o n  regard ing  t h e  c e n t e r s  program. 

MECHANISM OF SUPPORT 

The support  mechanism f o r  t h i s  program i s  t h e  P30 Center Core Grant .  Up to 
t h r e e  awards are a n t i c i p a t e d  f o r  t h i s  RFA. Although t h i s  s o l i c i t a t i o n  is  
included i n  t h e  p l ans  f o r  FY91, t h e  support  of  c e n t e r  g r a n t s  are cont ingent  
upon t h e  r e c e i p t  o f  funds f o r  t h i s  purpose.  The a p p l i c a t i o n s  should be 
c o n s i s t e n t  with t h e  gu ide l ines  contained i n  P30 CENTER CORE GRANT GUIDELINES 
which are a v a i l a b l e  from DBSB. The c u r r e n t  p o l i c i e s  and requirements  t h a t  
govern t h e  r e sea rch  g ran t  programs of N I H  w i l l  p r e v a i l  (Code of  Federa l  
Regulat ions,  T i t l e  42, P a r t  52 and T i t l e  45, P a r t  74). 

METHOD OF APPLYING, REVIEW PROCEDURES AND CRITERIA 

I n t e r e s t e d  a p p l i c a n t s  should con tac t  DBSB f o r  a personal  c o n s u l t a t i o n  
regard ing  c e n t e r  g r a n t s  and t o  ob ta in  a copy of  P30 CENTER CORE GRANT 
GUIDELINES. Applicants  who in tend  t o  apply should send a l e t t e r  of  i n t e n t  
o u t l i n i n g  t h e  o rgan iza t iona l  s t r u c t u r e  of  t h e  c e n t e r  and l i s t i n g  t h e  r e l evan t  
r e sea rch  p r o j e c t s .  The l e t t e r  is op t iona l  but  s t r o n g l y  encouraged. The 
l e t t e r  of  i n t e n t  should be rece ived  by DBSB no l a t e r  than  A p r i l  1, 1990, but  
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a p p l i c a n t s  a r e  encouraged t o  send it as soon as they  decide t o  apply f o r  t h e  

g r a n t  so t h a t  DBSB s ta f f  can be o f  maximum a s s i s t a n c e  i n  t h e  a p p l i c a t i o n  

process .  Grant a p p l i c a t i o n  forms PHS-398 are used t o  prepare t h e  a p p l i c a t i o n . 

The PHS-398 is  a v a i l a b l e  from most bus iness  o f f i c e s  or g r a n t s / c o n t r a c t s  


- o f f i c e s  a t  most i n s t i t u t i o n s  and can a l s o  be obtained from N I H  by c a l l i n g 

( 3 0 1 )  496-7441. The t i t l e  o f  t h i s  announcement POPULATION RESEARCH CENTERS 

should be  ind ica t ed  on t h e  face page o f  t h e  a p p l i c a t i o n  i n  item P2. The RFA 

l a b e l  a v a i l a b l e  i n  t h e  10/88  ver s ion  o f  PHS form 398 must  be a f f i x e d  t o  t h e  

bottom of t h e  face page. Appl ica t ions  must be submit ted by August 1 ,  1990. 

Send or d e l i v e r  t h e  o r i g i n a l ,  completed, s igned a p p l i c a t i o n  and fou r  ( 4 ) 

complete cop ie s  t o :  


Grants  a p p l i c a t i o n  Receipt Office 

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 208923cX 


It is extremely important t h a t  two ( 2 )  a d d i t i o n a l  cop ie s  o f  t h e  a p p l i c a t i h  be 

s e n t  under s e p a r a t e  cover  t o :  


Laurence S .  Johnston, Ph.D. 

Deputy Di rec to r ,  S c i e n t i f i c  Review Program

National  I n s t i t u t e  o f  Chi ld  Heal th  and Human Developmint

Executive P laza  North, Room 520 

6130 Executive Boulevard 

Bethesda, Maryland 20892 


Late a p p l i c a t i o n s  w i l l  no t  be accepted.  


The a p p l i c a t i o n s  w i l l  be reviewed by t h e  Populat ion Research Committee of t h e  

NICHD f o r  s c i e n t i f i c  merit and t h e  I n s t i t u t e s ’  Advisory Council f o r  program

re levance  and p o l i c y  i s s u e s  before  awards f o r  mer i tor ious  a p p l i c a t i o n s  are 

made. Review procedures  and c r i t e r i a  are d e t a i l e d  i n  P30 CORE CENTER GRANT 

GUIDELINES, which is  a v a i l a b l e  from DBSB s t a f f .  Appl ica t ions  may be subjec ted  

t o  a t r i a g e  by a peer-review group t o  determine t h e i r  s c i e n t i f i c  mer i t  

r e l a t i v e  t o  t h e  o t h e r  a p p l i c a t i o n s  rece ived  i n  response t o  t h i s  RFA. N I H  w i l l  

withdraw from competi t ion those  a p p l i c a t i o n s  judged t o  be noncompetit ive and 

n o t i f y  t h e  a p p l i c a n t  and i n s t i t u t i o n a l  bus iness  o f f i c i a l .  Those a p p l i c a t i o n s 

judged t o  be compet i t ive  w i l l  be f u r t h e r  eva lua ted  i n  t h e  manner s t a t e d  above. 

I n q u i r i e s  regard ing  t h i s  announcement may be d i r e c t e d  t o :  

*(I

Regarding s c i e n t i f i c  matters: 

V. J e f f e r y  Evans, Ph.D. 

J D ,  DBSB, CPR 

Nat iona l  I n s t i t u t e  o f  Chi ld  Heal th  and Human Development

Executive P laza  North, Room 611 

6130 Executive Boulevard 

Bethesda, Maryland 20892 

Telephone: (301)  496-1174 


Regarding admin i s t r a t ive  pol icy8 

Donald E i l e r  

OGC 

National  I n s t i t u t e  of Child Heal th  and Human Development

Executive P laza  North, Room 501 

6130 Executive Boulevard 

Bethesda, Maryland 20892 

Telephone: (301) 496-5001 


TIMETABLE 

Appl ica t ion  Receipt Date August 1 ,  1990 
I n i t i a l  Review Date March 1991 
Review by Advisory Council June 1991 
Ant ic ipa ted  Award Date J u l y  1, 1991 

These programs are descr ibed  i n  t h e  c a t a l o g  of Federa l  Domestic Ass is tance  No 
13 .864 ,  Populat ion Research. Awards w i l l  be made under t h e  Publ ic  Heal th  
Service Act,  Title IIIP sec 301 (PL 78-410, as amended; 42 USC 241 and 42 USC 
2 8 9 )  and be s u b j e c t  t o  PHS Grant P o l i c i e s  and Federal  Regulat ions 42 CFR P a r t  
52 and P a r t  66 and 45 CFR P a r t  7 4 .  This  program is  not  sub jec t  t h e  
intergovernmental  review requirements  of  Executive Order No. 12372 or t o  
Heal th  Systems Agency Review. 
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S A GALLB DE S N I E SE 
P.T. 34; K.W. 07050259 0715085, 1002004, 1002034, 1003016 

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

Applicat ion Receipt Dates: February 1, June 1, October 1 

I .  INTRODUCTION 

Approximately 25 m i l l i o n  Americans have g a l l s t o n e s ,  and 600,000
cholecystectomies  are performed annual ly  i n  t h e  United S t a t e s  a t  an e s t ima ted  
c o s t  of 7 . 5  b i l l i o n  d o l l a r s .  Although s u r g i c a l  removal o f  t h e  g a l l b l a d d e r
con t inues  t o  be t h e  predominant, safe and e f f e c t i v e  way o f  t r e a t i n g  g a l l s t o n e
d i s e a s e ,  non-surgical  approaches can be very important i n  c e r t a i n  p a t i e n t s ,
such as t h o s e  a t  h igh  s u r g i c a l  r i s k .  Newer non-surgical  t echn iques  f o r  
removing c h o l e s t e r o l  g a l l s t o n e s  have been evolving.  These t echn iques  inc lude  
medical d i s s o l u t i o n  with b i l e  a c i d s ,  d i r e c t  d i s s o l u t i o n  with infused s o l v e n t s ,
and ex t r aco rporea l  shockwave l i t h o t r i p s y .  These non-surgical approaches l e a v e  
t h e  g a l l b l a d d e r  i n t a c t  and, t h e r e f o r e ,  allow g a l l s t o n e s  t o  r e c u r  because t h e  
b a s i c  phys io log ica l  d i s o r d e r  l ead ing  t o  s t o n e  formation has  no t  been 
c o r r e c t e d .  Ga l l s tone  r ecu r rence  may be as great as 10 percen t  pe r  yea r  a f te r  
medical d i s s o l u t i o n ,  with a p l a t e a u  a t  about 50 percen t  a f te r  5 y e a r s .  The 
f a c t o r s  t h a t  cause r ecu r rence  i n  one-half o f  t h e  populat ion,  and t h e  f a c t o r s  
t h a t  prevent  r ecu r rence  i n  t h e  o t h e r  h a l f  o f  t h e  t r e a t e d  popu la t ion  need t o  be 
e l u c i d a t e d  t o  dev i se  phys io log ic  or pharmacologic methods t o  prevent  g a l l s t o n e  
r ecu r rence .  Otherwise, t h e  c o s t  and t ime advantages of t h e  new techniques
w i l l  be counterproduct ive because t h e y  w i l l  merely de l ay  d e f i n i t i v e  s u r g i c a l
the rapy  and produce an o l d e r  popu la t ion  i n  whom cholecystectomy may need t o  be 
performed a t  greater c o s t  and r i s k .  I n  a d d i t i o n ,  by comparing b i l e  and 
b i l i a r y  factors i n  a gal ls tone-prone popu la t ion  w i t h  those i n  a normal 
populat ion,  t h e  essential  features t h a t  d i f f e r  i n  t h e  two popu la t ions  can be 
a s ses sed .  

/ 

The Div i s ion  of D iges t ive  Diseases and N u t r i t i o n  o f  t h e  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 )  h e l d  a workshop i n  A p r i l
1989, on t h e  c u r r e n t  s t a t e  of knowledge o f  pro- and a n t i - n u c l e a t i n g  f a c t o r s  i n  
t h e  b i l e ;  t h e  phys ica l  s t a t e I s )  i n  which l i p i d s  are s e c r e t e d  i n t o  t h e  b i l e  and 
modified i n  t h e i r  passage t o  and through t h e  g a l l b l a d d e r ;  and t h e  s t a g e s
through which c h o l e s t e r o l  pas ses  i n  t h e  n u c l e a t i o n  p rocess .  The major
s e s s i o n s  o f  t h i s  workshop d e a l t  with:  ( 1 )  equ i l ib r ium behavior o f  model l i p i d  
systems; ( 2 )  phosphat idylchol ine v e s i c l e s ;  ( 3 )  phospha t idy lcho l ine -cho les t e ro l
v e s i c l e  model systems; ( 4 )  s e p a r a t i o n  and q u a n t i t a t i o n  of c h o l e s t e r o l  carriers 
i n  n a t i v e  b i l e ;  ( 5 )  b i l i a r y  l i p i d s ,  h e p a t i c  s e c r e t i o n  and a l t e r a t i o n  i n  b i l e ;
and ( 6 )  n u c l e a t i n g  and a n t i - n u c l e a t i n g  agen t s  i n  n a t i v e  b i l e  and t h e i r  mode of 
a c t i o n .  A copy o f  t h e  papers p re sen ted  a t  t h i s  meeting is a v a i l a b l e  t o  
i n t e r e s t e d  a p p l i c a n t s  t o  t h i s  announcement. The proceedings o f  t h i s  
conference w i l l  be publ ished i n  August 1990. 

11. RESEARCH GOALS AND SCOPE 

Th i s  Program Announcement is  an attempt t o  b r i n g  t o  t h e  a t t e n t i o n  o f  t h e  
r e s e a r c h  community some o f  t h e  r e s e a r c h  needs i d e n t i f i e d  a t  t h e  A p r i l  1989 
conference on c h o l e s t e r o l  nuc lea t ion .  Topics o f  r e s e a r c h  a p p l i c a t i o n s  o f  
i n t e r e s t  i nc lude  bu t  are no t  l i m i t e d  t o  t h e  fol lowing examples. 

( 1 )  What are t h e  primary c h o l e s t e r o l  carr iers  i n  b i l e  (micelles, u n i l a m e l l a r  
v e s i c l e s ,  mu l t i l ame l l a r  v e s i c l e s )  and how can t h e y  b e s t  be q u a n t i t a t e d  and 
a s ses sed  i n  human b i l e  without t h e  a r t i f ac t s  c r e a t e d  by t h e  spontaneous
t r a n s f e r  o f  l i p i d s  among t h e  c a r r i e r s ?  

(2) What is  t h e  i n i t i a l  s t e p  i n  c h o l e s t e r o l  nuc lea t ion ;  is  it f u s i o n  o f  l i p i d
v e s i c l e s ,  aggregat ion followed by fus ion ,  e t c . ?  Is t h e  d i s t r i b u t i o n  o f  
c h o l e s t e r o l  homogeneous i n  l i p i d  v e s i c l e s  or are t h e r e  pa t ches  o f  h igh
c h o l e s t e r o l  con ten t  from which t h e  i n i t i a l  s t e p  o f  n u c l e a t i o n  occurs? Can 
c r y s t a l  formation occur  from free monomers? 

( 3 )  What is  t h e  c e l l u l a r  physiology by which c h o l e s t e r o l ,  l e c i t h i n  and b i l e  
a c i d s  are s e c r e t e d  by t h e  hepatocyte? Where do t h e  v e s i c l e s  form? Is 
c h o l e s t e r o l  s e c r e t e d  as v e s i c l e s ?  Where are t h e  b i l e  a c i d s  added? 

( 4 )  How do t h e  p u t a t i v e  n u c l e a t i n g  or a n t i - n u c l e a t i n g  p r o t e i n s  a c t ?  A r e  t h e y  “I”

involved i n  c o n t r o l l i n g  v e s i c l e  fus ion?  A r e  t h e r e  o t h e r  fusogens such as 
calcium, mucus, b i l i r u b i n  involved i n  t h e  i n i t i a l  n u c l e a t i o n  s t e p ?  
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( 5 )  What methods can b e s t  measure t h e  k i n e t i c s  of nuclea t ion ,  s i n c e  
observa t ion  of  c r y s t a l  formation is crude, non-quant i ta t ive  and does no t  
measure t h e  i n i t i a l  s t e p ?  

( 6 )  How do t h e  l i p i d s  change ( t h e  k i n e t i c s  o f  t h e  system) as they  pass  from 
t h e  form i n  which they  are s e c r e t e d  a t  t h e  cana l i cu lus  u n t i l  t hey  reach  t h e-' ga l lb l adde r?  What k i n e t i c  changes occur t o  t h e  mixed micelles t h a t  e x i s t  i n  
t h e  ga l lb l adde r  as b i l e  is concentrated and as t h e  ga l lb l adde r  c o n t r a c t s ?  

( 7 )  How do t h e  c h o l e s t e r o l  c r y s t a l s  grow? Does t r a n s f e r  o f  molecular 
c h o l e s t e r o l  occur from v e s i c l e s  t o  c r y s t a l s ,  from micelles t o  c r y s t a l s ,  e t c . ?  

( 8 )  Does l i p i d  t r a n s f e r  occur through a monomeric phase by d i f f u s i o n  o r  v i a  
c o l l i s i o n ?  

( 9 )  What are t h e  b e s t  and most p r a c t i c a l  ways o f  ob ta in ing  b i l e  f o r  s tudy?
Can b i l e  be c o l l e c t e d  as it e x i t s  from t h e  Sphinc ter  o f  Oddi i n  useable  
q u a n t i t y  and i n  a cond i t ion  t h a t  adequately reflects phys io logic  cond i t ions  o f  
mature b i l e ?  

(10)  Can an o r i e n t e d  l i v e r  ce l l  c u l t u r e  be developed t h a t  would al low f o r  t h e  
s tudy  of  v e s i c u l a r  s e c r e t i o n  and sampling o f  b i l e  from t h e  cana l i cu lus?  

(11) Does medical t rea tment  o f  g a l l s t o n e s  affect  nuc lea t ion?  How is 
c h o l e s t e r o l  removed from c r y s t a l s  and s tones  during b i l e  a c i d  t rea tment  and 
are t h e r e  ways t o  speed t h e  process? 

(12) What are t h e  pro- and an t i -nuc lea to r s  and how do they  func t ion?  A r e  t hey
q u a n t i t a t i v e l y  and/or q u a l i t a t i v e l y  d i f f e r e n t  i n  ind iv idua l s  whose g a l l s t o n e s  
r ecu r  ve r sus  t h o s e  who do not  reform g a l l s t o n e s ?  

111. MECHANISM OF SUPPORT 

The mechanisms of  support  f o r  t h i s  a c t i v i t y  w i l l  be t h e  ind iv idua l  r e sea rch  
g ran t  (Rol l ,  t h e  FIRST Award (R291, and t h e  Program P r o j e c t  ( P o l ) .  There are 
no se t - a s ide  funds f o r  funding t h e s e  a p p l i c a t i o n s .  Appl ica t ions  compete on 
t h e  b a s i s  of  s c i e n t i f i c  merit with a l l  o the r  a p p l i c a t i o n s .  The review 
c r i t e r i a  are t h e  t r a d i t i o n a l  cons ide ra t ions  underlying s c i e n t i f i c  merit.  The 
I n i t i a l  Review Group t o  which t h e  a p p l i c a t i o n  is  assigned w i l l  depend on i t s  
s c i e n t i f i c  con ten t .  

'l.irJ 

I V .  APPLICATION AND REVIEW PROCEDURES 

A.  Deadline 

Appl ica t ions  w i l l  be accepted i n  accordance with t h e  usua l  receipt d a t e s  f o r  
new re sea rch  g ran t  app l i ca t ions ;  i . e .  February 1 ,  June 1,  and October 1 .  The 
ear l ies t  p o s s i b l e  award d a t e s  are approximately n ine  months a f te r  t h e  
r e s p e c t i v e  r e c e i p t  d a t e .  

B. Method of Appl ica t ion  and R e v i e w  

Appl ica t ions  w i l l  be rece ived  and r e f e r r e d  t o  an appropr i a t e  s tudy s e c t i o n  f o r  
s c i e n t i f i c  merit review by t h e  Div is ion  of  Research Grants  o f  t h e  N I H .  When 
submi t t ing  an a p p l i c a t i o n ,  t h e  p r i n c i p a l  invest igator /program d i r e c t o r  may 
suggest  an i n i t i a l  review group t o  which it could be appropr i a t e ly  ass igned .
However, do not  send such correspondence under s e p a r a t e  cover;  a t t a c h  it t o  
t h e  a p p l i c a t i o n  a t  t h e  t i m e  of  submission. Although t h e s e  sugges t ions  w i l l  be 
t aken  i n t o  cons ide ra t ion ,  t h e  f i n a l  de te rmina t ion  w i l l  be made by t h e  PHS. 

Appl ica t ions  should be submitted on form PHS-398 ( r e v i s e d  10/88) which is 
a v a i l a b l e  i n  t h e  bus iness  o r  g r a n t s  and c o n t r a c t  o f f i c e s  a t  most academic and 
r e sea rch  i n s t i t u t i o n s  o r  from t h e  N I H .  IMPORTANT: TO IDENTIFY THE 
APPLICATION AS A RESPONSE TO THIS ANNOUNCEMENT, CHECK "YES" I N  ITEM 2 ON THE 
FACE PAGE OF THE APPLICATION AND ENTER THE TITLE "CHOLESTEROL NUCLEATION I N  
HUMAN GALLBLADDER DISEASE." 

The o r i g i n a l  and s i x  ( 6 )  cop ies  of the a p p l i c a t i o n  should be mailed t o r  

Appl ica t ion  Receipt Of f i ce  
Division of Research Grants 

National  I n s t i t u t e s  of  Heal th  
Westwood Building,  Room 240 
Bethesda, Maryland 20892XX 

*'.*I..' 
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I n q u i r i e s  r e l a t e d  t o  t h e  Program Announcement should be d i r e c t e d  t o :  


Sarah C .  Kalser, Ph.D. 

Program Di rec to r ,  L iver  and B i l i a r y  Diseases 

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

Westwood Building,  Room 3A-17 

5333 Westbard Avenue 

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-7858 


STRUCTURAL BIOLOGY AS APPLIED TO THE PROBLEM OF TARGETED DRUG DESIGN FOR 

TREATMENT OF AIDS 


P.T. 34; K.W. 0715008, 0755025, 1003001, 0710030, 1002045 


National  I n s t i t u t e  o f  General Medical Sc iences  


BACKGROUND 

The Nat ional  I n s t i t u t e s  of  Heal th  ( N I H )  announces i t s  in t e re s t  i n  r ece iv ing
a p p l i c a t i o n s  t o  apply modern techniques  of  molecular s t r u c t u r e  de te rmina t ion  
and a n a l y s i s  f o r  t h e  purpose of  developing a n t i v i r a l  drugs i n  t h e  treatment o f  
t h e  Acquired Immunodeficiency Syndrome (AIDS). The c e n t r a l  d i s c i p l i n e s
involved are i n  t h e  area o f  s t r u c t u r a l  biology,  p a r t i c u l a r l y  X-ray
c rys t a l log raphy ,  NMR, and t h e o r e t i c a l  chemistry as r e l a t e d  t o  molecular 
modeling. To be e f f e c t i v e  t h e s e  must be aided,  and t o  some degree guided, by
modern r e sea rch  i n  molecular biology and pharmacology. 

Because o f  t h e  increased  a v a i l a b i l i t y  of  m a t e r i a l s  and t h e  cont inued urgency 
t o  f i n d  a way t o  combat AIDS, t h e  N I H  i s  re-opening t h e  competi t ion for 
a d d i t i o n a l  awards t o  m u l t i d i s c i p l i n a r y  teams i n t e r e s t e d  i n  developing
approaches t o  t a r g e t e d  drug des ign  as s p e c i f i c a l l y  app l i ed  t o  t h e  human 
immunodeficiency v i r u s  ( H I V ) .  

RESEARCH GOALS 

o 	 To s t i m u l a t e  t h e  o rgan iza t ion  o f  a m u l t i d i s c i p l i n a r y  r e sea rch  group
centered  around s t u d i e s  r e l a t e d  t o  s t r u c t u r a l  biology i n  o rde r  t o  
develop approaches t o  t a r g e t e d  drug des ign .  

o 	 To c a r r y  out  s t u d i e s  o f  t h e  s t r u c t u r e  of  t h e  AIDS v i r u s ,  v i r a l  
p r o t e i n s ,  and o t h e r  molecules o f  importance t o  t h e  understanding o f  
t h e  pa thogenes is  o f  AIDS. 

o 	 To provide an environment f o r  r e sea rch  t r a i n i n g  o f  both graduate
s t u d e n t s  and pos tdoc to ra l  s c i e n t i s t s  t o  t h i n k  c r e a t i v e l y  about t h e  
problems o f  t a r g e t e d  drug des ign .  

ELIGIBILITY FOR AWARD 

We recognize t h a t  t h e  a r e a  o f  t a r g e t e d  drug des ign  is  st i l l  i n  i t s  e a r l y
s t a g e .  Therefore ,  t h e  i n t e n t  is  t o  provide support  f o r  groups which w i l l  h e lp
i n  de f in ing  t h e  paradigms f o r  f u t u r e  work i n  t h i s  f i e l d .  However, it is  
a n t i c i p a t e d  t h a t  t h e  a p p l i c a n t  groups w i l l  be a b l e  t o  demonstrate t h e  
c a p a b i l i t y  o f  working with s p e c i f i c  AIDS-related materials, whether ob ta ined  
from v i r a l  p a r t i c l e s  or der ived  by recombinant t echno log ie s .  

We a n t i c i p a t e  t h a t  t h e  a p p l i c a n t  groups w i l l  have p a r t i c u l a r  s t r e n g t h s  i n  
s e v e r a l  areas, inc luding ,  but  no t  l i m i t e d  t o ,  X-ray c rys t a l log raphy ,  molecular 
modeling, drug des ign  and syn thes i s ,  and v i ro logy .  It should be s t r e s s e d  t h a t  
t h e s e  are not  requirements ,  but  only t h e  most l i k e l y  areas t h a t  might be 
encompassed by a proposed program. Other c o n s t e l l a t i o n s  o f  t a l e n t  may be 
e f f e c t i v e  i n  achiev ing  t h e  goa l  o f  us ing  a knowledge of  molecular s t r u c t u r e  
and func t ion  t o  develop materials f o r  t h e  t rea tment  o f  AIDS. Proposals
involv ing  more than  one organiza t ion ,  inc luding  i n d u s t r i a l  groups, w i l l  be 
considered as long as an appropr i a t e  l e v e l  of  c o l l a b o r a t i o n  and i n t e r a c t i o n  
can be demonstrated.  

Given t h e  emerging n a t u r e  o f  t h i s  f i e l d ,  a t r a c k  record  o f  accomplishment i n  
t h e  s p e c i f i c  a r e a  o f  t a r g e t e d  drug design i s  not  requi red ,  a l though obviously
welcome. Fur ther ,  it is  t h e  i n t e n t  o f  t h i s  announcement t o  s t i m u l a t e  t h e  
i n t e r e s t  of  h igh ly  q u a l i f i e d  i n v e s t i g a t o r s  i n  t h e  appropr i a t e  d i s c i p l i n e s  t o  
conduct work i n  t h i s  f i e l d .  It is  expected t h a t  t h e  a p p l i c a n t s  w i l l  be a b l e  
t o  demonstrate t h e  a v a i l a b i l i t y  of  appropr i a t e  materials f o r  s tudy .  

Vol. 18, No. 31, September 8, 1989 - Page 10  



REVIEW CRITERIA 

Q u a l i t y  and o r i g i n a l i t y  of t h e  proposed r e sea rch  p r o j e c t s ,  and 
q u a l i f i c a t i o n s  o f  t h e  i n d i v i d u a l  p r o j e c t  l e a d e r s ;  

Involvement o f  s t u d e n t s  and more s e n i o r  i n v e s t i g a t o r s  both o f  whom 
w i l l  r e c e i v e  t r a i n i n g  by p a r t i c i p a t i n g  i n  t h e  r e sea rch  p r o j e c t s ;  

Involvement o f  i n v e s t i g a t o r s  having e x p e r t i s e  i n  t h e  a p p r o p r i a t e
s c i e n t i f i c  d i s c i p l i n e s  t o  provide t h e  b read th  needed f o r  an 
i n t e g r a t e d  program; 

Evidence o f  c o l l a b o r a t i o n  and i n t e r a c t i o n  among a l l  t h e  groups
named i n  t h e  a p p l i c a t i o n ;  and 

Experience and competence 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  i n  
d i r e c t i n g  and overseeing a broad program o f  t h e  t y p e  proposed. 

SUPPORT MECHANISM 

The mechanism o f  support  w i l l  be t h e  program p r o j e c t  g r a n t .  It is  expected
t h a t  t h r e e  o r  more i n v e s t i g a t o r s ,  a l l  pursuing independent bu t  i n t e r r e l a t e d  
p r o j e c t s ,  w i l l  be involved. One s c i e n t i s t  should be designated by t h e  
a p p l i c a n t  i n s t i t u t i o n  as p r i n c i p a l  i n v e s t i g a t o r  and must bear  t h e  
r e s p o n s i b i l i t y  f o r  t h e  s c i e n t i f i c  and f i s ca l  management o f  t h e  program p r o j e c t
g r a n t .  Most o f  t h e  c o l l a b o r a t i n g  s c i e n t i s t s  should be independent
i n v e s t i g a t o r s .  For example, t h e  support  o f  one s e n i o r  i n v e s t i g a t o r  and 
s e v e r a l  pos tdoc to ra l  and r e sea rch  a s s o c i a t e - l e v e l  s c i e n t i s t s  is  not  
appropr i a t e  as a program p r o j e c t  a p p l i c a t i o n .  However, graduate  s t u d e n t s  and 
pos tdoc to ra l  s c i e n t i s t s  should be included on t h e  i n d i v i d u a l  p r o j e c t s  i n  o r d e r  
t o  provide t r a i n i n g  o p p o r t u n i t i e s .  Equipment and o t h e r  co re  r e sources  
necessary f o r  t h e  accomplishment o f  t h e  o b j e c t i v e s  of t h e  program p r o j e c t
g r a n t  may be r eques t ed .  

Informal i n t e r a c t i o n  and exchange o f  information between a l l  t h e  groups i n  t h e  
program is expected. A l l  awardees are expected t o  p a r t i c i p a t e  i n  a y e a r l y
conference.- METHOD OF APPLICATION 

U s e  t h e  s t anda rd  r e sea rch  Grant Applicat ion Form PHS-398 (Rev. 10188). For 
purpose o f  i d e n t i f i c a t i o n  and processing,  t h e  words "STRUCTURAL BIOLOGY AS 
APPLIED TO THE PROBLEM OF TARGETED DRUG DESIGN FOR THE TREATMENT OF AIDS" 
should be typed i n  i t e m  2 o f  t h e  face page o f  t h e  a p p l i c a t i o n .  The r e c e i p t
d a t e s  are January 2, May 1 and September 1 .  The o r i g i n a l  and 24 c o p i e s  should 
be s e n t  t o r  

D iv i s ion  o f  Research Grants  
Nat ional  I n s t i t u t e s  o f  Heal th  
Westwood Building, Room 240 
Bethesda Maryland 208923CX 

ORGANIZATION OF APPLICATION 

An i n t r o d u c t o r y  s e c t i o n  should inc lude i  a face page; a d e s c r i p t i o n  o f  t h e  
o b j e c t i v e s  o f  t h e  program as a whole; a l i s t  of p a r t i c i p a t i n g  personnel;  t h e  
conso l ida t ed  budget f o r  t h e  rogram p r o j e c t  g r a n t  (summarizing sub-budgets f o r  
t h e  component p a r t s  and corey; a d e s c r i p t i o n  o f  f a c i l i t i e s  a v a i l a b l e ,
inc lud ing  major instruments  and special  program resources;  a d m i n i s t r a t i v e  
arrangements f o r  o v e r a l l  s c i e n t i f i c  l eade r sh ip ,  q u a l i t y  c o n t r o l ,  and 
management of t h e  program p r o j e c t  g ran t ;  and a s e p a r a t e ,  o v e r a l l  l i s t i n g  o f  
proposed percent  o f  e f f o r t  on t h e  program p r o j e c t  g r a n t  as w e l l  as a c t u a l  and 
pending r e sea rch  support  and t h e  funding l e v e l  from a l l  sou rces  f o r  each 
p a r t i c i p a t i n g  i n v e s t i g a t o r  ( inc lud ing  pe rcen t  e f f o r t  devoted t o  each p r o j e c t ) .  

Each component o f  t h e  program p r o j e c t  g r a n t  proposal  should r e p r e s e n t  an 
independent r e sea rch  e f f o r t  as w e l l  as demonstrate a r e l a t i o n s h i p  t o  t h e  o t h e r  
components. Each p r o j e c t  should be prepared i n  t h e  format o f  an i n d i v i d u a l  
r e sea rch  g r a n t  a p p l i c a t i o n ,  i nc lud ing  budget pages, b iog raph ica l  information,
o u t l i n e  o f  t h e  r e sea rch  t o  be conducted, and s e p a r a t e  human and/or animal 
experimentation c e r t i f i c a t i o n ,  if a p p l i c a b l e .  If support  of core  r e sources  is 
requested,  a s e p a r a t e  s e c t i o n  f o r  t h i s  should be included.  
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I n t e r e s t e d  a p p l i c a n t s  are encouraged t o  con tac t :  


Marvin Cassman, Ph.D. 

Direc to r ,  Biophysics and 

Phys io logica l  Sc iences  Program

Nat iona l  I n s t i t u t e  o f  General Medical Sc iences  

Westwood Building,  Room 907 

Telephone8 (301) 496-7463 


PSYCHOTHERAPY AND COUNSELING I N  DRUG ABUSE TREATMENT 


P.T. 34;  K.W. 0745060, 0404009, 0404000, 0755015 

Nat iona l  I n s t i t u t e  on Drug Abuse 

Purpose : 

The purpose of  t h i s  announcement is  t o  encourage t h e  s tudy  o f  psychotherapy,
behavior  therapy ,  drug abuse counsel ing,  and o t h e r  non-pharmacological
i n t e r v e n t i o n s  i n  t h e  t rea tment  o f  drug abuse.  S t u d i e s  should involve t h e  use 
of c o n t r o l l e d  c l i n i c a l  t r i a l s  o r  o t h e r  s c i e n t i f i c a l l y /  e s t a b l i s h e d  r e sea rch  
methods. A secondary a i m  is t o  encourage t h e  development o f  ins t ruments  t o  
measure t h e  process  and outcome of  psychotherapy/counseling of  drug abusers ,
and ins t ruments  t h a t  may be usefu l  i n  determining t h e r a p i s t  and p a t i e n t
c h a r a c t e r i s t i c s  p r e d i c t i v e  o f  t rea tment  outcome. Although i n  t h e  p a s t  most 
drug abuse t rea tment  r e sea rch  has  focused on o p i a t e  and cocaine abuse,  t h i s  
announcement is intended t o  encourage t h e  i n v e s t i g a t i o n  of  t h e  t rea tment  of 
i n d i v i d u a l s  who abuse o t h e r  t ypes  of drugs as w e l l  as inc luding  polydrug
abusers .  

S t a t u t o r y  a u t h o r i t i e s  f o r  t h i s  g ran t  announcement are s e c t i o n s  301 and 515 of 
t h e  Publ ic  Heal th  Se rv ice  A c t  ( 4 2  USC 241 and 290cc) .  

Appl icants  i n t e r e s t e d  i n  a lcohol ism t rea tment  i s s u e s  are referred to t h e  
Nat iona l  I n s t i t u t e  on Alcohol Abuse and Alcoholism announcements ( 1 )  Matching
C l i e n t s  t o  Treatment, A p r i l  1989, and (2) Development Grants  f o r  Alcoholism 
Treatment Assessment Research, A p r i l  1988. 

Background: 

While drug abuse t rea tment  t a k e s  a v a r i e t y  of forms, psychotherapy o r  drug
abuse counse l ing  occurs  i n  v i r t u a l l y  every type  of  drug abuse t r ea tmen t .  
According t o  t h e  1982 d a t a  from t h e  Nat ional  Drug and Alcoholism Treatment 
U t i l i z a t i o n  Survey (NDATUS) r e p o r t ,  i nd iv idua l  therapy  and/or counse l ing  is 
provided i n  about 99 percent  of drug free,  97 percent  of  d e t o x i f i c a t i o n ,  99 
percent  o f  methadone maintenance, and 99 percent  of  mu l t ip l e  modality drug
abuse t rea tment  u n i t s  i n  t h i s  count ry .  

Despite t h e  fac t  t h a t  drug abuse counsel ing is  ubiqui tous  i n  drug abuse 
t r ea tmen t ,  s u r p r i s i n g l y  l i t t l e  is  known about i t .  Addi t iona l  r e sea rch  is  
needed t o  answer a number o f  ques t ions  i n  t h i s  f i e l d .  

S p e c i f i c  Areas of In te res t :  

Development of Ins t ruments  and Methods i n  Psychotherapy/ Counseling Research 
wi th  Drug Abusers -- Psychotherapy r e sea rch  with drug abusers  is i n  an e a r l y  
stage o f  development. I n v e s t i g a t o r s  are encouraged t o  develop new ins t ruments  
and r e f i n e  e x i s t i n g  ins t ruments  from t h e  mental h e a l t h  f i e l d  t h a t  can be used 
i n  c o n t r o l l e d  psychotherapy/counseling r e sea rch  s t u d i e s  with drug abusers .  
The development o f  v a l i d  and r e l i a b l e  ins t ruments  t h a t  measure va r ious  aspects
of t h e  process  and strategies o f  psychotherapy/counseling, t h e  immediate g o a l s
and outcome o f  t h e s e  t r ea tmen t s ,  t h e r a p i s t  c h a r a c t e r i s t i c s  p r e d i c t i v e  of  
t rea tment  outcome, and p a t i e n t  c h a r a c t e r i s t i c s  p r e d i c t i v e  o f  outcome is  
encouraged. 

Analysis  o f  Drug Abuse Counseling/Psychotherapy -- Research is needed t o  
determine how immediate t rea tment  goa l s  are r e l a t e d  t o  long-term t rea tment  
g o a l s  ( i . e . ,  how success  i n  achiev ing  goa l s  w i th in  t rea tment  is  r e l a t e d  t o  
success  i n  achiev ing  g o a l s  t h a t  r e s u l t  from t r e a t m e n t ) .  For example,
i n v e s t i g a t o r s  may wish t o  e s t a b l i s h  d i f f e r e n t  measures o f  immediate t rea tment  
goa ls ,  eva lua te  c l i e n t s  on success  i n  achiev ing  those  goa ls ,  and then  re la te  
success  i n  a t t a i n i n g  immediate t rea tment  g o a l s  t o  outcome measures o f  drug use  
o r  s o c i a l  adjustment .  Research is a l s o  needed t o  i d e n t i f y ,  o p e r a t i o n a l l y
de f ine ,  and compare t h e  e f f i c a c y  of d i f f e r e n t  s t r a t e g i e s  f o r  a t t a i n i n g
immediate t rea tment  goa l s .  For example, i n v e s t i g a t o r s  may wish t o  e s t a b l i s h  
two d i s t i n c t i v e  procedures  f o r  achiev ing  stress management ( o r  employment) by
c l i e n t s  and then  compare t h e  e f f i c a c y  of  t h e  two procedures  i n  terms o f  stress 
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-- 
management. Cont ro l led  c l i n i c a l  t r i a l s  o r  o t h e r  r igo rous  r e sea rch  methods 
should be used. 

Research on Therap i s t  and P a t i e n t  Var iab les  i n  Psychotherapy and Counseling
S tud ie s  are sought t h a t  assess t h e r a p i s t  and/or counselor  c h a r a c t e r i s t i c s  and 
r e l a t e  t h e s e  c h a r a c t e r i s t i c s  t o  e f f e c t i v e  t rea tment .  S tud ie s  t h a t  examine t h e  
i n t e r a c t i o n  o f  t he rap i s t / counse lo r  and p a t i e n t  v a r i a b l e s  as r e l a t e d  t o  outcome 
are a l s o  encouraged. Addi t iona l ly ,  s t u d i e s  t h a t  l i n k  t h e  c h a r a c t e r i s t i c s  o f  
p a t i e n t s  wi th  success fu l  psychotherapeut ic  or drug abuse counse l ing  t rea tment  
a r e  des i r ed .  Measurements of  t h e r a p i s t  and p a t i e n t  c h a r a c t e r i s t i c s  should be 
obtained us ing  psychometr ical ly  sound ins t ruments .  These s t u d i e s  should 
c o n t r o l  f o r  t h e  type  o f  t rea tment  o f f e red  and should use an ob jec t ive ,
empir ica l  measure o f  t h e  t rea tment  process  t h a t  occurs .  

Comparative S t u d i e s  o f  D i f f e ren t  Forms of  Psychotherapy o f  Counseling with 
Drug Abusers -- Stud ies  t h a t  compare t h e  e f f i c a c y  o f  i nd iv idua l  group, or 
family psychotherapy with t h a t  of  drug abuse counsel ing i n  p a t i e n t s  with and 
without  a dua l  d i agnos i s  are s t r o n g l y  encouraged. I n v e s t i g a t i o n s  t h a t  compare 
one form of  psychotherapy t o  another  are a l s o  needed. S tud ie s  t h a t  compare
t h e  e f f i c a c y  o f  behavior  therapy  t o  counsel ing,  psychotherapy, o r  t o  a 
combination of  behavior  therapy  and counsel ing,  psychotherapy, or t o  a 
combination of  behavior  therapy  and counsel ing o r  psychotherapy are a l s o  
needed. Where e f f e c t i v e  pharmacotherapies are a v a i l a b l e ,  r e sea rch  p r o j e c t s
t h a t  compare t h e  e f f i c a c y  o f  psychotherapy, pharmacotherapy, and t h e  
combination o f  psychotherapy and pharmacotherapy are encouraged. 

S tud ie s  are a l s o  sought t h a t  examine t h e  e f f e c t  o f  t h e r a p i s t /  p a t i e n t
c h a r a c t e r i s t i c s  a c r o s s  s e v e r a l  t ypes  o f  psychotherapy or counse l ing  approaches
t o  assess t h e  r e l a t i v e  con t r ibu t ion  o f  t h e r a p i s t ,  p a t i e n t ,  and type  o f  
t rea tment  t o  t rea tment  outcome. 

E l i g i b i l i t y  : 

Appl ica t ions  may be submit ted by pub l i c  or p r i v a t e  non-profi t  or f o r - p r o f i t
o rgan iza 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  Federa l  
government. 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  are e s p e c i a l l y  encouraged from S t a t e  governments wi th  r e sea rch  
u n i t s  andlor  S t a t e  governments c o l l a b o r a t i n g  with univers i ty-based  r e sea rch  
u n i t s .  

\rJ Appl ica t ion  Process  I 

S t a t e  and l o c a l  government agencies  may use form PHS 5161-1 ( r ev .  11/88). 

A l l  o t h e r  a p p l i c a n t s  should use  t h e  r e sea rch  g ran t  a p p l i c a t i o n  from PHS 398 

( r e v .  10/88).  The t i t l e  of  t h i s  announcement "PSYCHOTHERAPY AND COUNSELING 

I N  DRUG ABUSE TREATMENT" 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 or i n  i t e m  9 on t h e  PHS 5161-1. 


Appl ica t ion  k i t s  conta in ing  t h e  necessary forms and i n s t r u c t i o n s  may be 

obta ined  from bus iness  o f f i c e s  or 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 the r  major research f a c i l i t i e s . 

If such a source  is  not  a v a i l a b l e ,  t h e  fol lowing o f f i c e  may be contac ted  f o r  

t h e  necessary  a p p l i c a t i o n  material: 


Grants Management Branch 

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

Parklawn Building,  Room 10-25 

5600 F i s h e r s  Lane 

Rockvil le ,  Maryland 20857 


Appl ica t ion  Receipt  and Review Schedule: 


Appl ica t ions  rece ived  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 Referral Guidel ines .  

The I R G s ,  c o n s i s t i n g  p r 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  a p p l i c a n t  after 

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  Nat ional  

Advisory Council whose review may be based on po l i cy  as well as sc i en t i f i c  

merit cons ide ra t ions .  Only a p p l i c a t i o n s  recommended f o r  approval  by a Council 

may be considered f o r  funding.  


Appl ica t ions  submit ted i n  response t o  t h i s  Announcement are not  s u b j e c t  t o  t h e  

intergovernment review requirements  o f  Executive Order 12372, as implemented

through Department o f  Heal th  and Human Se rv ices  r e g u l a t i o n s  a t  45 CFR P a r t  100 
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and are no t  s u b j e c t  t o  Heal th  Systems Agency review. The review schedule  is  
as ind ica t ed  below: 

Receipt  o f  I n i t i a l  Advisory Council Ear l ies t  
Appl ica t ions  Review Review S t a r t  Date 

February 1 June/ J u l y  SepWOct December 1 
June 1 Oct/Nov Jan/ Feb A p r i l  1 
October 1 FebIMarch May/ June J u l y  1 

Review Cri ter ia :  

Criteria f o r  s c i e n t i f i c / t e c h n i c a l  merit review of 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  w i l l  inc lude  t h e  fol lowing:  s i g n i f i c a n c e  and o r i g i n a l i t y  from a 

s c i e n t i f i c  and t e c h n i c a l  s tandpoin t  of  t h e  goa l s  of  t h e  proposed research; 

adequacy o f  t h e  methodology proposed t o  c a r r y  out  t h e  research;  q u a l i f i c a t i o n s 

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  and o t h e r  key r e sea rch  personnel ;  a v a i l a b i l i t y 

of  adequate f a c i l i t i e s ,  o t h e r  resources ,  and c o l l a b o r a t i v e  arrangements 

necessary  f o r  t h e  r e sea rch ,  appropr i a t eness  o f  budget estimates f o r  t h e  

proposed r e sea rch  a c t i v i t i e s ,  and adequacy of  p rov i s ions  f o r  t h e  p r o t e c t i o n  o f  

human s u b j e c t s  and welfare o f  animals  s u b j e c t s  as a p p l i c a b l e .  Cr i te r ia  for 

o t h e r  support  mechanisms are contained i n  s e p a r a t e  program announcements 

a v a i l a b l e  from National  I n s t i t u t e  on Drug Abuse ( N I D A )  s ta f f .  


Terms and Condit ions o f  Support  


Grant funds may be used f o r  expenses c l e a r l y  r e l a t e d  and necessary  t o  conduct 

r e sea rch  p r o j e c t s ,  inc luding  both d i r e c t  c o s t s  i d e n t i f i e d  wi th  t h e  p r o j e c t  and 

a l lowable  i n d i r e c t  c o s t s  of t h e  i n s t i t u t i o n .  Funds may not  be used t o  

e s t a b l i s h ,  add a component t o ,  or opera t e  a t r ea tmen t ,  r e h a b i l i t a t i o n ,  or 

prevent ion  i n t e r v e n t i o n  s e r v i c e  program. Support  f o r  r e sea rch - re l a t ed  

t r ea tmen t ,  r e h a b i l i t a t i o n ,  or prevent ion  s e r v i c e s  and programs may be 

reques ted  only f o r  c o s t s  r equ i r ed  by t h e  r e sea rch .  These c o s t s  must be 

j u s t i f i e d  i n  t e r m s  of research o b j e c t i v e s ,  methods, and des igns  which promise 

t o  y i e l d  gene ra l i zab le  knowledge and/or make a s i g n i f i c a n t  c o n t r i b u t i o n  t o  

t h e o r e t i c a l  concepts .  


Grants  must be adminis te red  i n  accordance with t h e  PHS Grants  Po l i cy  Statement 

(Rev. January 1 ,  1 9 8 7 )  which is a v a i l a b l e  f o r  $4 .50  from t h e  Superintendent 

of  Documents, U.S. Government P r i n t i n g  Office, Washington, D . C .  20402. When 

orde r ing  cop ie s ,  t h e  GPO Stock number, GPO 017-020-00092-7, should be 

re ferenced .  


Fur ther  Information:  


Fur ther  information and c o n s u l t a t i o n  on program requirements  r e l e v a n t  t o  

psychotherapy r e sea rch  i n q u i r i e s  can be obta ined  from: 


D r .  L i s a  Onken 

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

Parklawn Building,  Room 10A-30 

5600 F i s h e r s  Lane 

Rockvil le ,  Maryland 20857 

Telephone: ( 3 0 1 )  443-4060 


This  program is descr ibed  i n  t h e  c a t a l o g  o f  Federa l  Domestic Ass is tance  No. 

1 3 . 2 7 9 .  Grants  w i l l  be awarded under t h e  a u t h o r i t y  o f  Sec t ion  301 of  t h e  

Publ ic  Heal th  Se rv ice  A c t ,  as amended ( 4 2  USC 2 4 1 )  and adminis tered i n  

accordance wi th  t h e  PHS Grants  Pol icy  Statement and Federa l  r e g u l a t i o n s  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. 


ZZTHE MAILING ADDRESS G I V E N  FOR SENDING APPLICATIONS TO THE DIVISION OF 

RESEARCH GRANTS OR CONTACTING PROGRAM STAFF I N  THE WESTWOOD BUILDING I S  THE 

CENTRAL MAILING ADDRESS FOR THE NATIONAL INSTITUTES OF HEALTH. APPLICANTS WHO 

USE EXPRESS MAIL OR A COURIER SERVICE ARE ADVISED TO FOLLOW THE CARRIER'S 

REQUIREMENTS FOR SHOWING A STREET ADDRESS. THE ADDRESS FOR THE WESTWOOD 

BUILDING IS:  


5333 Westbard Avenue 

Bethesda, Maryland 20816 


1. 
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