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s e r v i c e  c o n t r a c t  t o  o b t a i n  human l i v e r  from r e g i o n a l  c e n t e r s  f o r  d i s t r i b u t i o n  

t o  s c i e n t i f i c  i n v e s t i g a t o r s  throughout t h e  United S t a t e s .  These r e g i o n a l  

c e n t e r s  have a c t i v e  l i v e r  t r a n s p l a n t  programs wi th  human s u b j e c t s  approval  t o  

provide  p o r t i o n s  of t h e  r e s e c t e d  pa tho log ic  l i v e r  f o r  which t h e  t r a n s p l a n t  is 

performed. Human pa tho log ic  l i v e r  prepared  accord ing  t o  t h e  i n v e s t i g a t o r ' s 

s p e c i f i c a t i o n s  p rov ides  t h e  oppor tun i ty  t o  v e r i f y  i f  animal l i v e r  

i n v e s t i g a t i o n s  are r e l e v a n t  t o  human l i v e r  pathophysiology. The p r e p a r a t i o n 

of t h e s e  l i v e r s  has  been e x c e l l e n t  f o r  t h e  usua l  molecular b i o l o g i c 

t echn iques .  Therefore ,  t h e  Nat iona l  I n s t i t u t e  of Diabe tes  and Diges t ive  and 

Kidney Diseases is p r i m a r i l y  i n t e r e s t e d  i n  s o l i c i t i n g  r e q u e s t s  from 

i n v e s t i g a t o r s  i n t e r e s t e d  i n  s tudying  pa tho log ic  l i v e r  specimens. Examples

would inc lude  a p a r t i c u l a r  metabol ic  d i s o r d e r  o r  d i s e a s e  e n t i t y  o r  t h e  gene ra l  

process  of c i r r h o s i s .  A l i m i t e d  supply of "normal" l i v e r  specimens may a l s o  

be r eques t ed  bu t  t h e  t u r n  around t i m e  f o r  completion of l a r g e  r e q u e s t s  f o r  

"normal" l i v e r  is much longe r  t h a n  f o r  most pa tho log ic  l i v e r  specimens. 


Fur the r  in format ion  and r e q u e s t  forms may be obta ined  from: 


Harvey L .  Sharp,  M . D .  

P r i n c i p a l  I n v e s t i g a t o r ,  LTPADS 

c/o E l i z a b e t h  Webster 

Box 279 UMHC 

Unive r s i ty  of Minnesota Hospit  a1s 

Minneapolis, MN 55455 

Telephone: (612) 624-1133 


1 
PA: PA-90-28 

P.T. 34; K . W .  0710035 

Nat iona l  Center f o r  Research Resources 

There is a change i n  t h e  review schedule  f o r  a p p l i c a t i o n s  submi t ted  t o  t h e  
NCRR Small Grants f o r  Innovat ive  Technology program, p rev ious ly  announced i n  
t h e  August 24, 1990, N I H  Guide f o r  Grants and Con t rac t s ,  Vol. 19,  No. 31. I n  
t h e  p rev ious  announcement, a schedule  f o r  a c c e l e r a t e d  review was d e s c r i b e d .  
S t a r t i n g  wi th  t h e  October 1 ,  1991, a p p l i c a t i o n  r e c e i p t  d a t e ,  and u n t i l  f u r t h e r  

,,&# n o t i c e ,  a l l  a p p l i c a t i o n s  w i l l  be reviewed on t h e  schedule  given below: 

Annual Receipt I n i t i a l  Review NCRR Council Ear l ies t  Date 
Date Group meeting review f o r  funding 

February 1 June- J u l y  Sep t . -Oc t .  December 
October 1 Feb.-March May -June August 

F u r t h e r  informat ion  and s p e c i a l  a p p l i c a t i o n  i n s t r u c t  i ons  are a v a i l a b l e  from : 

Biomedical Research Technology Program
Nat iona l  Center f o r  Research Resources 

Nat iona l  I n s t i t u t e s  of Health 

Westwood Bui ld ing ,  Room 8 A l l  

Bethesda, MD 20892 

Telephone: (301) 496-5411 


ENHANCEMENT OF G E N I N F O  DATABASE SYSTEM 

BAAIRFP AVAILABLE: BAA/RFP NLM 92-101IAJM 

P .T .  34; K . W .  1004017, 1002019 

Nat iona l  Library  of Medicine 

The Nat iona l  Center  f o r  Biotechnology Informat ion  ( N C B I )  w a s  e s t a b l i s h e d  by
Public Law 100-607 in November 1988 as a d i v i s i o n  of  t h e  Nat iona l  L ib ra ry  of  
Medicine. The Center h a s  been g iven  t h e  r e s p o n s i b i l i t y  t o  (1 )  create 
automated systems f o r  s t o r i n g  and ana lyz ing  knowledge about molecular b io logy ,
b iochemis t ry ,  and g e n e t i c s ;  and (2) suppor t ,  a ss i s t ,  and enhance e x i s t i n g
p u b l i c  in format ion  r e sources  f o r  biotechnology, such as n u c l e i c  a c i d  and 
p r o t e i n  sequence da tabanks ,  and o t h e r  r e l a t e d  r e s e a r c h  informat ion  r e s o u r c e s .  
I n  accordance wi th  t h i s  mandate, N C B I  w i l l  assume r e s p o n s i b i l i t y  f o r  GenBank,
t h e  N I H  DNA sequence da tabase ]  i n  September 1992. 
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To provide  sequence informat ion  t o  t h e  s c i e n t i f i c  community, t h e  NCBI i s  

developing  t h e  GenInfo da tabase ,  an  i n t e g r a t e d  n u c l e i c  a c i d  and p r o t e i n  

sequence da tabase  based on t h e  publ i shed  l i t e r a t u r e  and d i r e c t  au tho r  

submissions.  GenInfo a l s o  c o n t a i n s  e lements  t h a t  s e r v e  a s  l i n k s  t o  

in format ion  i n  o t h e r  sequence d a t a b a s e s .  


The need f o r  i n t e g r a t i o n  of molecular b io logy  da tabases  has  been widely 

recognized  and t h e  NCBI is  committed t o  f a c i l i t a t i n g  t h e  in t e rconnec t ion  of 

d a t a b a s e s  of  sequence, s t r u c t u r a l ,  g e n e t i c ,  b i b l i o g r a p h i c ,  and o t h e r  f a c t u a l  

in format ion .  The des ign  approach a i m s  t o  modularize t h e  da t abase  development 

process  and focus  on t h e  n e c e s s i t y  f o r  s t a b i l i t y  and comprehensiveness i n  a 

foundat ion  d a t a b a s e .  The des ign  concept and t h e  r e p r e s e n t a t i o n  of t h e  d a t a  i n  

a s t anda rd  d a t a  d e s c r i p t i o n  language w i l l  f a c i l i t a t e  access t o  t h e  under ly ing 

d a t a  by s p e c i a l i z e d  d a t a b a s e s  t h a t  can provide  value-added views of a l l  or 

part  of t h e  d a t a .  


I n  o r d e r  t o  suppor t  a range of  da t abase  development e f f o r t s  t h a t  depend upon

t h e  s p e c i a l i z e d  exper ience  of i n v e s t i g a t o r s ,  t h e  NCBI  announces t h a t  it w i l l  

be i s s u i n g  a Broad Agency Announcement i n v i t i n g  p roposa l s  r e l a t e d  t o  enhancing 

t h e  coverage of GenInfo and developing s p e c i a l i z e d  value-added da tabases  t h a t  

would l i n k  t o  and enhance t h e  GenInfo system of molecular b io logy  d a t a b a s e s .  

The Broad Agency Announcement i s  a r e s e a r c h  and development c o n t r a c t  mechanism 

t h a t  p rov ides  f o r  i nves t iga to r -deve loped  s t a t emen t s  of work wi th in  t h e  scope 

of a broad range  of a c t i v i t i e s  de f ined  by t h e  N C B I .  Of fe ro r s  may submit 

proposa l s  i n  one o r  more of t h e  f i v e  c a t e g o r i e s  l i s t e d  below. The r e s e a r c h  

c a t e g o r i e s  f o r  which p roposa l s  are sought are: des ign  and implementation of 

s p e c i a l i z e d  c o l l e c t i o n s  of  b i o l o g i c a l  sequence and o t h e r  genomic d a t a ; 

i n t e g r a t e d  views of d a t a  i n  t h e  GenInfo Database,  e . g . ,  non-redundant s u b s e t s ,  

merged sequence sets; enhancement of  t h e  GenInfo Backbone Database with 

a d d i t i o n a l  a n n o t a t i o n  of b i o l o g i c a l  d a t a ;  a p p l i c a t i o n  of s t anda rd ized  

nomenclature ( e . g . ,  taxonomies, gene names) t o  molecular b io logy  d a t a ;  

enhancement of c o n n e c t i v i t y  among b i o l o g i c a l  r e source  da t abases  by

c r o s s - r e f e r e n c i n g  o r  e x p l i c i t  l i n k a g e s .  


I t  is a n t i c i p a t e d  t h a t  t h e  award(s1 from t h i s  announcement w i l l  be mul t i -yea r , 

cost-reimbursement t y p e  c o n t r a c t ( s ) .  


The Broad Agency Announcement w i l l  be i s sued  on September 23, 1991. Responses

w i l l  be due by February 24, 1992. Wri t ten  r e q u e s t s  f o r  a copy of Broad Agency

Announcement number BAAIRFP NLM 92-101/AJM should be s e n t  t o :  


M r .  Anthony Murray

Nat iona l  L ib ra ry  of Medicine 

O f f i c e  of Acqu i s i t i ons  Management

8600 Rockvi l le  P ike  

Bui ld ing  3 8 A ,  Room BlN17 

Bethesda, MD 20892 


PRECLINICAL EVALUATION OF INTERMEDIATE ENDPOINTS AND THEIR MODULATION BY 

CHEMOPREVENTIVE AGENTS 


MASTER AGREEMENT RFP AVAILABLE: NCI-CN-15390-51 


P.T. 34; K.W. 0740018, 0755018, 0715035 


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


The Nat iona l  Cancer I n s t i t u t e  has  a requirement f o r  a c o n t r a c t o r  t o  conduct 

animal cancer  model s t u d i e s  of biomarkers and in t e rmed ia t e  endpoin ts  t h a t  

might be used i n  human c l i n i c a l  t r i a l s  i n  o r d e r  t o  examine, i n  d e t a i l ,  t h e  

biomarker modulating e f f e c t s  of s e l e c t e d  chemopreventive compounds. The 

s t u d i e s  s h a l l  improve biomarker s e n s i t i v i t y  s p e c i f i c i t y ,  a s say  methodology,

and sample hand l ing .  The emphasis w i l l  be on e f f i c i e n t  s t u d i e s  aimed a t  

provid ing  more q u a n t i t a t i v e  and more v a l i d a t i n g  in t e rmed ia t e  endpoin ts  f o r  

f u t u r e  human c l i n i c a l  t r i a l s .  Th i s  a c q u i s i t i o n  i s  f o r  a f i v e - y e a r  Master 

Agreement and is  i n  suppor t  of t h e  Div i s ion  of Cancer Prevent ion  and Cont ro l  

l o c a t e d  i n  Bethesda, MD. The Request f o r  Proposa ls  (RFP) w i l l  be a v a i l a b l e  on 

o r  about August 22, 1991, and p roposa l s  w i l l  be due approximately September

30, 1991. 


Copies of t h e  RFP may be obta ined  by sending a w r i t t e n  r e q u e s t  c i t i n g  t h e  RFP 

N O .  NCI-CN-15390-51, t o :  
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M s .  C h r i s t i n e  L .  Ptak 

Contrac t  S p e c i a l i s t 

Research Cont rac ts  Branch, PCCS 

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

Execut ive P laza  South,  Room 635 

Bethesda, MD 20892 


w w 4  Telephone: (301) 496-8603 

PHASE I1 CLINICAL TRIALS OF NEW CHEMOPREVENTIVE AGENTS 

MASTER AGREEMENT RFP AVAILABLE: NCI-CN-15391-51 

P.T. 34; K . W .  0740018, 0755015, 0715035 

Nat ional  Cancer I n s t i t u t e  

The Nat ional  Cancer I n s t i t u t e  i s  i n t e r e s t e d  i n  e s t a b l i s h i n g  a Master Agreement
pool with t h e  o b j e c t i v e  of  encouraging cancer  chemoprevention c l i n i c a l  t r i a l s  
t h a t  use  biochemical and b i o l o g i c a l  markers as in te rmedia te  endpoin ts .  The 
a p p l i c a t i o n  of  b i o l o g i c a l  markers t o  c l i n i c a l  p revent ion  t r i a l s  carr ies  g r e a t
promise i n  r e l a t i o n  t o  u l t i m a t e  cancer  prevent ion .  When n e o p l a s i a  i t s e l f  is 
used as an endpoint  i n  s t u d i e s  of  t h i s  t y p e ,  a very  l a r g e  number of  s u b j e c t s
t e s t e d  f o r  long  d u r a t i o n s  is o f t e n  r e q u i r e d .  The emphasis i n  Phase I1 
c l i n i c a l  t r i a l s  w i l l  be on s m a l l ,  shor t - te rm,  e f f i c i e n t  s t u d i e s  t h a t  w i l l  
determine t h e  dose of a given chemopreventive agent  t h a t  e x h i b i t s  a 
pharmacodynamic effect  on an in te rmedia te  endpoint  and t h e n  t o  do a dose 
response s tudy  t o  determine t h e  minimum dose a t  which t h i s  b i o l o g i c a l  e f f e c t  
is observed and t o  confirm t h e  maximum safe dose .  The second s t a t e  of  t h e  
Phase I1 s tudy  w i l l  involve  a randomized b l inded  t r i a l  i n  a small group of  
s u b j e c t s  whose endpoint  w i l l  be a measurable b i o l o g i c a l  e f fec t  of  t h e  agent  
v e r s u s  t h e  p lacebo .  T h i s  a c q u i s i t i o n  is f o r  a f i v e - y e a r  Master Agreement and 
i s  i n  support  of  t h e  Div is ion  of  Cancer and Prevent ion and Control  l o c a t e d  i n  
Bethesda, MD. The Request f o r  Proposals  (RFP) w i l l  be a v a i l a b l e  on o r  about 
August 22, 1991, and proposa ls  w i l l  be due approximately September 30, 1991. 

Copies of t h e  RFP may be obta ined  by sending a w r i t t e n  r e q u e s t ,  c i t i n g  t h e  RFP 
N O .  NCI-CN-15391-51, t o :  

M s .  C h r i s t i n e  L .  Ptak 
-4 	 Contract  S p e c i a l i s t

Research Cont rac ts  Branch, PCCS 
Nat iona l  Cancer I n s t i t u t e  
Execut ive P laza  South,  Room 635 
Bethesda, MD 20892 

BREAST CANCER DIAGNOSIS, MANAGEMENT, AND SEQUELAE I N  OLDER WOMEN 

RFA AVAILABLE: CAINRIAG-91-24 

P . T .  34, 11; K.W. 0715035, 0745020 

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

National  Center  f o r  Nursing Research 

Nat iona l  I n s t i t u t e  on Aging 


Letter of  I n t e n t  Receipt  Date:  September 16, 1991 

Appl ica t ion  Receipt  Date: November 27, 1991 


PURPOSE 


This  Request f o r  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 ' r e s e a r c h  d i r e c t e d  

a t  b r e a s t  cancer  management i n  women ages  65 and ove r .  Appl ica t ions  must 

address  d i a g n o s t i c  e v a l u a t i o n ,  t r e a t m e n t ,  o r  follow-up of  o l d e r  p a t i e n t s  wi th  

breast cance r .  Major o b j e c t i v e s  are ( 1 )  t o  i d e n t i f y  f a c t o r s  t h a t  impact on 

a p p r o p r i a t e  d i a g n o s i s  and s t a t e - o f - t h e - a r t  cancer  care f o r  t h i s  age group; and 

(2)  t o  develop and t e s t  i n t e r v e n t i o n s  t o  enhance a p p r o p r i a t e  oncologic  care.  


HEALTHY PEOPLE 2000 

The Publ ic  Heal th  Serv ice  (PHS) i s  committed t o  achiev ing  t h e  h e a l t h  promotion
and d i s e a s e  prevent ion  o b j e c t i v e s  of  "Healthy People 2000," a PHS-led n a t i o n a l  
a c t i v i t y  f o r  s e t t i n g  p r i o r i t y  a r e a s .  This  RFA, Breast Cancer Diagnosis ,  

'%w 	 Management, and Sequelae i n  Older Women, i s  r e l a t e d  t o  t h e  p r i o r i t y  area of  
c a n c e r .  P o t e n t i a l  a p p l i c a n t s  may o b t a i n  a copy of "Healthy People 2000'' ( F u l l
Report:  Stock No. 017-001-00474-0) o r  "Healthy People 2000" (Summary Report:  
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Stock No. 017-001-0473-1) through t h e  Super in tendent  of Documents, Government 
P r i n t i n g  Of f i ce ,  Washington, D . C .  20402-9325 ( t e l ephone  202-783-3238). 

E L I G I B I L I T Y  REQUIREMENTS 

App l i ca t ions  may be submi t ted  by f o r - p r o f i t  o r  n o n p r o f i t  o r g a n i z a t i o n s ,  e i t h e r  
p u b l i c  o r  p r i v a t e .  

MECHANISM OF SUPPORT 

Th i s  RFA w i l l  use  t h e  Nat iona l  I n s t i t u t e s  of Heal th  ( N I H )  g r a n t - i n - a i d  (Ro l l .
R e s p o n s i b i l i t y  f o r  t h e  p lanning ,  d i r e c t i o n ,  and execut ion  of 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  of t h e  a p p l i c a n t .  Except as o therwise  s t a t e d  i n  
t h i s  RFA, awards w i l l  be adminis te red  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  
Pub l i c  Health Se rv ice  Grants Po l i cy  S ta tement .  

Th i s  RFA is a one-time s o l i c i t a t i o n .  Genera l ly ,  f u t u r e  u n s o l i c i t e d  competing
c o n t i n u a t i o n  a p p l i c a t i o n s  w i l l  compete wi th  a l l  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 Div i s ion  of Research Grants s tudy  s e c t i o n .  
However, should t h e  Nat iona l  Cancer I n s t i t u t e  ( N C I ) ,  t h e  Nat iona l  Center f o r  
Nursing Research ( N C N R ) ,  o r  t h e  Nat iona l  I n s t i t u t e  on Aging ( N I A )  determine 
t h a t  t h e r e  is a s u f f i c i e n t  con t inu ing  program need, a r e q u e s t  f o r  compet i t ive
c o n t i n u a t i o n  a p p l i c a t i o n s  w i l l  be announced. The t o t a l  p r o j e c t  pe r iod  f o r  
a p p l i c a t i o n s  submi t ted  i n  response  t o  t h e  p r e s e n t  RFA may n o t  exceed t h r e e  
y e a r s .  The a n t i c i p a t e d  award d a t e  w i l l  be J u l y  1, 1992. 

FUNDS AVAILABLE 

Approximately $2,100,000 i n  t o t a l  c o s t s  p e r  yea r  f o r  t h r e e  y e a 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  submi t ted  i n  response  t o  t h i s  RFA. 
Three t o  f o u r  awards by N C I ,  two awards by NCNR, and a t  l eas t  one award by N I A  
a r e  a n t i c i p a t e d .  

T h i s  l e v e l  of s u p p o r t  is dependent on t h e  r e c e i p t  of 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  of h igh  s c i e n t i f i c  merit.  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 a n s  of N C I ,  NCNR, and N I A ,  t h e  award of g r a n t s  pursuant  t o  
t h i s  RFA i s  a l s o  con t ingen t  upon t h e  a v a i l a b i l i t y  of funds f o r  t h i s  purpose.  

RESEARCH OBJECTIVES 

S p e c i f i c  o b j e c t i v e s  are ( 1 )  t o  i d e n t i f y  b a r r i e r s  t o  a p p r o p r i a t e  d i a g n o s i s  and 
t r ea tmen t  of symptomatic b r e a s t  cancer  i n  t h i s  age group; and ( 2 )  t o  des ign
and t e s t  i n t e r v e n t i o n s  d i r e c t e d  a t  e l i m i n a t i n g  de f ined  b a r r i e r s .  

P r o j e c t s  concerning b r e a s t  cancer  d i a g n o s i s  must addres s  p a t i e n t  a t t i t u d e s  
towards symptoms, access  t o  s p e c i a l i z e d  oncologic  c a r e ,  o r  phys i c i an  p r a c t i c e s
i n  d i a g n o s i s  and/or s t a g i n g  e l d e r l y  p a t i e n t s .  Treatment p r o j e c t s  must focus  
on phys ic i an  a t t i t u d e s  and p r a c t i c e s  i n  recommending t r ea tmen t ,  impact of 
comorbid medical problems on the rapy ,  p a t i e n t - p h y s i c i a n  i n t e r a c t i o n s  i n  
decision-making, suppor t ive  c a r e  du r ing  cancer  t r e a t m e n t ,  o r  e a r l y  and l a t e  
sequelae  of d i s e a s e  and t r e a t m e n t .  Screening/ear ly  d e t e c t i o n  p r o j e c t s  i n  
asymptomatic women and t e rmina l  c a r e  o r  hospice  i n t e r v e n t i o n s  f o r  e l d e r l y  
women r e c e i v i n g  only comfort measures are excluded. 

STUDY POPULATIONS 

P o t e n t i a l  popu la t ions  inc lude  b r e a s t  cancer  p a t i e n t s  ages  65 and o l d e r ,  t h e i r  
f a m i l i e s ,  t h e i r  phys i c i ans ,  and o t h e r  h e a l t h  c a r e  p r o f e s s i o n a l s  involved i n  
t h e i r  care. There must be no upper age l i m i t  f o r  p a t i e n t  popu la t ions .  

SPECIAL INSTRUCTIONS FOR INCLUSION OF WOMEN AND MINORITIES I N  CLINICAL 
RESEARCH STUDIES 

For p r o j e c t s  i nvo lv ing  c l i n i c a l  r e s e a r c h ,  N I H  r e q u i r e s  a p p l i c a n t s  t o  g i v e
s p e c i a l  a t t e n t i o n  t o  t h e  i n c l u s i o n  of women and m i n o r i t i e s  i n  s tudy
popu la t ions .  I f  women o r  m i n o r i t i e s  are n o t  inc luded  i n  t h e  s tudy  popu la t ions
f o r  c l i n i c a l  s t u d i e s ,  a s p e c i f i c  j u s t i f i c a t i o n  f o r  t h i s  exc lus ion  must be 
provided .  App l i ca t ions  wi thout  such documentation w i l l  no t  be accepted  f o r  
review. 

REVIEW CONSIDERATIONS 

App l i ca t ions  w i l l  be eva lua ted  accord ing  t o  s p e c i f i c  review c r i t e r i a  f o r  
s c i e n t i f i c  and t e c h n i c a l  m e r i t  by an a p p r o p r i a t e  pee r  review group convened by
t h e  Div i s ion  of Extramural A c t i v i t i e s ,  N C I .  

APPLICATION PROCEDURES 

W 

w 
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The most r e c e n t  r e v i s i o n  of t h e  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  10/88) must be used i n  apply ing  f o r  t h e s e  g r a n t s .  App l i ca t ions  must 

be r ece ived  by November 27, 1991; t h o s e  r ece ived  a f t e r  t h a t  d a t e  w i l l  be 

r e t u r n e d .  Fu r the r  in format ion  r ega rd ing  a p p l i c a t i o n  procedures  and 

a p p l i c a t i o n  forms may be obta ined  from t h e  N C I  Program D i r e c t o r  named below. 


LETTER OF INTENT 


Prospec t ive  a p p l i c a n t s  a r e  asked t o  submit,  by September 16, 1991, a l e t t e r  of 

i n t e n t  t o  : 


Susan G .  Nayf ie ld ,  M . D . ,  M.Sc. 

Program D i r e c t o r  

Community Oncology and R e h a b i l i t a t i o n  Branch 

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

Executive P laza  North, Room 300 

Bethesda, MD 20892 

Telephone: (301) 496-8541 


INQUIRIES 


Direct i n q u i r i e s  r ega rd ing  programmatic i s s u e s  t o :  


Susan G .  Nayf ie ld ,  M . D . ,  M.Sc. 

Program D i r e c t o r  

Community Oncology and R e h a b i l i t a t i o n  Branch 

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

Executive P laza  North, Room 300 

Bethesda, MD 20892 

Telephone: (301) 496-8541 


Direct i n q u i r i e s  r ega rd ing  f i s c a l  matters 


M s .  E i l een  M .  N a t o l i  

Team Leader, Grants Adminis t ra t ion  Branch 

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

Executive P laza  South, Room 242 

Bethesda, MD 20892 

Telephone: (301) 496-7800 


-+’ AUTHORITY AND REGULATIONS 

t o :  

Th i s  program is desc r ibed  i n  t h e  Catalog of Federa l  Domestic Ass i s t ance  Number 
93.399, Cancer Con t ro l .  Awards w i l l  be made under t h e  a u t h o r i t y  of t h e  Pub l i c  
Health Se rv ice  A c t ,  T i t l e  I V ,  Sec t ion  301 (Pub l i c  Law 78-410, 42 U.S.C. 241,
and S e c t i o n  412, as amended by Pub l i c  Law 99-158, 42 U.S.C. 258a-1) and 
adminis te red  under PHS g r a n t s  p o l i c i e s  and Federa l  r e g u l a t i o n s  42 CFR P a r t  52 
and 45 CFR P a r t  74.  This  program i s  no t  s u b j e c t  t o  t h e  in te rgovernmenta l
review requi rements  of Executive Order 12372 o r  Heal th  Systems Agency review. 

BREAST CANCER EDUCATION SUMMITS AT NCI-DESIGNATED COMPREHENSIVE CANCER CENTERS 

RFA AVAILABLE: CA-91-27 

P.T. 04; K.W. 0715035, 0502017, 0403004 

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

Appl ica t ion  Rece ip t  Date: October 11, 1991 

PURPOSE 

The purpose of  t h i s  Request f o r  App l i ca t ions  ( R F A )  is  t o  provide  suppor t  f o r  
t h e  p lanning ,  implementation, and e v a l u a t i o n  of Breast Cancer Education 
Summits. The summits a r e  in tended  t o  convey informat ion  and educa t iona l  
materials about b r e a s t  cancer  t o  community o r g a n i z a t i o n s  and bus inesses  and t o  
s t imu la t e  t h e s e  o r g a n i z a t i o n s  and bus inesses  t o  e s t a b l i s h  b r e a s t  cancer  
educa t ion  and sc reen ing  programs i n  t h e  community. The a i m  is t o  mot iva te  
t h e s e  o r g a n i z a t i o n s  and bus inesses  t o  r each  women i n  t h e  community, t o  inform 
them about t h e  r i s k s  of b r e a s t  cancer and t h e  methods t o  achieve  e a r l y
d e t e c t i o n ,  and how t o  seek t h e  b e s t  t r e a t m e n t .  The summit is in tended  
u l t i m a t e l y  t o  r each  a l l  women i n  t h e  community with s p e c i a l  emphasis on women 
a t  high risk f o r  b r e a s t  cance r  and popu la t ions  t h a t  are medica l ly  underserved 

‘“rr 	 and lo r  hard t o  r e a c h .  Spec ia l  a t t e n t i o n  must be g iven  t o  encouraging t h e  
e s t ab l i shmen t  of  r e a d i l y  a v a i l a b l e ,  low-cos t ,  h i g h - q u a l i t y  mammograms f o r  
underserved popu la t ions ,  such as a t  t h e  works i t e .  
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The r e g i o n a l  summits must fol low t h e  model of  t h e  n a t i o n a l  summits, inc luding
e d u c a t i o n a l  s e s s i o n s ,  and panel  d i s c u s s i o n s  f e a t u r i n g  s u c c e s s f u l  
community-based programs and works i te  sc reening  e f f o r t s .  

I t  is expected t h a t  t h e  g r a n t s  awarded under t h i s  RFA w i l l  be used t o  
p a r t i a l l y  fund p lanning ,  implementation and e v a l u a t i o n  of  t h e  summit 
conference.  The summits w i l l  be co-sponsored by t h e  Nat iona l  Cancer I n s t i t u t e  
( N C I )  and o t h e r  n o n - p r o f i t  o r g a n i z a t i o n s .  Centers, are encouraged t o  o b t a i n  
a d d i t i o n a l  funding from l o c a l  sources  f o r  any c o s t s  n o t  m e t  by t h i s  g r a n t .  

HEALTHY PEOPLE 2000 

The P u b l i c  Heal th  S e r v i c e  (PHS) is committed t o  achiev ing  t h e  h e a l t h  promotion
and d i s e a s e  prevent ion  o b j e c t i v e s  of "Healthy People 2000", a PHS-led n a t i o n a l  
a c t i v i t y  f o r  s e t t i n g  p r i o r i t y  a r e a s .  T h i s  RFA, Breas t  Cancer Education 
Summits a t  NCI-Designated Comprehensive Cancer Centers ,  i s  r e l a t e d  t o  t h e  
p r i o r i t y  area of  c a n c e r .  P o t e n t i a l  a p p l i c a n t s  may o b t a i n  a copy of  "Healthy
People 2000" ( F u l l  Report :  Stock No. 017-001-00474-0)o r  "Healthy People
2000" (Summary Report :  Stock No. 017-001-00473-1) through t h e  Superintendent
of  Documents. Government P r i n t i n g  O f f i c e ,  Washington, D . C .  20402-9325 
( te lephone  202-783-3238). 

ELIGIBILITY REQUIREMENTS 

E l i g i b i l i t y  f o r  t h i s  RFA i s  l i m i t e d  t o  NCI-Designated Comprehensive Cancer 
Centers .  

MECHANISM OF SUPPORT 

The a d m i n i s t r a t i v e  and funding mechanism t o  be used t o  suppor t  t h e s e  summits 
w i l l  be t h e  Conference Grant Award (R13). Appl icants  w i l l  be r e s p o n s i b l e  f o r  
t h e  p lanning ,  d i r e c t i o n  and execut ion  of t h e  proposed p r o j e c t .  Except a s  
o therwise  s t a t e d  i n  t h i s  RFA, awards w i l l  be adminis te red  under PHS g r a n t s
p o l i c y  as s ta ted  i n  t h e  Publ ic  Heal th  Serv ice  Grants  Pol icy  Statement ,  DHHS 
P u b l i c a t i o n  No. (OASH) 90-50 ,000 ,  r e v i s e d  October I, 1990. 

This  RFA i s  a one-time s o l i c i t a t i o n .  

FUNDS AVAILABLE 

Approximately $150,000 i n  t o t a l  c o s t 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  submit ted i n  response t o  t h i s  RFA. I t  i s  a n t i c i p a t e d  t h a t  f i v e  

t o  s i x  awards w i l l  be made. No more t h a n  $25,000 d i r e c t  c o s t s  w i l l  be 

d i s t r i b u t e d  t o  a s i n g l e  Cancer Center .  


This  funding l e v e l  is dependent on t h e  r e c e i p t  of 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  of h igh  s c i e n t i f i c  m e r i t .  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 a n s  of  t h e  N C I ,  t h e  award of g r a n t s  pursuant  t o  t h i s  RFA i s  

a l s o  cont ingent  upon t h e  a v a i l a b i l i t y  of funds f o r  t h i s  purpose.  


SPECIAL REQUIREMENTS 


Appl ica t ions  w i l l  be s e l e c t e d  f o r  funding based on m e r i t  of  t h e  a p p l i c a t i o n s . 

However, l o c a t i o n  of  t h e  Cancer Centers  w i l l  a l s o  be considered t o  a s s u r e  

balanced geographic d i s t r i b u t i o n  of t h e  f i v e  o r  s i x  summits, a l lowing t h e  

broades t  coverage of t h e  U.S. p o p u l a t i o n .  


Applicants  must budget f o r  a one-day meeting t o  be he ld  a t  N I H  i n  Bethesda, 

MD, soon a f t e r  g r a n t s  a r e  awarded t o  d i s c u s s  t h e  summits. The Cancer Centers  

t h a t  r e c e i v e  g r a n t s  w i l l  n e g o t i a t e  t iming  of t h e i r  summit meeting with N C I  t o  

ensure  t h a t  t h e  summits are w e l l  spaced w i t h i n  t h e  t i m e  frame of  February 1992 

t o  September 1992. 


The funds and r e s o u r c e s  provided by t h e  N C I  must be used f o r  information and 

educa t ion  purposes  only and n o t  f o r  a d d i t i o n a l  f u n d - r a i s i n g  a c t i v i t i e s .  


APPLICATION PROCEDURES 


The 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  10/88) must be used i n  

apply ing  f o r  t h e s e  g r a n t s .  These forms a r e  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  

b u s i n e s s  o f f i c e s ;  from t h e  Office of  Grants  I n q u i r i e s ,  Div is ion  of  Research 

Grants ,  Nat iona l  I n s t i t u t e s  of Heal th ,  Room 449, Westwood Bui ld ing ,  5333 

Westbard Avenue, Bethesda, MD 20892, t e lephone  (301) 496-7441; and from t h e  

N C I  Program D i r e c t o r  named below. Appl icants  may f i n d  information on t h e  

requirements  f o r  conference g r a n t s  and supplemental  i n s t r u c t i o n s  f o r  

a p p l i c a t i o n  form PHS-398 i n  t h e  p u b l i c a t i o n  on 5 u p p o r t  of S c i e n t i f i c  

Meetings," U.S. Department of  Heal th  and Human S e r v i c e s ,  August 1988, 8 pp.  


e. 


w 

N I H  G U I D E  - Vol. 20, No. 31, August 16, 1991 - Page 7 



t h a t  may be obta ined  from t h e  Of f i ce  of Grants I n q u i r i e s  and t h e  Grants 
Management c o n t a c t  noted below. 

INQUIRIES 

Wri t ten  and te lephone  i n q u i r i e s  concerning t h i s  RFA are encouraged. The 
oppor tun i ty  t o  c l a r i f y  any i s s u e s  o r  q u e s t i o n s  from p o t e n t i a l  a p p l i c a n t s  i s  

*.)e' welcome. 

D i r e c t  i n q u i r i e s  r ega rd ing  programmatic i s s u e s  and r e q u e s t s  f o r  t h e  f u l l  RFA 

t o  : 


Linda Anderson 

Off i ce  of Cancer Communications 

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

Bui ld ing  31, Room 10A24 

9000 Rockvi l le  Pike 

Bethesda, MD 20892 

Telephone: (301) 496-6641 


OR 


Linda M .  Muul, Ph.D. 

Spec ia l  A s s i s t a n t  t o  OCC 

Program D i r e c t o r ,  Cancer Centers  Branch 

Div i s ion  of Cancer Biology, Diagnosis and Centers  

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

Executive P laza  North, Room 308 

Bethesda, MD 20892 

Telephone: (301) 496-8531 


I n q u i r i e s  r ega rd ing  f i s c a l  matters are t o  be d i r e c t e d  t o :  

Robert E .  Hawkins 

Grants  Adminis t ra t ion  Branch 

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

Executive P laza  South,  Room 243 

Bethesda, MD 20892 

Telephone: (301) 496-7800 Ext .  13 


AUTHORITY AND REGULATIONS 
.I./ 

T h i s  program is desc r ibed  i n  t h e  Catalog of Federa l  Domestic Ass is tance  No 
93 .397 .  Cancer Centers  Support Awards are made under a u t h o r i z a t i o n  of t h e  
Pub l i c  Health Se rv ice  A c t ,  T i t l e  I V ,  Sec t ions  305(a) ,  410, 411 and 414, P a r t  A 
( P u b l i c  Law 78-410, 42 U.S.C. 241 as amended, Pub l i c  Law 100-607, 42 U.S.C. 
285, 285a; Pub l i c  Law 99-500) and adminis te red  under PHS g r a n t s  p o l i c i e s  and 
Federa l  Regula t ions  a t  42 CFR P a r t  52 and 45 CFR P a r t  74.  This  program i s  n o t  
s u b j e c t  t o  t h e  intergovernmental  review requi rements  of Executive Order 12372 
o r  Health Systems Agency review. 

NATIONAL COOPERATIVE DRUG DISCOVERY GROUPS 

RFA AVAILABLE: CA-91-19 

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

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

L e t t e r  of I n t e n t  Rece ip t  Date: September 15, 1991 
Appl ica t ion  Rece ip t  Date: November 13, 1991 

I n  FY 1983 and 1984, t h e  Nat iona l  Cancer I n s t i t u t e  ( N C I )  r eques t ed
a p p l i c a t i o n s  f o r  Nat iona l  Cooperative Drug Discovery Groups ( N C D D G s )  whose 
goa l  w a s  t h e  d i scove ry  of improved cancer  t r ea tmen t  on t h e  b a s i s  of novel 
mechanisms of drug  a c t i o n .  I n  1986, t h e  program reques t ed  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 s p e c i f i c  and unique c h a r a c t e r i s t i c s  of  lung  and 
co lon  cance r .  The NCDDG approach t o  modern a n t i c a n c e r  t r ea tmen t  d i scove ry  w a s  
broadened f u r t h e r  i n  August 1987 by Requests f o r  App l i ca t ions  (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 e v a l u a t i o n  of bo th  gene ra l  mechanism of 
ac t ion-based  and s p e c i f i c  d i s e a s e - o r i e n t e d  anticancer t r e a t m e n t s  as w e l l  as 
f o r  t h e  development of innovat ive  p r e c l i n i c a l  models for determining  an t i tumor  
s e l e c t i v i t y .  I n  FY 1988, N C I  i n v i t e d  a p p l i c a t i o n s  f o r  t h e  e s t ab l i shmen t  of 
Groups whose goa l  w a s  t h e  s e l e c t i o n ,  i s o l a t i o n ,  and e v a l u a t i o n  of novel 

'-1' a n t i c a n c e r  t r e a t m e n t s  from n a t u r a l  sou rces .  A l l  f o u r  RFAs were r e i s s u e d  i n  FY 
1989. The p r e s e n t  RFA is a combined r e i s s u a n c e  of t h e  gene ra l  mechanism of 
ac t ion -based  and s p e c i f i c  d i s e a s e - o r i e n t e d  RFAs. 

N I H  G U I D E  - Vol. 20, No. 31, August 16, 1991 - Page 8 



For p r o j e c t s  i nvo lv ing  c l i n i c a l  r e s e a r c h ,  N I H  r e q u i r e s  a p p l i c a n t s  t o  g ive 

s p e c i a l  a t t e n t i o n  t o  t h e  i n c l u s i o n  of women and m i n o r i t i e s  i n  s tudy 

popu la t ions .  I f  women o r  m i n o r i t i e s  are n o t  inc luded  o r  adequate ly 

r ep resen ted  i n  t h e  s tudy  popu la t ions  f o r  c l i n i c a l  s t u d i e s ,  a s p e c i f i c 

j u s t i f i c a t i o n  f o r  t h i s  exc lus ion  o r  inadequate  r e p r e s e n t a t i o n  must be 

provided .  App l i ca t ions  wi thout  such documentation w i l l  n o t  be accepted  f o r  

review. 


SUMMARY 


The Nat iona l  Cancer I n s t i t u t e  ( N C I )  announces t h e  a v a i l a b i l i t y  of an RFA f o r  

t h e  funding of NCDDGs 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  d i s c o v e r  new 

t r e a t m e n t s  o r  s t r a t e g i e s  f o r  t h e  cu re  of cance r .  Th i s  program i s  designed t o  

assist l e a d i n g  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  i n t e r a c t  as 

a u n i t  r e g a r d l e s s  of t h e i r  i n d i v i d u a 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  o r  p r i o r 

d i r e c t  involvement i n  cancer  r e l a t e d  r e s e a r c h .  The purpose is t o  mobi l ize , 

wi th  N C I  suppor t ,  t h e  ou t s t and ing  t a l e n t s  r e q u i r e d  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  of l e a d s  from fundamental s t u d i e s  t o  t h e  d i scove ry  of improved 

cancer  t r e a t m e n t s .  An NCDDG is envis ioned  as be ing  composed of a P r i n c i p a l 

I n v e s t i g a t o r  (PI) and a number of Program Leaders who w i l l  conduct 

in te rdependent  and s y n e r g i s t i c  p r e c l i n i c a l  l a b o r a t o r y  programs. Areas of 

r e s e a r c h  w i l l  be broad and could inc lude  a v a r i e t y  of s c i e n t i f i c  d i s c i p l i n e s 

such as b iochemis t ry ,  c e l l  b io logy ,  pharmacology, medicinal chemis t ry ,  and 

immunology. An NCDDG may be made up of s c i e n t i s t s  i n  academic, n o n - p r o f i t 

r e s e a r c h ,  and commercial o r g a n i z a t i o n s .  


Awards w i l l  be made as coope ra t ive  agreements.  Ass is tance  v i a  coope ra t ive  

agreement d i f f e r s  from t h e  t r a d i t i o n a l  r e s e a r c h  g r a n t  i n  t h a t  t h e  coope ra 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 t a f f  programmatic

p a r t i c i p a t i o n  du r ing  performance. However, t h e  apply ing  Group m u s t  d e f i n e  i t s  

o b j e c t i v e s  i n  accord  wi th  i ts  own i n t e r e s t s  and pe rcep t ions  of approaches t o  

t h e  d i scove ry  of  improved cancer  t r e a t m e n t .  The r o l e  of N C I  as a member of 

t h e  Group i s  desc r ibed  i n  t h e  RFA.  The N C I  Coordinator from t h e  Grants and 

Cont rac t s  Opera t ions  Branch, Developmental Theapeut ics  Program, Div is ion  of 

Cancer Treatment,  w i l l  marshal1 t h e  a p p r o p r i a t e  r e sources  t o  assist 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 o b j e c t i v e s .  Active p a r t i c i p a t i o n  of 

i n d u s t r y  is encouraged because it w i l l  a l low t h i s  segment of 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 ide rab le  i n t e l l e c t u a l  and m a t e r i a l  r e s o u r c e s .  


The P I ' S  i n s t i t u t i o n  w i l l  be r e s p o n s i b l e  f o r  t h e  Group a p p l i c a t i o n .  Awards 

w i l l  be made t o  t h e  a p p l i c a n t  i n s t i t u t i o n  on behal f  of t h e  Group as a whole 

and no t  t o  i n d i v i d u a 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  p rovide  a Cen t ra l  Opera t ions  Of f i ce  f o r  t h e  Group and w i l l  be 

r e s p o n s i b l e  f o r  t h e  performance of t h e  e n t i r e  Group and be accountable  f o r  t h e  

funds  awarded. 


The N C I  p l a n s  t o  make m u l t i p l e  awards f o r  p r o j e c t  p e r i o d s  of up t o  f o u r  y e a r s 

and has  set  a s i d e  $4,000,000 f o r  t h e  i n i t i a l  y e a r ' s  funding .  


For f u r t h e r  in format ion  and a copy of t h e  RFA c o n t a c t :  


George S. Johnson, Ph.D. 

Grants and Con t rac t s  Opera t ions  Branch 

Developmental The rapeu t i c s  Program

Div i s ion  of Cancer Treatment 

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

Executive P laza  North, Room 832 

Bethesda, MD 20892 

Telephone: (301) 496-8783 


Q u e s t i o n s  of an a d m i n i s t r a t i v e  n a t u r e  no t  d i r e c t l y  r e l a t e d  t o  t h e  programmatic 

a s p e c t s  of t h e  RFA may be d i r e c t e d  t o :  


M s .  Mable Lam 

Grants Management S p e c i a l i s t 

Grants Adminis t ra t ion  Branch 

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

Executive P laza  South,  S u i t e  242 

Bethesda, MD 20892 

Telephone: (301)-496-7800, Ext .  48 


This  program is desc r ibed  i n  t h e  Cata log  of Federa l  Domestic Ass i s t ance  No. 

93.395, Cancer Treatment Research. Awards are made under a u t h o r i z a t i o n  of t h e  

Pub l i c  Heal th  S e r v i c e  A c t ,  T i t l e  I V ,  P a r t  A ( P u b l i c  Law 78-410, as amended by

Pub l i c  Law 99-158, USC 241 and 285) and adminis te red  under PHS g r a n t s  p o l i c i e s 

and Federa l  Regu la t ions  42 CFR 52 and 45 CFR P a r t  74, T h i s  program i s  no t  

s u b j e c t  t o  t h e  in te rgovernmenta l  review requi rements  of Executive Order 12372 

o r  Heal th  Systems Agency review. 
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EDUCATION PROGRAMS I N  CANCER PREVENTION AND CONTROL 

RFA AVAILABLE: CA-91-20 

P.T. 34; K.W. 0715035, 0502017, 0745027, 0795003, 0745020 

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

$Irr/ 

-


Let t e r  of  I n t e n t  Receipt  Date: September 15, 1991 
Appl ica t ion  Receipt  Date: November 13, 1991 

PURPOSE 

The Nat ional  Cancer I n s t i t u t e  ( N C I )  i n v i t e s  g r a n t  a p p l i c a t i o n s  t o  suppor t
educa t iona l  programs aimed a t  developing i n v e s t i g a t o r s  with new r e s e a r c h  
s k i l l s  focused on t h e  d e s i g n  and implementation of  cancer  prevent ion  and/or
c o n t r o l  i n t e r v e n t i o n  r e s e a r c h .  A major goa l  of  t h i s  Request f o r  Appl ica t ions
(RFA) is t o  broaden t h e  r e s e a r c h  i n f r a s t r u c t u r e  of cancer  prevent ion  and 
c o n t r o l  by i n c r e a s i n g  t h e  number of  w e l l - t r a i n e d  s c i e n t i s t s  i n  t h e  f i e l d .  A 
p a r a l l e l  g o a l  i s  t o  develop a cadre  of  c l i n i c a l  o n c o l o g i s t s  p r o f i c i e n t  i n  t h e  
use of  p u b l i c  h e a l t h  approaches and behaviora l  t echniques  f o r  t h e  development
a n d l o r  implementation of i n t e r v e n t i o n s  designed t o  prevent  cancer  and t o  
i n c r e a s e  t h e  e a r l y  d e t e c t i o n  and d i a g n o s i s  of cancer .  Another o b j e c t i v e  i s  t o  
o r i e n t  h e a l t h  p r o f e s s i o n a l s  a l r e a d y  schooled i n  a r e a s  of  p u b l i c  h e a l t h ,  t h e  
behaviora l  and s o c i a l  s c i e n c e s ,  nurs ing ,  and b i o s t a t i s t i c s  toward careers i n  
cancer  prevent ion  and c o n t r o l  r e s e a r c h  by provid ing  them wi th  b a s i c  knowledge
i n  cancer  biology,  prevent ion  and c o n t r o l ,  and t h e  s k i l l s  necessary  f o r  
i n t e r v e n t i o n  t r i a l s .  

A s u f f i c i e n t  number of prevent ion-or ien ted  s c i e n t i s t s  and p r a c t i t i o n e r s
c a r r y i n g  o u t  such i n t e r v e n t i o n s  on a n a t i o n a l  scale could 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  r e d u c t i o n  of cancer  incidence and m o r t a l i t y .  There should 
a l s o  be a n  emphasis on provid ing  t h e  s p e c i a l i z e d  s k i l l s  needed f o r  
i n t e r v e n t i o n s  i n  t h e  underserved, e l d e r l y ,  and minor i ty  popula t ions  t h a t  have 
h igh  cancer  incidence and m o r t a l i t y  r a t e s .  

These c r o s s - d i s c i p l i n a r y  educa t iona l  programs are l i k e l y  t o  involve  a c t i v e  
c o l l a b o r a t i o n s  o r  s p e c i a l  arrangements between i n s t i t u t i o n s  and/or departments
such as t h o s e  with Cancer Center  Support  Grants  (P301, schools  of  p u b l i c
h e a l t h ,  departments  of community and prevent ive  medicine, and o t h e r  
departments and i n s t i t u t i o n s  t h a t  have t h e  necessary e x p e r t i s e  and r e s o u r c e s  
t o  f u l f i l l  t h e  o b j e c t i v e s  of  t h i s  RFA. 

HEALTHY PEOPLE 2000 

The Publ ic  Heal th  S e r v i c e  (PHS) is committed t o  achiev ing  t h e  h e a l t h  promotion
and d i s e a s e  prevent ion  o b j e c t i v e s  of  "Healthy People 2000," a PHS-led n a t i o n a l  
a c t i v i t y  f o r  s e t t i n g  p r i o r i t y  areas. This  RFA, Education Programs i n  Cancer 
Prevent ion and Cont ro l ,  i s  r e l a t e d  t o  t h e  p r i o r i t y  area of  c a n c e r .  P o t e n t i a l  
a p p l i c a n t s  may o b t a i n  a copy of "Healthy People 2000" ( F u l l  Report :  Stock No. 
017-001-00474-0 o r  Summary Report: Stock No. 017-001-00473-1) through the 
Superintendent  of Documents, Government P r i n t i n g  O f f i c e ,  Washington, D . C .  
20402-9325 ( te lephone  202-783-3238). 

E L I G I B I L I T Y  REQUIREMENTS 

Appl ica t ions  may be submit ted by domestic n o n - p r o f i t  o r g a n i z a t i o n s ,  whether 
p u b l i c  o r  p r i v a t e ,  such a s  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 ,  and 
l a b o r a t o r i e s .  Appl ica t ions  involv ing  minor i ty  and women s t u d e n t s  and 
i n v e s t i g a t o r s  are encouraged. 

MECHANISM OF SUPPORT 

Support  f o r  t h i s  program w i l l  be through t h e  Nat ional  Cancer I n s t i t u t e  Cancer 
Education Program (R25). Applicants  w i l l  be r e s p o n s i b l e  f o r  t h e  planning,
d i r e c t i o n ,  and execut ion  of t h e  proposed p r o j e c t .  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  P u b l i c  Heal th  Serv ice  Grants  Pol icy
Statement .  

T h i s  RFA is a one-time s o l i c i t a t i o n .  General ly ,  f u t u r e  u n s o l i c i t e d  
compet i t ive  con t inua t ion  a p p l i c a t i o n s  will compete with a l l  
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 .  However, should t h e  N C I  determine t h a t  
t h e r e  i s  a s u f f i c i e n t  cont inuing  program need, a r e q u e s t  f o r  compet i t ive
c o n t i n u a t i o n  a n d l o r  new a p p l i c a t i o n s  w i l l  be announced. 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 r e s e n t  RFA may n o t  
exceed f i v e  y e a r s .  The ea r l i e s t  award d a t e  w i l l  be J u l y  1 ,  1992. 

FUNDS AVAILABLE 
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For FY 1992, $2,500,000 i n  t o t a l  c o s t s  w i l l  be a v a i l a b l e  f o r  approximately t e n  

awards. This  funding l e v e l  i s  dependent upon t h e  r e c e i p t  of 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  of h igh  s c i e n t i f i c  merit.  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 a n s  of t h e  N C I ,  t h e  award of g r a n t s  pursuant  

t o  t h i s  RFA i s  a l s o  con t ingen t  upon t h e  a v a i l a b i l i t y  of funds f o r  t h i s  

purpose.  


PROJECT DESCRIPTION 


This  educa t ion  program r e q u i r e s  t h e  i n t e g r a t i o n  of many d i v e r s e  elements such 

as:  ( 1 )  a co re  cur r icu lum cover ing  t o p i c s  i n  cancer  b io logy ,  cancer  

prevent ion ,  p u b l i c  h e a l t h ,  and behav io ra l  s c i e n c e s ;  (2) peer-reviewed, 

f a c u l t y - h e l d  cancer  p reven t ion  and c o n t r o l  r e s e a r c h  p r o j e c t s ;  ( 3 )  t h e  

a v a i l a b i l i t y  of a p p r o p r i a t e  p a t i e n t  s tudy  popu la t ions  and d a t a  bases ;  and (4)

t h e  a v a i l a b i l i t y  of a p p r o p r i a t e  l a b o r a t o r y  and c l i n i c a l  f a c i l i t i e s .  P r i n c i p a l 

I n v e s t i g a t o r s  and a p p l i c a n t  o r g a n i z a t i o n s  must demonstrate t h e  a b i l i t y  t o  

organize  and admin i s t e r  t h i s  t ype  of i n t e r d i s c i p l i n a r y  cance r -o r i en ted  program

whose s t r u c t u r e  may r e q u i r e  l i nkage  t o  o t h e r  academic and programmatic 

components of t h e  p a r e n t  and/or c o l l a b o r a t i n g  i n s t i t u t i o n s .  


Proposed programs must provide  r e q u i s i t e  educa t iona l  s k i l l s  i n  cancer  

prevent ion  and c o n t r o l  through course  work, seminars,  'hands-on' . 

i n t e r v e n t i o n - t y p e  p r o j e c t s ,  and o t h e r  r e s e a r c h  expe r i ences .  Depending upon

t h e  proposed program's educa t iona l  o b j e c t i v e s ,  f a c u l t y ,  r e s e a r c h ,  t a r g e t 

s t u d e n t  popu la t ion ,  and o t h e r  a v a i l a b l e  r e s o u r c e s ,  a p p l i c a n t s  may propose a 

predoc to ra l  and/or p o s t d o c t o r a l  t y p e  program. Graduates of t h e  program must 

have some knowledge of cancer  b io logy ,  i nc lud ing  t o p i c s  such as models of 

ca rc inogenes i s  and shor t - t e rm i n t e r v e n t i o n  end-po in t s  t h a t  would a l low f o r  

monitoring t h e  e f f i c a c y  of v a r i o u s  i n t e r v e n t i o n s .  They must a l s o  have some 

f a m i l i a r i t y  wi th  t h e  c l i n i c a l  a s p e c t s  of t h e  major cancer  s i tes .  F i n a l l y , 

t h e y  must understand t h e  r e s e a r c h  methodologies of key p reven t ion  r e l a t e d  

d i s c i p l i n e s  such as epidemiology and t h e  behav io ra l  s c i e n c e s ,  methodologies 

for t h e  i d e n t i f i c a t i o n  of h i g h - r i s k  groups,  and some exposure t o  t h e o r i e s  of 

h e a l t h  educa t ion  and p reven t ion  and c o n t r o l .  


Research g radua te s  must  be a b l e  t o  formula te  hypotheses and des ign  and conduct 

r e s e a r c h  on t h e  e f f e c t i v e n e s s  of i n t e r v e n t i o n s  i n  popu la t ions ,  whi le  

p r a c t i t i o n e r  g radua te s  must be a b l e  t o  apply t h e  r e s u l t s  of r e s e a r c h  s t u d i e s  

t o  a p p r o p r i a t e  popu la t ions .  


SPECIAL REQUIREMENTS 


A m u l t i d i s c i p l i n a r y  Cancer Education Committee i s  e s s e n t i a l  t o  t h e  o v e r a l l  

a d m i n i s t r a t i o n  of a Cancer Education Program. It must  c o n s i s t  of e x p e r t s 

r e p r e s e n t i n g  b a s i c ,  b e h a v i o r a l ,  and c l i n i c a l  d i s c i p l i n e s  concerned with cancer  

and i t s  p reven t ion .  Schools and departments p a r t i c i p a t i n g  i n  j o i n t 

a p p l i c a t i o n s  must be r ep resen ted  on t h e  committee. Evidence must be provided 

of t h e  committee's f u n c t i o n ,  s t r u c t u r e ,  composition, and frequency of 

meetings . 

SPECIAL INSTRUCTIONS FOR INCLUSION OF WOMEN AND MINORITIES I N  CLINICAL 

RESEARCH STUDIES 


For p r o j e c t s  i nvo lv ing  c l i n i c a l  r e s e a r c h ,  N I H  r e q u i r e s  a p p l i c a n t s  t o  g ive 

s p e c i a l  a t t e n t i o n  t o  t h e  i n c l u s i o n  of women and m i n o r i t i e s  i n  s tudy 

popu la t ions .  I f  women o r  m i n o r i t i e s  a r e  n o t  inc luded  i n  t h e  s tudy  popu la t ions 

f o r  c l i n i c a l  s t u d i e s ,  a s p e c i f i c  j u s t i f i c a t i o n  f o r  t h i s  exc lus ion  must be 

provided .  App l i ca t ions  without such documentation w i l l  n o t  be accepted  f o r  

review. 


APPLICATION PROCEDURES 


The most r e c e n t  r e v i s i o n  of t h e  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 . 

10/88) must be used i n  apply ing  f o r  t h e s e  Cancer Education (R25) awards. 

These forms a r e  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  and from t h e  

Off i ce  of Grants I n q u i r i e s ,  D iv i s ion  of Research Grants ,  Nat iona l  I n s t i t u t e s  

of Heal th ,  Room 449, Westwood Bui ld ing ,  5333 Westbard Avenue, Bethesda, MD 

20892, t e lephone  (301) 496-7441. 


Appl i ca t ions  must be r ece ived  by November 13, 1991. Consult  t h e  RFA f o r  

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


LETTER OF INTENT 

Although n o t  r e q u i r e d ,  a l e t t e r  of i n t e n t  may be submi t ted  by September 15, 
1991, and inc lude  a d e s c r i p t i v e  t i t l e  of t h e  proposed educa t iona l  program, t h e  
name and addres 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 ,  names of o t h e r  key pe r sonne l ,  
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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 ,  and t h e  number and t i t l e  of t h e  RFA. The l e t t e r  

of  i n t e n t  i s  t o  be s e n t  t o :  


D r .  Robert Adams 

Cancer Tra in ing  Branch 

Div i s ion  of Cancer Biology, Diagnosis and Centers  

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

Executive Plaza North, Room 232 

Bethesda, MD 20892 

Telephone: (301) 496-8580 

FAX: (301) 402-0181 


INQUIRIES 


Writ ten  and te lephone  i n q u i r i e s  concerning t h i s  RFA are encouraged and are t o  

be d i r e c t e d  t o  D r .  Robert Adams o r  D r .  Vincent C a i r o l i  a t  t h e  above addres s .  

The oppor tun i ty  t o  c l a r i f y  any i s s u e s  o r  q u e s t i o n s  from p o t e n t i a l  a p p l i c a n t s 

i s  welcome. The program o f f i c i a l  w i l l  be p leased  t o  mail t h e  complete RFA t o  

a l l  who r e q u e s t  it. 


Direct i n q u i r i e s  r ega rd ing  programmatic i s s u e s  t o :  

D r .  Robert C .  Adams 

Cancer Tra in ing  Branch 

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

Executive P laza  North, Room 232 

Bethesda, MD 20892 

Telephone: (301) 496-8580 

FAX: (301) 402-0181 


Direct i n q u i r i e s  r ega rd ing  g r a n t s  management i s s u e s  t o :  

M r .  Robert Hawkins 

Grants  Adminis t ra t ion  Branch 

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

Executive P laza  South ,  Room 242 

Bethesda, MD 20892 

Telephone: (301) 496-7800, ex tens ion  13 


For informat ion  r ega rd ing  t h e  Div i s ion  of Cancer Prevent ion  and Cont ro l  

in t ramura l  Cancer Prevent ion  Fellowship Program, c o n t a c t :  


D r .  Douglas L .  Weed 

D i r e c t o r ,  Cancer Prevent ion  Fellowship Program

Div i s ion  of Cancer Prevent ion  and Control 

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

Executive P laza  South, Room T4l 

Bethesda, MD 20892 

Telephone: (301) 496-8640 


AUTHORITY AND REGULATIONS 

This program is desc r ibed  i n  t h e  Catalog of Federa l  Domestic Ass is tance  N o .  
93.398, Cancer Research Manpower. Awards are made under a u t h o r i z a t i o n  o f  t h e  
Pub l i c  Health Se rv ice  Act, T i t l e  I V ,  P a r t  A ( P u b l i c  Law 78-410, as amended by
Pub l i c  Law 99-158, 42 USC 241 and 285) and adminis te red  under PHS g r a n t s
p o l i c i e s  and Federa l  Regula t ions  42 CFR 52 and 45 CFR P a r t  74. This  program
is n o t  s u b j e c t  t o  t h e  intergovernmental  review requi rements  of Executive Order 
12372 o r  Health Systems Agency review. ’ 

PHASE I TRIALS OF NEW CYTOTOXIC AND BIOLOGIC AGENTS I N  CHILDREN WITH CANCER 

RFA AVAILABLE: CA-91-22 

P.T.  34; K . W .  0755015, 0715035, 0740020, 0710100 

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

Let ter  of I n t e n t  Receipt Date: September 1 1 ,  1991 
Applicat ion Receipt Date: November 26, 1991 

PURPOSE 

The Div is ion  of Cancer Treatment (DCT) ,  Nat iona l  Cancer I n s t i t u t e  (NCII,
i n v i t e s  coope ra t ive  agreement a p p l i c a t i o n s  (UO1) from c o n s o r t i a  of 
i n s t i t u t i o n s ,  i nc lud ing  DCT C l i n i c a l  T r i a l s  Cooperative Groups, wishing t o  
perform: ( 1 )  Phase I c l i n i c a l  t r i a l s  of new c y t o t o x i c ,  b i o l o g i c ,  and 

N I H  G U I D E  - Vol. 20, No. 31, August 16, 1991 - Page 12 



d i f f e r e n t i a t i o n - i n d u c i n g  a g e n t s  i n  c h i l d r e n  with advanced r e f r a c t o r y  cancer;
(2) a p p r o p r i a t e  d e t a i l e d  l a b o r a t o r y  s t u d i e s  of  new c y t o t o x i c  a g e n t s  t o  inc lude  
pharmacokinetics of  t h e  p a r e n t  compound and i t s  important  m e t a b o l i t e s  as w e l l  
as a d d i t i o n a l  s t u d i e s  when a p p r o p r i a t e  ( e . g . ,  i n t r a c e l l u l a r  a c t i v a t i o n  
k i n e t i c s ) ;  and (3)  a p p r o p r i a t e  l a b o r a t o r y  c o r r e l a t i v e  s t u d i e s  f o r  new b i o l o g i c
and d i f f e r e n t i a t i o n - i n d u c i n g  a g e n t s .  

HEALTHY PEOPLE 2000 

The Publ ic  Heal th  S e r v i c e  (PHS) is committed t o  achiev ing  t h e  h e a l t h  promotion
and d i s e a s e  prevent ion  o b j e c t i v e s  of "Healthy People 2000,1' a PHS-led n a t i o n a l  
a c t i v i t y  f o r  s e t t i n g  p r i o r i t y  areas.  T h i s  Request f o r  Appl ica t ions  (RFA),
P e d i a t r i c  Phase I T r i a l s  of N e w  Cytotoxic  and Bio logic  Agents i n  Chi ldren wi th  
Cancer, i s  r e l a t e d  t o  t h e  p r i o r i t y  a r e a  of  c a n c e r .  P o t e n t i a l  a p p l i c a n t s  may
o b t a i n  a copy of  "Healthy People 200011 ( F u l l  Report :  Stock No. 
017-001-00474-0) o r  "Healthy People 20OOff (Summary r e p o r t :  Stock No. 
017-001-0043-1) through t h e  Superintendent  of  Documents, Government P r i n t i n g
O f f i c e ,  Washington, D . C .  20402-9325 ( te lephone  202-783-3238). 

E L I G I B I L I T Y  C R I T E R I A  

Non-profi t  o r g a n i z a t i o n s  and i n s t i t u t i o n s  and governments and t h e i r  agencies  
are e l i g i b l e  t o  a p p l y .  F o r - p r o f i t  o r g a n i z a t i o n s  are a l s o  e l i g i b l e  u n l e s s  
s p e c i f i c a l l y  excluded by l e g i s l a t i o n .  Both domestic and f o r e i g n  a p p l i c a n t s  
may app ly .  

Each awardee w i l l  be known as a P e d i a t r i c  Phase I C l i n i c a l  T r i a l s  Group
(PPICTG). A PPICTG must be a consortium of medical i n s t i t u t i o n s  t h a t  agree  t o  
work t o g e t h e r  wi th  a P r i n c i p a l  I n v e s t i g a t o r  and a s i n g l e  a d m i n i s t r a t i v e  focus ;
however, each PPICTG w i l l  be funded by a s i n g l e  coopera t ive  agreement. Each 
PPICTG w i l l  be expected t o  accrue  40-50  p a t i e n t s  p e r  y e a r .  Each a p p l i c a n t
i n s t i t u t i o n  must have a c o o r d i n a t i n g  c e n t e r / o p e r a t i o n s  o f f i c e  r e s p o n s i b l e  f o r  
coord ina t ion  of  p r o t o c o l  development and submission, s tudy  conduct,  q u a l i t y
c o n t r o l  and s tudy  monitor ing,  c o l l e c t i o n  of data ,  da ta  management and 
a n a l y s i s ,  adherence t o  requirements  r e g a r d i n g  i n v e s t i g a t i o n a l  drug management
and f e d e r a l l y  mandated r e g u l a t i o n s ,  and p r o t o c o l  and performance r e p o r t i n g  of 
d a t a  from t h e  Phase I t r i a l s .  Each a p p l i c a n t  i n s t i t u t i o n  is r e s p o n s i b l e  and 
accountable  f o r  both t h e  use  of t h e  funds provided and f o r  t h e  performance of 
t h e  coopera t ive  agreement supported a c t i v i t y .  

MECHANISM OF SUPPORT 

Awards w i l l  be made as coopera t ive  agreements (UOI) t h a t  create an a s s i s t a n c e  
r e l a t i o n s h i p  wi th  s u b s t a n t i a l  programmatic involvement of  N C I  s ta f f  dur ing  t h e  
performance of  t h e  p r o j e c t .  This  mechanism i s  used when t h e  N C I  wishes t o  
s t i m u l a t e  i n v e s t i g a t o r  i n t e r e s t  and proposes  t o  advise  o r  assist i n  an 
important and opportune a r e a  of  r e s e a r c h .  Applicants  w i l l  be r e s p o n s i b l e  f o r  
t h e  planning,  d i r e c t i o n ,  and execut ion  of  t h e  proposed p r o j e c t .  N C I  
p a r t i c i p a t i o n ,  through t h e  s ta f f  of  t h e  Cancer Therapy Evaluat ion Program,
w i l l  provide a s s i s t a n c e  i n  t h e  n a t u r e  of  information regard ing  N C I  p r i o r i t i e s
and ongoing e f f o r t s  e lsewhere i n  t h e  s c i e n t i f i c  community and w i l l  provide
advice ( through t h e  p r o t o c o l  review p r o c e s s )  regard ing  methodology,
f e a s i b i l i t y ,  and adherence t o  r e g u l a t o r y  requirements  mandated by t h e  r o l e  of 
t h e  N C I  a s  a drug sponsor .  

FUNDS AVAILABLE 

The N C I  a n t i c i p a t e s  making two awards f o r  t h e  p r o j e c t  per iod  of  up t o  f o u r  
y e a r s .  A t o t a l  of $750,000 i n  t o t a l  c o s t s  is expected t o  be setaside f o r  t h e  
i n i t i a l  y e a r ' s  funding.  Although t h i s  program i s  provided f o r  i n  t h e  
f i n a n c i a l  p l a n s  of t h e  N C I ,  t h e  award of coopera t ive  agreements pursuant  t o  
t h i s  RFA i s  a l s o  cont ingent  upon t h e  a v a i l a b i l i t y  of funds a p p r o p r i a t e d  f o r  
f i s c a l  year  1992. 

STUDY POPULATIONS 

SPECIAL INSTRUCTIONS FOR INCLUSION OF WOMEN AND MINORITIES I N  CLINICAL 
RESEARCH STUDIES. 

For p r o j e c t s  involv ing  c l i n i c a l  r e s e a r c h ,  N I H  r e q u i r e s  a p p l i c a n t s  t o  g i v e
s p e c i a l  a t t e n t i o n  t o  t h e  i n c l u s i o n  of females and m i n o r i t i e s  i n  s tudy
p o p u l a t i o n s .  I f  females  o r  m i n o r i t i e s  are n o t  included i n  t h e  s tudy
popula t ions  f o r  c l i n i c a l  s t u d i e s ,  a s p e c i f i c  j u s t i f i c a t i o n  f o r  t h i s  exc lus ion  
m u s t  be provided.  Appl ica t ions  without  such documentation w i l l  n o t  be 
accepted f o r  review.  

APPLICATION PROCEDUREVLETTER OF INTENT 

W 

uc 
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This  RFA is  a one-time s o l i c i t a t i o n  with a s p e c i f i e d  dead l ine  of November 26, 
1991, f o r  r e c e i p t  of a p p l i c a t i o n s .  Prospec t ive  a p p l i c a n t s  are asked t o  submit 
by September 11, 1991, a l e t t e r  of 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  of  
t h e  proposed r e sea rch ,  t h e  name and addres 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 ,  t h e  
names of o t h e r  key personnel ,  t h e  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 ,  and t h e  number 
and t i t l e  of t h e  RFA i n  response t o  which t h e  a p p l i c a t i o n  i s  being submit ted.  
Although a l e t t e r  of i n t e n t  is  not  r e q u i r e d ,  i s  not  b inding ,  and does no t  

“bd 	 e n t e r  i n t o  t h e  review of subsequent a p p l i c a t i o n s ,  it is reques ted  i n  o rde r  t o  
provide an i n d i c a t i o n  of t h e  number and scope of a p p l i c a t i o n s  t o  be reviewed. 

The l e t t e r  of i n t e n t  is  t o  be s e n t  t o  D r .  Malcolm Smith a t  t h e  addres s  noted 

below. 


This  i s  an abbrevia ted  ve r s ion  of t h e  RFA. A copy of t h e  complete RFA 

d e s c r i b i n g  t h e  r e s e a r c h  g o a l s  and scope,  t h e  coopera t ive  agreement mechanism,

t h e  review c r i t e r i a ,  and o t h e r  requirements  necessary f o r  p o t e n t i a l 

a p p l i c a t i o n s  and is  a v a i l a b l e  from: 


D r .  Malcolm Smith 

Cancer Therapy Evalua t ion  Program

Divis ion  of Cancer Treatment 

National  Cancer I n s t i t u t e  

EPN, Room 741 

Bethesda, MD 20892 

Telephone: (301) 496-2522 

FAX: (301) 480-4663 


I n q u i r i e s  concerning t h i s  RFA are encouraged and a r e  t be d i r e c t  d t o  D r .  

Smith a t  t h e  above address  and te lephone  number. 


For f i s c a l  and a d m i n i s t r a t i v e  manners, c o n t a c t :  


M s .  Mary Niemiec 

Grants  Management S p e c i a l i s t 

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

EPS, Room 242 

Bethesda, MD 20892 

Telephone: (301) 496-7800 e x t .  52 

F A X :  (301) 496-8601 


*,-/ AUTHORITY AND REGULATIONS 

This  program is  descr ibed  i n  t h e  Catalog of Federal  Domestic Ass is tance  No 
93.395, Cancer Treatment Research. Awards are made under t h e  a u t h o r i z a t i o n  of 
t h e  Pub l i c  Heal th  Se rv ice  Act, T i t l e  IV Sec t ions  301, 410, and 411, P a r t  A 
(Pub l i c  Law 78-410, 42 USC 241 as amended, Pub l i c  Law 99-158, 42 USC 285a) and 
adminis te red  under PHS g r a n t s  p o l i c i e s  and Federal  Regulat ions a t  42 CFR P a r t  
52 and 45 CFR P a r t  74.  This  program is no t  s u b j e c t  t o  t h e  intergovernmental
review requirements  of Executive Order 12372 o r  Health Systems Agency review.  

CANCER EDUCATION PROGRAMS I N  PAIN MANAGEMENT 

RFA AVAILABLE: CA-91-25 

P . T .  34; K.W. 0715150, 0715035, 0502017, 0415001, 0710030 

National  Cancer I n s t i t u t e  

L e t t e r  of I n t e n t  Receipt  Date:  November 1, 1991 
Appl ica t ion  Receipt  Date: December 6 ,  1991 

PURPOSE 

The Nat ional  Cancer I n s t i t u t e  ( N C I )  i n v i t e s  g r a n t  a p p l i c a t i o n s  t o  support
educat ion a c t i v i t i e s  i n  pa in  management, r e h a b i l i t a t i o n ,  o r  psychosocial
i s s u e s  a f f e c t i n g  cancer  p a t i e n t s  and t h e i r  families.  These cancer  educa t ion  
programs a r e  intended t o  f a c i l i t a t e  t h e  d isseminat ion  and a p p l i c a t i o n  of 
information regard ing  s t a t e - o f - t h e - a r t  procedures  f o r  e f f e c t i v e  pa in  c o n t r o l ,
f o r  improving t h e  r e h a b i l i t a t i o n  of cancer  p a t i e n t s  and t h e i r  r e e n t r y  i n t o  t h e  
workplace, and f o r  us ing  psychosocial  knowledge and techniques  t o  promote t h e  
well-being of cancer  p a t i e n t s .  

Applicant  i n s t i t u t i o n s  with e x p e r t i s e  i n  oncology, nurs ing ,  psychology,
soc io logy ,  and o t h e r  r e l e v a n t  d i s c i p l i n e s  must be a b l e  t o  e s t a b l i s h‘- i n t e r d i s c i p l i n a r y  educa t iona l  programs i n  one o r  more of t h e  t a r g e t  areas of 
cancer  pa in  management, cancer  r e h a b i l i t a t i o n ,  o r  psychosocial  i s s u e s  
a f f e c t i n g  cancer  p a t i e n t s  and t h e i r  f a m i l i e s .  Shor t  t r a i n i n g  cour ses ,  
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workshops, l e c t u r e s ,  smal l  d i s c u s s i o n  groups ,  demonst ra t ions ,  hands-on 
expe r i ences ,  when s u i t a b l e ,  or o t h e r  u s e f u l  formats  w i l l  be employed e i t h e r  
l o c a l l y  o r  r e g i o n a l l y  t o  d i s semina te  proper  knowledge and s k i l l s .  It  is hoped
t h a t  t h e s e  educa t iona l  and t r a i n i n g  a c t i v i t i e s  w i l l  i n  t u r n  f u r t h e r  prompt
phys ic i ans  and o t h e r  h e a l t h  p r o f e s s i o n a l s  t o  apply  e f f e c t i v e  and innova t ive  
procedures  and t echn iques  i n  t h e s e  s u b j e c t  areas t h a t  w i l l  be of material 
b e n e f i t  t o  t h e  q u a l i t y  of l i f e  of cancer  p a t i e n t s  and t h e i r  f a m i l i e s .  

HEALTHY PEOPLE 2000 

The Pub l i c  Heal th  S e r v i c e  (PHS) is committed t o  ach iev ing  t h e  h e a l t h  promotion
and d i s e a s e  p reven t ion  o b j e c t i v e s  of "Healthy People 2000," a PHS-led n a t i o n a l  
a c t i v i t y  f o r  s e t t i n g  p r i o r i t y  areas. Th i s  RFA, Cancer Education Programs I n  
Pa in  Management, is r e l a t e d  t o  t h e  p r i o r i t y  area of  h e a l t h  promotion:
educa t iona l  and community-based programs. P o t e n t i a l  a p p l i c a n t s  may o b t a i n  a 
copy of "Healthy People 2000," (Summary Report:  Stock No. 017-001-00473-1o r  
F u l l  Report:  Stock No. 017-001-00474-0)through t h e  Super in tendant  of 
Documents, Government P r i n t i n g  O f f i c e ,  Washington, D . C .  20402-9325 ( t e l ephone
202-783-3238). 

ELIGIBILITY REQUIREMENTS 

App l i ca t ions  may be submi t ted  by domestic n o n - p r o f i t  o r g a n i z a t i o n s ,  whether 
p u b l i c  o r  p r i v a t e ,  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 ,  l a b o r a t o r i e s ,
u n i t s  of S t a t e  o r  l o c a l  governments, and e l i g i b l e  agenc ie s  of t h e  Federa l  
Government. App l i ca t ions  from m i n o r i t i e s  and women a r e  encouraged. 

MECHANISM OF SUPPORT 

Support f o r  t h i s  program w i l l  be through t h e  Nat iona l  Cancer I n s t i t u t e  Cancer 
Education Program (R25).  Appl icants  w i l l  be r e s p o n s i b l e  f o r  t h e  p lanning ,
d i r e c t i o n ,  and execu t ion  of t h e  proposed p r o j e c t .  Awards w i l l  be adminis te red  
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  Pub l i c  Heal th  Se rv ice  Grants Po l i cy
Statement. 


FUNDS AVAILABLE 

For FY 1992, $800,000 i n  t o t a l  c o s t s  w i l l  be a v a i l a b l e  f o r  approximately t e n  
awards. The p r o j e c t  p e r i o d  w i l l  be f o r  up t o  t h r e e  y e a r s .  This  funding l e v e l  
i s  dependent on t h e  r e c e i p t  of 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  of h igh
s c i e n t i f i c  m e r i t .  The ear l ies t  f e a s i b l e  s tar t  d a t e  f o r  t h e  i n i t i a l  award w i l l  
be J u l y  1, 1992. 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 a n s
of  t h e  N C I ,  t h e  award of g r a n t s  pursuant  t o  t h i s  RFA i s  con t ingen t  upon t h e  
a v a i l a b i l i t y  of funds f o r  t h i s  purpose.  

SPECIAL REQUIREMENTS 

Appl icants  are r eques t ed  t o  i d e n t i f y  c l e a r l y  i n  t h e  a p p l i c a t i o n  t h e  fo l lowing  
a s p e c t s  of t h e  proposed i n i t i a t i v e :  (1) t h e  con ten t  and scope of t h e  
educa t iona l  a c t i v i t i e s ;  (2) t h e  s p e c i f i c  popu la t ions  t o  be educated and t h e i r  
a v a i l a b i l i t y ;  ( 3 )  t h e  procedures  t o  be used t o  announce t h e s e  educa t iona l  
a c t i v i t i e s  and t o  r e c r u i t  p a r t i c i p a n t s ;  (4) t h e  q u a l i f i c a t i o n s  of t h e  f a c u l t y
member(s1 who would conduct t h e  program(s1; ( 5 )  t h e  p o t e n t i a l  b e n e f i t s  t o  
cance r  p a t i e n t s  and t h e i r  f a m i l i e s  l i k e l y  t o  a r i se  as  t h e  r e s u l t  of t h e s e  
educa t iona l  programs; (6) t h e  methods of e v a l u a t i o n  of t h e  program outcomes;
and (7) t h e  s p e c i f i c  p l a n s  t o  d i s semina te  a s p e c t s  of  t h e  educa t iona l  
a c t i v i t i e s  t h a t  prove t o  be e f f e c t i v e .  

APPLICATION PROCEDURES 

The most r e c e n t  r e v i s i o n  of t h e  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 .
10/88) must be used i n  apply ing  f o r  t h e s e  Cancer Education (R25) awards. 
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  and from t h e  
O f f i c e  of Grants I n q u i r i e s ,  D iv i s ion  of Research Grants,  Nat iona l  I n s t i t u t e s  
of Heal th ,  Room 449, Westwood Bui ld ing ,  5333 Westbard Avenue, Bethesda, MD 
20892, t e lephone  (301)  496-7441. 

Appl i ca t ions  must be r ece ived  by December 6, 1991. Consult  t h e  f u l l  RFA f o r  
complete a p p l i c a t i o n  procedures  and f o r  t h e  o p t i o n a l  submission of a l e t t e r  of 
i n t e n t .  

INQUIRIES 

Wri t ten  and t e l ephone  i n q u i r i e s  concerning t h e  o b j e c t i v e s  and scope of t h i s  
RFA and i n q u i r i e s  about whether o r  n o t  s p e c i f i c  proposed educa t iona l  
a c t i v i t i e s  would be r e spons ive  t o  t h i s  RFA are encouraged. The oppor tun i ty  t o  
c l a r i f y  any i s s u e s  o r  q u e s t i o n s  from p o t e n t i a l  a p p l i c a n t s  is welcomed. The 
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program o f f i c i a l  named below w i l l  be happy t o  m a i l  t h e  complete RFA t o  a l l  who 
r e q u e s t  it. 

Direct i n q u i r i e s  regard ing  programmatic i s s u e s  t o :  

D r .  Robert  C .  Adams 
-J 	 Cancer Tra in ing  Branch 

Nat iona l  Cancer I n s t i t u t e  
Execut ive P laza  North,  Room 232 
Bethesda, MD 20892 
Telephone: (301) 496-8580 
Fax: (301) 402-0181 

Direct i n q u i r i e s  regard ing  g r a n t s  management i s s u e s  t o :  

M r .  Robert Hawkins 

Grants  Adminis t ra t ion Branch 

National  Cancer I n s t i t u t e  

Execut ive P laza  South,  Room 242 

Bethesda, MD 20892 

Telephone: (301) 496-7800, extens ion  13 


AUTHORITY AND REGULATIONS 


This  program i s  descr ibed  i n  t h e  Catalog of  Federal  Domestic 

Assis tance  Number 93.398, Cancer Research Manpower. Awards are made under t h e  

a u t h o r i z a t i o n  o f  t h e  P u b l i c  Heal th  Serv ice  A c t ,  T i t l e  I V ,  P a r t  A ,  P u b l i c  Law 

78-410, as amended by Publ ic  Law 99-158, 42 USC 241 and 285 and adminis te red  

under PHS g r a n t s  p o l i c i e s  and Federal  Regulat ions 42 CFR P a r t  52 and 45 CFR 

P a r t  74. T h i s  program i s  n o t  s u b j e c t  t o  t h e  intergovernmental  review 

requirements  of  Executive Order 12372 o r  Heal th  Systems Agency review.  


O N G O I N G  PROGRAM ANNOUNCEMENTS 

BASIC RESEARCH I N  PERTUSSIS 

PA: PA-91-84 

a UnlJ P.T. 34; K . W .  0715125, 0740075, 0755020 

Nat iona l  I n s t i t u t e  of  Allergy and I n f e c t i o u s  Diseases 

PURPOSE 

The Nat ional  I n s t i t u t e  of  Allergy and I n f e c t i o u s  Diseases  i n v i t e s  
i n v e s t i g a t o r - i n i t i a t e d  r e s e a r c h  g r a n t  a p p l i c a t i o n s  t o  support  our  e f f o r t s  t o  
s c i e n t i f i c a l l y  and s y s t e m a t i c a l l y  address  i s s u e s  surrounding t h e  s a f e t y  of  t h e  
c u r r e n t  whole-cel l  p e r t u s s i s  vacc ine .  Severa l  a r e a s  r e l a t e d  t o  B o r d e t e l l a  
p e r t u s s i s  remain poor ly  understood, and t h e  development of  opt imal  vacc ines  
f o r  p e r t u s s i s  r e q u i r e s  m o r e  complete  understanding of t h e  pa thogenes is  of t h e  
d i s e a s e ,  +he mode of i n f e c t i v i t y ,  t h e  r o l e  of  i n d i v i d u a l  b a c t e r i a l  components
i n  t h e  d i s e a s e  process ,  and t h e  mechanism of  r e s i s t a n c e  t o  d i s e a s e .  To 
determine t h e  pa thogenes is  of p e r t u s s i s ,  a d d i t i o n a l  work is needed t o  d e f i n e  
t h e  r o l e s  o f  i n d i v i d u a l  b a c t e r i a l  components i n  t h e  d i s e a s e  process  and t h e  
mechanisms of r e s i s t a n c e  t o  d i s e a s e .  These e f f o r t s  would be enhanced by t h e  
development of  animal models and i n  v i t r o  a s s a y s  t o  assess t h e  a s s o c i a t e d  
b i o l o g i c  a c t i v i t i e s .  Addit ional  e f f o r t s  w i l l  a l s o  be necessary t o  d e f i n e  t h e  
r o l e ( s 1  of s e c r e t o r y  immunity i n  t h e  development and maintenance of  p r o t e c t i o n
a g a i n s t  B .  p e r t u s s i s .  Support  w i l l  be through i n d i v i d u a l  r e s e a r c h  g r a n t s .  

HEALTHY PEOPLE 2000 

The Publ ic  Heal th  Serv ice  (PHS) i s  committed t o  achiev ing  t h e  h e a l t h  promotion
and d i s e a s e  prevent ion  o b j e c t i v e s  of "Healthy People 2000", a PHS-led n a t i o n a l  
a c t i v i t y  f o r  s e t t i n g  p r i o r i t y  areas. This  Program Announcement (PA), Basic  
Research on P e r t u s s i s ,  is r e l a t e d  t o  t h e  p r i o r i t y  areas of immunization and 
i n f e c t i o u s  d i s e a s e s ,  and maternal and i n f a n t  h e a l t h .  P o t e n t i a l  a p p l i c a n t s  may
o b t a i n  a copy of "Healthy People 2000" ( F u l l  Report :  Stock No. 
017-001-00474-0)o r  "Healthy People 2000's (Summary Report :  Stock No. 
017-001-00473-1)through t h e  Superintendent  of  Documents, Government P r i n t i n g
O f f i c e ,  Washington, D . C .  20402-9325 ( te lephone  202-783-3238). 

*+fl BACKGROUND 

The f i n a l  t e s t  of any s p e c i f i c  immunization program is i t s  e f f ec t  i n  t h e  
community on t h e  morbidi ty  and m o r t a l i t y  of  t h e  p a r t i c u l a r  d i s e a s e .  Although 
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e f f i c a c i o u s  p e r t u s s i s  vacc ines  are i n  widespread u s e ,  t h e i r  s a f e t y  h a s  been 
ques t ioned .  If new, s a f e  vacc ines  are t o  be developed, a d d i t i o n a l  r e s e a r c h  
w i l l  be r e q u i r e d  i n  many areas i n c l u d i n g  p e r t u s s i s  d i a g n o s i s ,  a n t i g e n
a n a l y s i s ,  pathology,  immunity, and epidemiology. 

Unlike p e r t u s s i s  disease,  which appears  t o  c o n f e r  l i f e - l o n g  immunity,
p e r t u s s i s  vacc ines  c o n f e r  on ly  p a r t i a l  and r e l a t i v e l y  t r a n s i e n t  p r o t e c t i o n .  A 
h igh  degree of  p r o t e c t i o n  p e r s i s t s  f o r  t h r e e  t o  seven y e a r s ,  t h e n  d e c r e a s e s  
u n t i l  l i t t l e  p r o t e c t i o n  i s  e v i d e n t  a f t e r  about 12 y e a r s .  Adults  who had 
childhood p e r t u s s i s  and who are re-exposed demonstrate  v a r i a b l e  an t ibody
l e v e l s  t o  a n t i g e n s  t h a t  do n o t  c o r r e l a t e  with c l i n i c a l  p r o t e c t i o n .  During a 
r e c e n t  outbreak of p e r t u s s i s  t h e  number of y e a r s  s i n c e  t h e  l a s t  a d m i n i s t r a t i o n  
of  vacc ine  c o r r e l a t e d  wi th  c l i n i c a l  d i s e a s e  and provided evidence f o r  waning
immunity. I n d i v i d u a l s  who rece ived  t h e i r  l a s t  immunization w i t h i n  t h r e e  y e a r s
of t h e  outbreak experienced a 21 p e r c e n t  a t t a c k  r a t e  compared t o  a 95 p e r c e n t
a t t a c k  ra te  i n  t h o s e  who had an i n t e r v a l  g r e a t e r  t h a n  12 y e a r s .  

The number of  i n d i v i d u a l s  s u s c e p t i b l e  t o  p e r t u s s i s  is i n c r e a s i n g  i n  t h e  United 
S t a t e s .  The number of young a d u l t s  without  p r i o r  immunizations o r  with 
diminished p o s t - v a c c i n a t i o n  immunity is growing. I n d i v i d u a l s  o l d e r  t h a n  s i x  
y e a r s  of  age are n o t  vacc ina ted  r o u t i n e l y  because p e r t u s s i s  morbidi ty  i n  o l d e r  
c h i l d r e n  is n o t  cons idered  s i g n i f i c a n t .  The r e p o r t e d  annual incidence of 
disease increased  from I010 cases i n  1976 t o  3275 c a s e s  i n  1985 as t h i s  
popula t ion  of  young a d u l t  p o s t - p e r t u s s i s  vacc ine  s u s c e p t i b l e s  grew. A l a r g e
number of s u s c e p t i b l e  newborns and i n f a n t s  l i v e  i n  t h e  U.S. and epidemiologic
s t u d i e s  r e p e a t e d l y  i m p l i c a t e  a d u l t s  i n  t h e  t ransmiss ion  of p e r t u s s i s  t o  
i n f a n t s .  However, a d u l t s  wi th  c l i n i c a l  p e r t u s s i s  u s u a l l y  a r e  n o t  diagnosed.  

There a l s o  is a change i n  t h e  p a t t e r n  of age group s u s c e p t i b i l i t y  t o  p e r t u s s i s
i n  t h e  U.S. P r i o r  t o  1950, p e r t u s s i s  w a s  a d i s e a s e  of  in fancy  o r  e a r l y
chi ldhood.  I n  t h e  1950's ,  wi th  widespread vacc ine  use ,  most young and 
school-aged c h i l d r e n  had vaccine-induced immunity and most a d u l t s  r e t a i n e d  
disease- induced immunity. These two pertussis-immune popula t ions  predominated
u n t i l  t h e  l a t e  1970's and w e r e  r e spons ib l e  f o r  t h e  marked dec l ine  i n  t h e  
r e p o r t e d  annual inc idence  of d i s e a s e .  Curren t ly ,  t h e  popula t ion  of 
s u s c e p t i b l e  young a d u l t s  wi th  waning vaccine-induced immunity is i n c r e a s i n g ,
and t h e  a d u l t  popula t ion  wi th  p o s t - i n f e c t i o n  immunity i s  d iminish ing .  

For t h e s e  reasons  t h e  maximum b e n e f i t  toward c o n t r o l  of p e r t u s s i s  u s i n g  
p r e s e n t  day vacc ines  may have been achieved.  Unless a b e t t e r  vacc ine  i s  
developed, an i n c r e a s e  i n  d i s e a s e  inc idence  can be expected with t h e  growth of  
t h e  two r e s e r v o i r s  of  s u s c e p t i b l e  i n d i v i d u a l s  (non-immunized and p r e v i o u s l y
vacc ina ted  c h i l d r e n  wi th  d iminish ing  immunity). The improved vacc ine  must 
produce l a s t i n g  immunity o r  must be w e l l  t o l e r a t e d  t o  a l low b o o s t e r  
a d m i n i s t r a t i o n .  Although t h e  convent ional  whole-cel l  p e r t u s s i s  vacc ine  i s  
e f f i c a c i o u s ,  a concern remains regard ing  r e a c t o g e n i c i t y  due t o  e i t h e r  
c e l l - a s s o c i a t e d  a n t i g e n s  and/or o t h e r  r e a c t o g e n i c  subs tances  wi th  no r o l e  i n  
immunity. Local and systemic adverse r e a c t i o n s  have reduced t h e  acceptance of  
whole-cel l  vacc ine  f o r  use  i n  i n f a n t s  and c h i l d r e n  and have s t i m u l a t e d  
r e s e a r c h  f o r  s a f e r  vacc ines .  C l e a r l y ,  t h e  development of  a p e r t u s s i s  vacc ine  
t h a t  has  low r e a c t o g e n i c i t y  and t h a t  provides  l a s t i n g  immunity i s  h i g h l y
d e s i r a b l e .  

R e l i a b l e  d i a g n o s t i c  methods would b e n e f i t  s t u d i e s  on t h e  epidemiology of 
p e r t u s s i s  and would a i d  r e s e a r c h  i n  pathology,  immunology, and vacc ine  
development. Unfor tuna te ly ,  c u r r e n t  methods of  p e r t u s s i s  d i a g n o s i s  are 
r e l a t i v e l y  i n s e n s i t i v e  o r  n o n - s p e c i f i c ,  c o s t l y ,  and l a b o r  i n t e n s i v e .  The 
l a b o r a t o r y  d i a g n o s i s  is  complicated by d i f f i c u l t i e s  encountered i n  
demonstrat ing B .  p e r t u s s i s  by c u l t u r e  o r  s e r o l o g i c  techniques .  During t h e  
i n i t i a l  s t a g e s  of  t h e  i n f e c t i o n ,  symptoms are absent  o r  are n o t  pathognomonic
f o r  p e r t u s s i s .  When d i a g n o s t i c  symptoms appear  and a c l i n i c a l  s u s p i c i o n  of  
p e r t u s s i s  e x i s t s ,  B .  p e r t u s s i s  c e l l s  i n  nasopharyngeal s e c r e t i o n s  are 
decreased i n  number and hard t o  demonstrate .  Another complicat ing f a c t o r  is 
t h a t  a d u l t s  and i n f a n t s  younger t h a n  s i x  months of  age o f t e n  p r e s e n t  p e r t u s s i s
a t y p i c a l l y ,  and t h e  whoop t h a t  f a c i l i t a t e s  d i a g n o s i s  i s  o f t e n  l a c k i n g .  There 
i s  a need, t h e r e f o r e ,  f o r  new d i a g n o s t i c  methods t h a t  are r a p i d ,  s imple,
s e n s i t i v e ,  and s p e c i f i c .  The new methods a l s o  should be c o s t - e f f e c t i v e  and 
p r a c t i c a l  f o r  use i n  s t a t e  h e a l t h  departments ,  c l i n i c a l  l a b o r a t o r i e s ,  and 
developing c o u n t r i e s .  

The development of  new p e r t u s s i s  vacc ines  w i l l  r e q u i r e  a d d i t i o n a l  r e s e a r c h  on 
mediators  of  d i s e a s e  and p o t e n t i a l  immunogens. Although many of  t h e  
b i o l o g i c a l  a c t i v i t i e s  of B .  p e r t u s s i s  have been documented, t h e  r e s p o n s i b l e
m o i e t i e s  r e q u i r e  f u r t h e r  s t u d y .  Most of t h e  i d e n t i f i e d  b a c t e r i a l  components 
are p a r t  of t h e  c e l l  envelope.  Some of t h e  important  molecules inc lude  
endotoxin,  agglu t inogens ,  f i lamentous hemagglutinin (FHA), p e r t u s s i s  t o x i n  
(PT), adenyla te  c y c l a s e ,  t r a c h e a l  c y t o t o x i n ,  dermonecrotic t o x i n ,  and 69kD 
o u t e r  membrane p r o t e i n  (OMP). The biochemical a n a l y s i s  of  t h e  a n t i g e n s ,  
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immunogens, o r  t o x i n s  of t h e  bacter ia l  c e l l  t h a t  s t i m u l a t e  p r o t e c t i v e  immunity
and t h e  c h a r a c t e r i z a t i o n  of t h e  immunological responses  t h e y  e l i c i t  are 
c r i t i c a l  areas of  i n v e s t i g a t i o n .  

Many q u e s t i o n s  remain unanswered about t h e  mechanisms by which t h e  h o s t  mounts 
an e f f e c t i v e  immune response  a g a i n s t  p e r t u s s i s .  The l e v e l s  and t y p e s  of 

1-4 	 a n t i b o d i e s  t h a t  p r o t e c t  a g a i n s t  i n f e c t i o n  o r  i l l n e s s  must be determined. 
Immunity may r e s u l t  from l o c a l i z e d  s e c r e t o r y  response  t o  b a c t e r i a l  s u r f a c e  
a n t i g e n s ,  bu t  l i t t l e  is known about t h e  mechanisms of mucosal immunity i n  
l o c a l  d i s e a s e .  Although s i g n i f i c a n t  p a t h o l o g i c a l  changes occur  a t  t h e  
l o c a l i z e d  s i t e  of  i n f e c t i o n ,  t h e r e  are few r e p o r t s  on p e r t u s s i s  an t ibody i n  
n a s a l  s e c r e t i o n s .  There have been two s t u d i e s  t h a t  c o r r e l a t e d  t h e  presence  of 
s e c r e t o r y  an t ibody wi th  i n c r e a s i n g  t ime a f t e r  onse t  of  symptoms and with 
dec reas ing  c u l t u r e  p o s i t i v i t y .  These r e s u l t s  suppor t  t h e  d i a g n o s t i c  va lue  of 
s e c r e t o r y  an t ibody .  Addi t iona l  s t u d i e s  on t h e  c e l l u l a r  and humoral immunity
of t h e  h o s t  i n  response  t o  c o l o n i z a t i o n  by B. p e r t u s s i s  a r e  necessa ry .  

Another i s s u e  i n  p e r t u s s i s  immunology is t h e  concern t h a t  t r a n s p l a c e n t a l
an t ibody may b l u n t  t h e  immune response  t o  p e r t u s s i s  vacc ine  admin i s t e red  t o  
c h i l d r e n  below t h e  age of s i x  months. I t  has  been r e p o r t e d  t h a t  t h e  
c o n c e n t r a t i o n  of  t r a n s p l a c e n t a l l y  t r a n s f e r r e d  p e r t u s s i s  a n t i b o d i e s  p r e s e n t  i n  
newborns t o  equa l  o r  exceed t h a t  i n  t h e i r  mothers. However, most 
four-month-old i n f a n t s  had no measurable an t ibody t o  PT o r  FHA. The i n f a n t s  
w i th  h igh  pre-immunization PT ant ibody t i t e r s  had s i g n i f i c a n t l y  lower 
post-immunization t i t e rs  a f t e r  a d m i n i s t r a t i o n  of t h e  convent iona l  whole-ce l l  
vacc ine  than  d i d  i n f a n t s  given t h e  newer a c e l l u l a r  vacc ine .  I t  i s  n o t  known 
whether t h i s  g r e a t e r  response  t o  a c e l l u l a r  vacc ine  is  due t o  g r e a t e r
immunogenicity of  PT i n  t h e  a c e l l u l a r  product ,  t h e  absence of o t h e r  components
of  t h e  whole-ce l l  vacc ine  i n  t h e  a c e l l u l a r  product ,  o r  o t h e r  u n i d e n t i f i e d  
f a c t o r s .  

Two a d d i t i o n a l  p o t e n t i a l l y  important areas of vacc ine  immunization r e s e a r c h  
are l i n k e d  t o  s t u d i e s  on p a s s i v e l y  acqui red  immunity. One i n v e s t i g a t i o n  would 
de te rmine  i f  i n f a n t s  can be p r o t e c t e d  by boos t ing  t h e  p a s s i v e  humoral immunity
acqui red  from t h e  mother. The o t h e r  would s tudy  i f  it is b e n e f i c i a l  t o  s e l e c t  
t h e  t i m e  of t h e  i n i t i a l  dose of  t h e  vacc ine  so t h a t  induced immune r e sponses
i n  i n f a n t s  correspond t o  t h e  d isappearance  of ma te rna l ly  acqu i r ed  an t ibody .  

Immunologic r e s e a r c h  on p e r t u s s i s  a l s o  would b e n e f i t  from t h e  development of 
-/ 

animal models t o  s tudy  local/mucosal immunity fo l lowing  d i s e a s e .  

RESEARCH GOALS AND SCOPE 

S p e c i f i c  f o c i  f o r  r e s e a r c h  may inc lude ,  bu t  are n o t  l i m i t e d  t o :  

0 The g e n e t i c  and biochemical c h a r a c t e r  of v i r u l e n c e  f a c t o r s  
0 	 Basic mechanisms of pa thogenes is ,  i nc lud ing  t h e  means by which t h e  

organism e s t a b l i s h e s  and main ta ins  c o l o n i z a t i o n  and main ta ins  i ts  
phenotype i n  t h e  v i r u l e n t  phenotype 

0 The r o l e  of  v i r u l e n c e  f a c t o r s  i n  d i s e a s e  pa thogenes is  
0 C o r r e l a t i o n s  between pa thogenes is  and t h e  v a r i o u s  clinical 

m a n i f e s t a t i o n s  of d i s e a s e ,  such as t h e  c h a r a c t e r i s t i c  cough 
0 The r o l e  of  v i r u l e n c e  f a c t o r s  i n  t h e  induc t ion  of an t ibody

format ion  
0 The r o l e  of  a n t i b o d i e s  i n  recovery  and p r o t e c t i o n  
0 The r o l e  of ce l l -med ia t ed  and mucosal immunity 
0 The development of  an animal model t o  s tudy  d i s e a s e  pa thogenes is

and immune response  
0 The development of r a p i d  d i a g n o s t i c  methods a p p r o p r i a t e  f o r  

d i a g n o s i s  i n  t h e  f i e l d  
0 The development of d i a g n o s t i c  methods a p p r o p r i a t e  f o r  use  i n  

vacc inees ,  persons  t a k i n g  a n t i b i o t i c s ,  and i n f a n t s  
0 The f e a s i b i l i t y  of an a e r o s o l i z e d  o r  o r a l  vacc ine  d i r e c t e d  a t  t h e  

product ion  of mucosal immunity 
0 B i o l o g i c a l  markers p e r t a i n i n g  t o  c o r r e l a t e s  of immunity 

MECHANISM OF SUPPORT 

The suppor t  mechanism f o r  t h i s  r e s e a r c h  w i l l  be t h e  i n d i v i d u a l  r e s e a r c h  g r a n t
( R o l l  and t h e  F i r s t  Independent Research Support and T r a n s i t i o n  (FIRST) Award 
(R29). The number of awards t o  be made i s  dependent upon r e c e i p t  of  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  of h igh  s c i e n t i f i c  merit and upon
a v a i l a b i l i t y  of funds .  

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

N I H  G U I D E  - Vol. 20, No. 31, August 16, 1991 - Page 18 



N I H  and ADAMHA p o l i c y  is t h a t  a p p l i c a n t s  f o r  N I H l A D A M H A  c l i n i c a l  r e s e a r c h  
g r a n t s  and coopera t ive  agreements w i l l  be r e q u i r e d  t o  inc lude  m i n o r i t i e s  and 
women i n  s tudy  popula t ions  so t h a t  r e s e a r c h  f i n d i n g s  can be of  b e n e f i t  t o  a l l  
persons a t  r i s k  of t h e  d i s e a s e ,  d i s o r d e r  o r  c o n d i t i o n  under s tudy ;  s p e c i a l
emphasis should be placed on t h e  need f o r  i n c l u s i o n  of  m i n o r i t i e s  and women i n  
s t u d i e s  of  d i s e a s e s ,  d i s o r d e r s  and c o n d i t i o n s  which d i s p r o p o r t i o n a t e l y  a f f e c t  
them. T h i s  p o l i c y  is intended t o  apply t o  males and females of  a l l  a g e s .  I f  
women o r  m i n o r i t i e s  are excluded o r  inadequate ly  r e p r e s e n t e d  i n  c l i n i c a l  
r e s e a r c h ,  p a r t i c u l a r l y  i n  proposed populat ion-based s t u d i e s ,  a c lear  
compelling r a t i o n a l e  should be provided.  

The composition of  t h e  proposed s tudy  popula t ion  must be d e s c r i b e d  i n  terms of  
gender and r a c i a l l e t h n i c  group. I n  a d d i t i o n ,  gender and r a c i a l l e t h n i c  i s s u e s  
should be addressed i n  developing a r e s e a r c h  des ign  and sample s i z e  
a p p r o p r i a t e  f o r  t h e  s c i e n t i f i c  o b j e c t i v e s  of  t h e  s t u d y .  T h i s  information 
should be included i n  t h e  form PHS 398 i n  S e c t i o n  2,  A-D of  t h e  Research Plan 
AND summarized i n  S e c t i o n  2 ,  E ,  Human S u b j e c t s .  A p p l i c a n t s l o f f e r o r s  are urged 
t o  assess c a r e f u l l y  t h e  f e a s i b i l i t y  of inc luding  t h e  broades t  p o s s i b l e
r e p r e s e n t a t i o n  of  minor i ty  groups.  However, N I H  recognizes  t h a t  it may n o t  be 
feasible  o r  a p p r o p r i a t e  i n  a l l  r e s e a r c h  p r o j e c t s  t o  inc lude  r e p r e s e n t a t i o n  of 
t h e  f u l l  a r r a y  of  United S t a t e s  r a c i a l l e t h n i c  minor i ty  popula t ions  ( i . e . ,
Nat ive Americans ( i n c l u d i n g  American Indians  o r  Alaskan N a t i v e s ) ,
A s i a n l P a c i f i c  I s l a n d e r s ,  Blacks,  Hispanics ) .  

The r a t i o n a l e  f o r  s t u d i e s  on s i n g l e  minor i ty  popula t ion  groups should be 
provided.  

For t h e  purpose of  t h i s  p o l i c y ,  c l i n i c a l  r e s e a r c h  i n c l u d e s  human biomedical 
and behaviora l  s t u d i e s  of  e t i o l o g y ,  epidemiology, prevent ion  (and p r e v e n t i v e
s t r a t e g i e s ) ,  d i a g n o s i s ,  o r  t rea tment  o f  d i s e a s e s ,  d i s o r d e r s  o r  c o n d i t i o n s ,  
inc luding  b u t  n o t  l i m i t e d  t o  c l i n i c a l  t r i a l s .  

The u s u a l  N I H  p o l i c i e s  concerning r e s e a r c h  on human s u b j e c t s  a l s o  app ly .
B a s i c  r e s e a r c h  o r  c l i n i c a l  s t u d i e s  i n  which human t i s s u e s  cannot  be i d e n t i f i e d  
o r  l i n k e d  t o  i n d i v i d u a l s  are excluded.  However, every e f f o r t  should be made 
t o  inc lude  human t i s s u e s  from women and r a c i a l l e t h n i c  m i n o r i t i e s  when it is  
important  t o  apply t h e  r e s u l t s  of  t h e  s tudy  broadly,  and t h i s  should be 
addressed by a p p l i c a n t s .  

For f o r e i g n  awards, t h e  p o l i c y  on i n c l u s i o n  of  women a p p l i e s  f u l l y ;  s i n c e  t h e  
d e f i n i t i o n  of  minor i ty  d i f f e r s  i n  o t h e r  c o u n t r i e s ,  t h e  a p p l i c a n t  must d i s c u s s  
t h e  re levance  of  r e s e a r c h  involv ing  f o r e i g n  popula t ion  groups t o  t h e  United 
S t a t e s '  p o p u l a t i o n s ,  inc luding  m i n o r i t i e s .  

If t h e  r e q u i r e d  information is n o t  conta ined  w i t h i n  t h e  a p p l i c a t i o n ,  t h e  
a p p l i c a t i o n  w i l l  be r e t u r n e d .  

Peer  rev iewers  w i l l  address s p e c i f i c a l l y  whether t h e  r e s e a r c h  p l a n  i n  t h e  
a p p l i c a t i o n  conforms t o  t h e s e  p o l i c i e s .  If t h e  r e p r e s e n t a t i o n  o f  women o r  
m i n o r i t i e s  i n  a s tudy  des ign  i s  inadequate  t o  answer t h e  s c i e n t i f i c  
q u e s t i o n c s )  addressed AND t h e  j u s t i f i c a t i o n  f o r  t h e  s e l e c t e d  s tudy  popula t ion
i s  inadequate ,  it w i l l  be cons idered  a s c i e n t i f i c  weakness o r  d e f i c i e n c y  i n  
t h e  s tudy  d e s i g n  and w i l l  be r e f l e c t e d  i n  a s s i g n i n g  t h e  p r i o r i t y  s c o r e  t o  t h e  
a p p l i c a t i o n .  

A l l  a p p l i c a t i o n s  f o r  c l i n i c a l  r e s e a r c h  submit ted t o  N I H  a r e  r e q u i r e d  t o  
address  t h e s e  p o l i c i e s .  N I H  funding components w i l l  n o t  award g r a n t s  o r  
coopera t ive  agreements t h a t  do n o t  comply wi th  t h e s e  p o l i c i e s .  

Appl icants  from i n s t i t u t i o n s  t h a t  have a General C l i n i c a l  Research Center  
(GCRC) funded by t h e  N I H  Nat iona l  Center  f o r  Research Resources may wish t o  
i d e n t i f y  t h e  GCRC a s  a r e s o u r c e  f o r  conduct ing t h e  proposed r e s e a r c h .  I n  such 
a case, a l e t t e r  of agreement from e i t h e r  t h e  GCRC program d i r e c t o r  o r  
P r i n c i p a l  I n v e s t i g a t o r  must be included wi th  t h e  a p p l i c a t i o n .  

APPLICATION PROCEDURE 

Appl ica t ions  must be submit ted on t h e  g r a n t  a p p l i c a t i o n  form PHS 398 (Rev.
10188) and w i l l  be accepted  on any of  t h e  t h r e e  r e c e i p t  d a t e s  f o r  r e s e a r c h  
g r a n t  a p p l i c a t i o n s ,  February 1, June 1, and October 1 .  

Appl ica t ion  k i t s  are a v a i l a b l e  a t  most b u s i n e s s  and g r a n t s l c o n t r a c t s  o f f i c e s  
and may be obta ined  from t h e  O f f i c e  of Grants  I n q u i r i e s ,  Div is ion  of Research 
Grants ,  Westwood Bui ld ing ,  Room 449, National  I n s t i t u t e s  of Heal th ,  Bethesda,
Maryland 20892, t e lephone  (301) 496-7441. 

On t h e  f i rs t  ( f a c e )  page, i t e m  2 ,  of  t h e  a p p l i c a t i o n ,  t h e  word *ryes11must be 
checked and t h e  t i t l e  and number of  t h e  announcement typed i n  t h e  space 
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provided:  BASIC RESEARCH I N  PERTUSSIS, PA-91-84. 

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

D iv i s ion  of Research Grants 
Nat iona l  I n s t i t u t e s  of Heal th  

-vj’ Westwood Bui ld ing ,  Room 240 
Bethesda, MD 20892** 

REVIEW PROCEDURES 

App l i ca t ions  w i l l  r e c e i v e  i n s t i t u t e  and i n i t i a l  review group ( I R G )  assignment 
on t h e  b a s i s  of e s t a b l i s h e d  Pub l i c  Health Se rv ice  r e f e r r a l  g u i d e l i n e s .
App l i ca t ions  w i l l  be reviewed f o r  s c i e n t i f i c  and t e c h n i c a l  merit by an I R G  
convened by t h e  Div i s ion  of Research Grants ,  N I H .  Following I R G  review, t h e  
a p p l i c a t i o n s  w i l l  r e c e i v e  a second- leve l  review by an a p p r o p r i a t e
Council/Board. App l i ca t ions  w i l l  compete f o r  a v a i l a b l e  funds wi th  a l l  o t h e r  
approved a p p l i c a t i o n s  ass igned  t o  t h e  i n s t i t u t e .  

REVIEW C R I T E R I A  

The s t anda rd  review c r i t e r i a  w i l l  be used t o  assess t h e  s c i e n t i f i c  m e r i t  of 
a p p l i c a t i o n s .  The I R G  w i l l  be reviewing t h e  adequacy of p r o t e c t i o n  of human 
s u b j e c t s ,  t h e  humane c a r e  of animals,  and b i o s a f e t y  c o n d i t i o n s .  I n  c l i n i c a l  
r e s e a r c h  s t u d i e s ,  rev iewers  a l s o  w i l l  be e v a l u a t i n g  t h e  adequacy of t h e  
i n c l u s i o n  of women and m i n o r i t i e s  i n  t h e  s tudy  popu la t ions .  

STAFF CONTACT 

I n v e s t i g a t o r s  are encouraged t o  c o n t a c t :  


David L .  Kle in ,  Ph.D. 

Program O f f i c e r ,  Resp i r a to ry  Diseases Branch 

Div i s ion  of Microbiology and I n f e c t i o u s  Diseases  

Nat iona l  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 

Westwood Bui ld ing ,  Room 750 

Bethesda, MD 20892 

Telephone: (301) 496-5305 


For f i s c a l  and a d m i n i s t r a t i v e  matters c o n t a c t :  

* -J 

Kathy P h i l l i p s
Grants  Management S p e c i a l i s t
D iv i s ion  of Extramural A c t i v i t i e s  
Nat iona l  I n s t i t u t e  of A l l e r g y  and I n f e c t i o u s  Diseases  

Westwood Bui ld ing ,  Room 726 

Bethesda, MD 20892 

Telephone: (301) 496-7075 


This  program i s  desc r ibed  i n  t h e  Catalog of Federa l  Domestic Ass i s t ance  No. 

93.856, Microbiology and I n f e c t i o u s  Disease Research. Grants  w i l l  be awarded 

under t h e  a u t h o r i t y  of t h e  P u b l i c  H e a l t h  Service A c t ,  T i t l e  111, S e c t i o n  301 

(Pub l i c  Law 78-410, as amended; 42 USC 241) and adminis te red  under PHS g r a n t s 

p o l i c i e s  and Federa l  Regula t ions  a t  42 CFR P a r t  52 and 45 CFR P a r t  74. This  

program is n o t  s u b j e c t  t o  t h e  intergovernmental  review requi rements  of 

Executive Order 12372 o r  a Health Systems Agency review. 


ROLE OF XENOBIOTIC RECEPTORS I N  TOXICOLOGY 

PA: PA-91-85 

P . T .  34; K . W .  1007009, 0760075, 0760015, 1002008 

Nat iona l  I n s t i t u t e  of Environmental Health Sc iences  

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

The Nat iona l  I n s t i t u t e  of Environmental Heal th  Sc iences  (NIEHS) i n v i t e s  g r a n t
a p p l i c a t i o n s  through a Program Announcement (PA) f o r  b a s i c  s t u d i e s  on t h e  r o l e  
of  xenob io t i c  r e c e p t o r s  i n  tox ico logy .  This  t ype  of s o l i c i t a t i o n  i s  i s sued  t o  
encourage i n v e s t i g a t o r - i n i t i a t e d  r e s e a r c h  p r o j e c t s  i n  areas of  s p e c i a l
programmatic i n t e r e s t  t o  t h e  Nat iona l  I n s t i t u t e s  of Heal th  ( N I H ) .  Appl icants
funded under t h e  PA are supported through t r a d i t i o n a l  r e s e a r c h  g r a n t s  i n  

*	 a d accordance wi th  Pub l i c  Health Se rv ice  (PHS) p o l i c i e s  a p p l i c a b l e  t o  r e s e a r c h  
g r a n t s .  I t  i s  noted t h a t  on ly  r e s e a r c h  p r o j e c t  (Rol l  and F i r s t  Independent
Research Support  and T r a n s i t i o n  (FIRST) Award (R29) g r a n t  a p p l i c a t i o n s  w i l l  be 
cons idered  i n  response  t o  t h i s  PA. 
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BACKGROUND 

The NIEHS is t h e  p r i n c i p a l  N I H  component f o r  suppor t  of  b a s i c  r e s e a r c h  on 

environmental  f a c t o r s  t h a t  c o n t r i b u t e  t o  human h e a l t h  problems and d i s e a s e .  

Major emphasis by NIEHS i s  p laced  upon r e s e a r c h  examining t h o s e  phys ica l  and 

chemical subs tances  t o  which humans are exposed i n  t h e i r  gene ra l  environment 

as a r e s u l t  of human a c t i v i t i e s  such as modern t echno log ie s  and i n d u s t r i a l  and 

commercial p rocesses .  Of p a r t i c u l a r  i npor t ance  t o  t h e  accomplishment of  t h e  

mission of t h e  NIEHS is r e s e a r c h  t o  d e f i n e  t h e  mechanisms through which 

environmental  agen t s  e x e r t  t h e i r  e f f e c t s .  


One of t h e  c lass ic  hypotheses  is t h a t  environmental  chemicals  cause d i s e a s e s  

such as b i r t h  d e f e c t s  and cancer  by d i r e c t  a l t e r a t i o n  of  DNA.  Th i s  t hen  

r e s u l t s  i n  mutat ions and subsequent abnorma l i t i e s  i n  gene expres s ion . 

However, an i n c r e a s i n g  number of chemicals  f a i l  t o  f i t  t h i s  "genetic" model 

and, t h e r e f o r e ,  a d d i t i o n a l  mechanisms t o  exp la in  t h e  phenomena must e x i s t  and 

remain t o  be e l u c i d a t e d .  Furthermore,  many o t h e r  mechanisms t o  exp la in  t h e  

b i o l o g i c a l  consequences of o t h e r  t o x i c  chemical exposures  are badly needed 

because d i r e c t  chemical r e a c t i o n s  o r  t o x i c  antagonisms have no t  been found. 


A r e c e n t  development wi th in  t h e  f i e l d  of molecular  b io logy/ toxico logy  has  

given impetus f o r  t h e  development of o t h e r  t h e o r i e s  t h a t  may o f f e r  a l t e r n a t i v e  

exp lana t ions  of chemical t o x i c i t y .  Recent ly ,  it has  been demonstrated t h a t  

c e r t a i n  f o r e i g n  chemicals ,  t h e  peroxisome p r o l i f e r a t o r s ,  i n t e r a c t  with 

s p e c i f i c  t y p e s  of r e c e p t o r  p r o t e i n s  (Issemann and Green, Nature ,  Vol. 347: 

645-649, 1990). Some r e c e p t o r  p r o t e i n s ,  members of t h e  erbA r e c e p t o r 

super fami ly ,  f u n c t i o n  as t r a n s c r i p t i o n  f a c t o r s  r e g u l a t i n g  gene expres s ion . 

Although t h e s e  r e c e p t o r s  were i n i t i a l l y  i d e n t i f i e d  through t h e  b inding  of 

compounds known t o  be important  f o r  c e l l  growth, d i f f e r e n t i a t i o n ,  and 

development ( . e . g . ,  s t e r o i d  hormones, t h y r o i d  hormones), it has  now been 

demonstrated t h a t  t h e  peroxisome p r o l i f e r a t o r s  a l s o  b ind  t o  r e c e p t o r  p r o t e i n s 

i n  t h i s  family and e l i c i t  t h e  expres s ion  of  a number of  gene products . 

I n t e r e s t i n g l y ,  an endogenous b i o l o g i c a l  molecule t h a t  n a t u r a l l y  b inds  t o  t h e s e  

r e c e p t o r s  has  y e t  t o  be d iscovered  and t h e  exac t  b i o l o g i c a l  r o l e  of t h e s e  

r e c e p t o r s  i s  no t  known. Hence t h e s e  r e c e p t o r s  have been r e f e r r e d  t o  as 

*forphanfnr e c e p t o r s .  


Another r e c e p t o r  t h a t  appears  t o  f i t  i n  t h i s  ca tegory  i s  t h e  Ah r e c e p t o r  t h a t  

binds  halogenated a romat ic  hydrocarbons such as d i o x i n .  A l l ,  o r  n e a r l y  a l l , 

of t h e  responses  produced by 2,3,7,8-tetrachlorodibenzo-p-dioxin (TCDD) and 

r e l a t e d  compounds are thought  t o  be mediated by t h e  Ah r e c e p t o r .  Th i s  

r e c e p t o r  is be l i eved  t o  be i n  t h e  same erbA super fami ly  and f u n c t i o n s  as a 

r e g u l a t o r  of gene expres s ion .  Furthermore,  h e a t  shock p r o t e i n  s y n t h e s i s  and 

P450 enzyme a c t i v a t i o n ,  both important  i n  t i s s u e  response  t o  xenob io t i c  

exposure,  have been c o r r e l a t e d  wi th  Ah r e c e p t o r  b inding  and s t e r o i d  r e c e p t o r 

binding .  Therefore ,  t h e  a c t i v a t i o n  of  genes encoding P450, as w e l l  as o t h e r  

drug metabol iz ing  enzymes by t h e s e  e f f e c t o r s ,  might be an important  s t e p  

upstream i n  t h e  r e g u l a t o r y  process  f o r  c o n t r o l l i n g  t h e  s t eady  s t a t e  l e v e l s  of 

t h e  va r ious  t r a n s c r i p t i o n  a c t i v a t i n g  f a c t o r s  i n  response  t o  t o x i c  i n s u l t .  

This  provides  evidence t h a t  o t h e r  xenob io t i c  r e c e p t o r s  may e x i s t .  


The i d e n t i f i c a t i o n  of t h e s e  r e c e p t o r s  could provide  a molecular exp lana t ion 

f o r  xenob io t i c  t o x i c i t y  and c o n t r i b u t e  t o  a b e t t e r  understanding of t h e  

mechanisms of t o x i c i t y .  The NIEHS i s  i n t e r e s t e d  i n  s t i m u l a t i n g  r e s e a r c h  i n  

t h i s  new f i e l d  of molecular  biology and exp lo r ing  new approaches t o  t h e  

mechanisms of chemical t ox ico logy .  


RESEARCH OBJECTIVES AND SCOPE 


This  announcement is i s sued  t o  encourage and f o s t e r  i n v e s t i g a t o r - i n i t i a t e d 

b a s i c  and app l i ed  r e s e a r c h  on t h e  p o s s i b l e  r o l e s  of  x e n b i o t i c  r e c e p t o r s  i n  

t ox ico logy .  S p e c i f i c a l l y  t h e  NIEHS is  i n t e r e s t e d  i n  suppor t ing  r e s e a r c h  t o :  


o 	 I d e n t i f y  o t h e r  r e c e p t o r s  f o r  t h e  erbA o r  o t h e r  gene f a m i l i e s  t h a t  
bind x e n o b i o t i c s .  For example, TCDD o r  peroxisome p r o l i f e r a t o r s
b inding  t o  a r e c e p t o r .  

o 	 I d e n t i f y  t h e  e f f e c t s  on gene expres s ion  such as inc reased  product
s y n t h e s i s  o r  a c t i v i t y .  The P450 a c t i v i t y  inc rease  r e s u l t i n g  from 
r e c e p t o r  b inding  by TCDD o r  peroxisome p r o l i f e r a t o r  chemicals  i s  
one of t h e  responses  t h a t  has  been observed.  A l t e r n a t i v e l y ,  t h e r e  
could be a dec rease  i n  endpoint  a c t i v i t y  d i r e c t l y  o r  through
express ion  of new compounds t h a t  have i n h i b i t o r y  e f f e c t s .  Other 
r a m i f i c a t i o n s  may a l s o  develop t h a t  need t o  be exp la ined .  

o 	 I d e n t i f y  t h e  e f f e c t s  of t h e  gene products  w i th in  a s p e c i f i c
b i o l o g i c a l  system. A s  an example, P450s syn thes i z ing  b io-organic  

*I* 

II 
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growth e f f e c t o r  molecules as a r e s u l t  of TCDD b inding  t o  a 
r e c e p t o r .  

The o v e r a l l  o b j e c t i v e  of t h i s  PA is  t o  encourage i n v e s t i g a t o r - i n i t i a t e d  g r a n t
a p p l i c a t i o n s  i n  t h i s  new and emerging f i e l d  of molecular t ox ico logy  t h a t  
exp lo re  t h e  concept t h a t  r e c e p t o r s  s p e c i f i c  f o r  xenob io t i c s  d i r e c t l y  mediate 
t h e  e f f e c t  of a class of chemicals.  Th i s  new approach should provide  an 

'+I a l t e r n a t i v e  t o  p rev ious  concepts  r ega rd ing  t h e  mechanisms of chemical t o x i c i t y
t h a t  are no t  d i r e c t l y  r e l a t e d  t o  g e n o t o x i c i t y .  M u l t i - i n v e s t i g a t o r  p r o j e c t s
t h a t  b r i n g  t o g e t h e r  molecular b i o l o g i s t s  and t o x i c o l o g i s t s  t o  addres s  any of 
t h e  number of t o x i c  expres s ions  t h a t  can r e s u l t  from r e c e p t o r  b inding  are 
encouraged. 

The NIEHS is n o t  i n t e r e s t e d  i n  suppor t ing  r e s e a r c h  t o  i d e n t i f y  o r  d e f i n e  t h e  
mechanisms of a c t i o n  of t h e  endogenously produced b i o l o g i c a l  molecules t h a t  
b ind  t o  t h e s e  r e c e p t o r s .  These t y p e s  of a p p l i c a t i o n s  a r e  more a p p r o p r i a t e l y
supported by o t h e r  I n s t i t u t e s .  However, t h e  NIEHS is i n t e r e s t e d  i n  
i n v e s t i g a t i o n s  of how exogenous chemicals r e a c t  wi th  t h e s e  r e c e p t o r s  and t h e  
r e s u l t i n g  phys io log ica l  and biochemical s eque lae .  

HEALTHY PEOPLE 2000 

The Pub l i c  Health Se rv ice  (PHS) i s  committed t o  ach iev ing  t h e  h e a l t h  promotion
and d i s e a s e  p reven t ion  o b j e c t i v e s  of "Healthy People 2000,11 a PHS-led n a t i o n a l  
a c t i v i t y  f o r  s e t t i n g  p r i o r i t y  areas. Th i s  PA, Role of Xenobiotic Receptors i n  
Toxicology, i s  r e l a t e d  t o  t h e  p r i o r i t y  area of  environmental  h e a l t h .  
P o t e n t i a l  a p p l i c a n t s  may o b t a i n  a copy of 'lHealthy People 20OOv1 ( F u l l  Report:
Stock No. 017-001-00474-0) o r  llHealthy People 2000" (Summary Report:  Stock 
No. 017-001-00473-1) through t h e  Super in tendent  of Documents, Government 
P r i n t i n g  O f f i c e ,  Washington, D . C .  20402-9325 ( te lephone  202-783-3238). 

SPECIAL INSTRUCTIONS TO APPLICANTS REGARDING IMPLEMENTATION OF N I H  POLICIES 
CONCERNING INCLUSION OF WOMEN AND MINORITIES I N  CLINICAL RESEARCH STUDIES. 

N I H  and ADAMHA p o l i c y  is t h a t  a p p l i c a n t s  f o r  NIHlADAMHA c l i n i c a l  r e s e a r c h  
g r a n t s  and coope ra t ive  agreements w i l l  be r e q u i r e d  t o  inc lude  m i n o r i t i e s  and 
women i n  s tudy  popu la t ions  so t h a t  r e s e a r c h  f i n d i n g s  can be of b e n e f i t  t o  a l l  
persons  a t  r i s k  of t h e  d i s e a s e ,  d i s o r d e r  o r  cond i t ion  under s tudy ;  s p e c i a l
emphasis should be p laced  on t h e  need �or  i n c l u s i o n  of m i n o r i t i e s  and women i n  
s t u d i e s  of d i s e a s e s ,  d i s o r d e r s  and cond i t ions  which d i s p r o p o r t i o n a t e l y  a f f e c t  

.-/ 	 them. Th i s  p o l i c y  i s  in tended  t o  apply t o  males and females of  a l l  ages .  If 
women o r  m i n o r i t i e s  are excluded o r  inadequate ly  r ep resen ted  i n  c l i n i c a l  
r e s e a r c h ,  p a r t i c u l a r l y  i n  proposed population-based s t u d i e s ,  a c lear  
compelling r a t i o n a l e  should be provided. 

The composition of t h e  proposed s tudy  popula t ion  must be desc r ibed  i n  t e r m s  of 

gender and r a c i a l y e t h n i c  group, t o g e t h e r  wi th  a r a t i o n a l e  f o r  i t s  cho ice .  I n  

a d d i t i o n ,  gene ra l  and r a c i a l l e t h n i c  i s s u e s  should be addressed i n  developing a 

r e s e a r c h  des ign  and sample s i ze  a p p r o p r i a t e  f o r  t h e  s c i e n t i f i c  o b j e c t i v e s  of 

t h e  s t u d y .  Th i s  in format ion  should be included i n  t h e  form PHS 398 i n  Sec t ion  

2,  A-D of t h e  Research Plan AND summarized i n  Sec t ion  2 ,  E ,  Human S u b j e c t s . 

Appl icants  a r e  urged to assess c a r e f u l l y  t h e  f e a s i b i l i t y  of including the  

broades t  F o s s i b l e  r e p r e s e n t a t i o n  of minor i ty  groups.  However, N I H  recognize 

t h a t  it may no t  be f e a s i b l e  o r  a p p r o p r i a t e  i n  a l l  r e s e a r c h  p r o j e c t s  t o  inc lude  

r e p r e s e n t a t i o n  of  t h e  f u l l  a r r a y  of United S t a t e s  rac ia l  / e t h n i c  minor i ty 

popu la t ions  ( i . e . ,  Native Americans ( i n c l u d i n g  American Ind ians  o r  Alaskan 

N a t i v e s ) ,  A s i a n l P a c i f i c  I s l a n d e r s ,  Blacks .  H i span ic s ) .  The r a t i o n a l e  f o r  

s t u d i e s  on s i n g l e  minor i ty  popu la t ion  groups should be provided .  


For t h e  purpose of t h i s  p o l i c y ,  c l i n i c a l  r e s e a r c h  inc ludes  human biomedical 

and behaviora l  s t u d i e s  of  e t i o l o g y ,  epidemiology, prevent ion  (and p reven t ive 

s t r a t e g i e s ) ,  d i a g n o s i s ,  o r  t r ea tmen t  of d i s e a s e s ,  d i s o r d e r s  o r  c o n d i t i o n s , 

i nc lud ing  but  no t  l i m i t e d  t o  c l i n i c a l  t r i a l s .  


The usua l  N I H  p o l i c i e s  concerning r e s e a r c h  on human s u b j e c t s  a l s o  app ly . 

Basic  r e s e a r c h  o r  c l i n i c a l  s t u d i e s  i n  which human t i s s u e s  cannot be i d e n t i f i e d  

o r  l i n k e d  t o  i n d i v i d u a l s  are excluded. However, every e f f o r t  should be made 

t o  i nc lude  human t i s s u e s  from women and r a c i a l l e t h n i c  m i n o r i t i e s  when it is 

important t o  apply t h e  r e s u l t s  of t h e  s tudy  broadly ,  and t h i s  should be 

addressed by a p p l i c a n t s .  


For f o r e i g n  awards, t h e  p o l i c y  on i n c l u s i o n  of women a p p l i e s  f u l l y ;  s i n c e  t h e  

d e f i n i t i o n  of minor i ty  d i f f e r s  i n  o t h e r  c o u n t r i e s ,  t h e  a p p l i c a n t  must d i s c u s s  

t h e  r e l evance  of r e s e a r c h  involv ing  f o r e i g n  popula t ion  groups t o  t h e  United 


* l i r j  S t a t e s '  popu la t ions ,  i nc lud ing  m i n o r i t i e s .  

I f  t h e  r e q u i r e d  informat ion  is n o t  conta ined  wi th in  t h e  a p p l i c a t i o n ,  t h e  
a p p l i c a t i o n  w i l l  be r e t u r n e d .  
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Peer  rev iewers  w i l l  address  s p e c i f i c a l l y  whether t h e  r e s e a r c h  p l a n  i n  t h e  
a p p l i c a t i o n  conforms t o  t h e s e  p o l i c i e s .  I f  t h e  r e p r e s e n t a t i o n  o f  women o r  
m i n o r i t i e s  i n  a s tudy  des ign  i s  inadequate  t o  answer t h e  s c i e n t i f i c  
q u e s t i o n ( s )  addressed AND t h e  j u s t i f i c a t i o n  f o r  t h e  s e l e c t e d  s tudy  popula t ion
is  inadequate ,  it w i l l  be considered a s c i e n t i f i c  weakness o r  d e f i c i e n c y  i n  
t h e  s tudy  des ign  and w i l l  be r e f l e c t e d  i n  a s s i g n i n g  t h e  p r i o r i t y  s c o r e  t o  t h e  
a p p l i c a t i o n .  

A l l  a p p l i c a t i o n s  f o r  c l i n i c a l  r e s e a r c h  submit ted t o  N I H  are r e q u i r e d  t o  
address  t h e s e  p o l i c i e s .  N I H  funding components w i l l  n o t  award g r a n t s  o r  
coopera t ive  agreements t h a t  do n o t  comply wi th  t h e s e  p o l i c i e s .  

MECHANISM OF SUPPORT 

The mechanism 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  i n d i v i d u a l  r e s e a r c h  
g r a n t  - r e s e a r c h  p r o j e c t  g r a n t  ( R o l l  o r  t h e  F i r s t  Independent Research Support
and T r a n s i t i o n  (FIRST) Award (R291 as a p p l i c a b l e .  

APPLICATION AND REVIEW PROCEDURES 

Appl ica t ions  w i l l  be accepted i n  accordance with t h e  usua l  r e c e i p t  d a t e s  f o r  
new r e s e a r c h  g r a n t  a p p l i c a t i o n s :  February 1 ,  June 1 ,  and October 1 .  The 
e a r l i e s t  p o s s i b l e  award d a t e s  w i l l  be approximately n i n e  months a f t e r  t h e  
r e s p e c t i v e  r e c e i p t  dates .  Appl ica t ions  r e c e i v e d  t o o  l a t e  f o r  one c y c l e  of 
review w i l l  be h e l d  u n t i l  t h e  next  r e c e i p t  d a t e .  

Appl ica t ions  w i l l  be r e c e i v e d  by t h e  N I H  Div is ion  of  Research Grants  ( D R G )  and 
r e f e r r e d  a p p r o p r 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  and t e c h n i c a l  mer i tt o  an 
review.  I n s t i t u t e  assignment d e c i s i o n s  w i l l  be based on programmatic
c o n s i d e r a t i o n s  as s p e c i f i e d  i n  t h e  N I H  Referral Guide l ines .  The review 
c r i t e r i a  cus tomar i ly  employed by t h e  N I H  f o r  r e s e a r c h  g r a n t  a p p l i c a t i o n s  w i l l  
p r e v a i l .  Following t h e  i n i t i a l  s c i e n t i f i c  review,  t h e  a p p l i c a t i o n s  w i l l  be 
eva lua ted  by t h e  a p p r o p r i a t e  I n s t i t u t e  advisory  c o u n c i l .  

METHOD OF APPLYING 

Appl ica t ions  must be submit ted on form PHS 398 ( r e v i s e d  10/88) t h a t  is 
a v a i l a b l e  i n  t h e  bus iness  o r  c o n t r a c t s  o f f i c e s  a t  most academic and r e s e a r c h  
i n s t i t u t i o n s  and from t h e  DRG Westwood Bui ld ing ,  Room 240, Bethesda, MD 20892,
te lephone  (301) 496-7441. To i d e n t i f y  t h e  a p p l i c a t i o n  a s  a response  t o  t h i s  
announcement, check rryesv' i n  I t e m  2 on t h e  f a c e  page of  t h e  a p p l i c a t i o n  and 
e n t e r  t h e  t i t l e  "Role of  Xenobiotic Receptors  i n  Toxicology, PA-91-85.?' 

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

Div is ion  of  Research Grants  
Nat iona l  I n s t i t u t e s  of Heal th  
Westwood Bui ld ing ,  Room 240 
Bethesda, MD 20892** 

I n q u i r e s  r e l a t e d  t o  t h i s  PA may be directed t o :  

D r .  Michael J .  Galvin 

Program Adminis t ra tor ,  S c i e n t i f i c  Programs Branch 

Divis ion  of Extramural Research and Tra in ing 

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

P.O. Box 12233 

Research T r i a n g l e  Park,  NC 27709 

Telephone: (919) 541-7825 


Grants  management i n q u i r i e s  may be d i r e c t e d  t o :  


David L .  Mineo 

Chie f ,  Grants  Management Branch 

Divis ion  of  Extramural Research and Tra in ing 

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

P. 0 .  Box 12233 

Research T r i a n g l e  Park,  NC 27709 

Telephone: (919) 541-1373 


This  program i s  d e s c r i b e d  i n  t h e  Catalog of Federal  Domestic Ass is tance  

Numbers 93.112, C h a r a c t e r i z a t i o n  of Environmental Heal th  Hazards, and 93.113, 

B i o l o g i c a l  Response t o  Environmental Heal th  Hazards. Awards are made under 

t h e  a u t h o r i t y  of  S e c t i o n  487, P u b l i c  Heal th  S e r v i c e  A c t  as amended (42 USC 

288) and adminis te red  under PHS Grants  P o l i c i e s  and T i t l e  42 of  t h e  Code of  

Federal  Regula t ions ,  P a r t  66. T h i s  program is n o t  s u b j e c t  t o  t h e  

intergovernmental  review requirements  of  Execut ive Order 12372 o r  Heal th  

Systems Agency review.  
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