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NOTICE 

N I H  REGIONAL WORKSHOP - PHS POLICY ON THE HUMANE CARE AND USE OF LABORATORY ANIMALS ' 
a*# 

P.T. 42; K.W. 0201011, 1014003 

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

The Na t iona l  I n s t i t u t e s  o f  Heal th ,  ( N I H ) ,  Office f o r  P r o t e c t i o n  from Research R i sks  

(OPRR) announcement which p r e v i o u s l y  appeared i n  t h e  N I H  Guide f o r  Gran t s  and 

C o n t r a c t s ,  Vol. 15, No. 29, December 12, i n c o r r e c t l y  i d e n t i f i e d  t h e  P o l i c y  on t h e  

Humane Care and U s e  o f  Labora tory  Animals as t h e  N I H  P o l i c y .  The c o r r e c t  t i t l e  is 

t h e  PHS P o l i c y  f o r  t h e  Humane Care and U s e  of Labora tory  Animals. For a d d i t i o n a l  

i n fo rma t ion  r e g a r d i n g  t h e  r e g i o n a l  educa t ion  program c o n t a c t :  


Rober ta  G a r f i n k l e  

D i r e c t o r ,  Animal Welfare Educat ion Program

O f f i c e  f o r  P r o t e c t i o n  from Research Risks  

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

Bui ld ing  31, Room 4B09 

9000 Rockv i l l e  P ike  

Bethesda,  Maryland 20892 

Telephone:  (301)  496-7041 


DATED ANNOUNCEMENTS (RFPs AND RFAs AVAILABLE) 

SMALL GRANTS PROGRAM TO FACILITATE USE OF NEW MOLECULAR BIOLOGIC AND GENETIC 
TECHNIQUES BY RESEARCHERS I N  DIABETES, ENDOCRINOLOGY AND METABOLIC DISEASES 

P.T. 34; K.W. 0715075, 0715135, 0785050, 1002008, 1002019 

Nat iona l  I n s t i t u t e  of D iabe te s  and D i g e s t i v e  and Kidney Diseases 

A p p l i c a t i o n  Rece ip t  Date: March 2, 1987 

' INTRODUCTION 

--#' 	The D i v i s i o n  o f  D iabe te s ,  Endocrinology and Metabol ic  Diseases (DDEMD) s u p p o r t s
b a s i c  and c l i n i c a l  r e s e a r c h  and r e s e a r c h  t r a i n i n g  r e l a t e d  t o  d i a b e t e s  m e l l i t u s  and 
i ts  compl i ca t ions ,  t o  endocr inology and a v a r i e t y  o f  endoc r ine  d i s o r d e r s ,  and t o  
metabolism and v a r i o u s  ma tabo l i c  d i s e a s e s ,  i nc lud ing  c y s t i c  f i b r o s i s .  One impor tan t  
a r e a  of r e s e a r c h  suppor t ed  by t h e  Div i s ion  i n c l u d e s  s t u d i e s  r e l a t e d  t o  t h e  molecular  
and c e l l u l a r  mechanisms o f  endocr ine  d i s o r d e r s  i n c l u d i n g  d i a b e t e s  and o f  i n h e r i t e d  
and acqu i red  me tabo l i c  d i s e a s e s .  Recent Advisory Panel  meet ings addres sed  t h e  
concern  t h a t  t h e  a b i l i t y  o f  some e s t a b l i s h e d  i n v e s t i g a t o r s  i n  t h e s e  f i e l d s  t o  pursue
promising new d i r e c t i o n s  i n  t h e i r  r e s e a r c h  w a s  impaired by t h e i r  l a c k  o f  expe r i ence
i n  t h e  newest t e c h n i q u e s  o f  molecular  b io logy  and g e n e t i c s .  The D i v i s i o n  t h e r e f o r e  
wishes  t o  encourage e s t a b l i s h e d  r e s e a r c h e r s  who a r e  DDEMD suppor ted  P r i n c i p a l
I n v e s t i g a t o r s  ( P I S )  o r ,  under spec ia l  c i rcumstances  a q u a l i f i e d  m e m b e r  o f  a PI'S 
r e s e a r c h  team, t o  o b t a i n  first hand expe r i ence  wi th  new t echn iques  as a " V i s i t i n g
Researcher"  i n  t h e  l a b o r a t o r y  o f  a "Host" e x p e r t  i n  molecular  b io logy  o r  g e n e t i c s .
The new t e c h n i q u e s  must  be an i n t e g r a l  p a r t  o f  an o r i g i n a l  p i l o t  r e s e a r c h  p r o j e c t
conceived by t h e  Host, o r  by t h e  V i s i t i n g  Researcher  i n  c o l l a b o r a t i o n  wi th  t h e  Host.  
The proposed r e s e a r c h  p r o j e c t  should  r e s u l t  i n  novel  p r e l i m i n a r y  d a t a  which cou ld  
s t r e n g t h e n  a subsequent  a p p l i c a t i o n  f o r  r e g u l a r  g r a n t  s u p p o r t .  

SCOPE 

T h i s  Program Announcement should  encourage p r o s p e c t i v e  V i s i t i n g  Resea rche r s  t o  
i d e n t i f y  Hosts  i n  o r d e r  t o  p repa re  and submit a sma l l ,  o r i g i n a l  p i l o t  r e s e a r c h  g r a n t
a p p l i c a t i o n .  The a p p l i c a t i o n  must  be submi t ted  by t h e  Hos t ' s  i n s t i t u t i o n  wi th  t h e  
Host as P r i n c i p a l  I n v e s t i g a t o r .  The proposed r e s e a r c h  p r o j e c t ,  t o  be  performed i n  
t h e  Hos t ' s  l a b o r a t o r y ,  need no t  be d i r e c t l y  r e l a t e d  t o  endoc r ine  o r  me tabo l i c  
d i s e a s e .  However t h e  t echn iques  u t i l i z e d  wh i l e  per forming  t h e  r e s e a r c h  p r o j e c t  must 
be d i r e c t l y  a p p l i c a b l e  t o  t h e  V i s i t i n g  Resea rche r ' s  f u t u r e  work i n  t h e s e  a r e a s .  

T h i s  sma l l  g r a n t s  program is in tended  t o  p rov ide  e s t a b l i s h e d  r e s e a r c h e r s  suppor t ed
by t h e  D i v i s i o n  wi th  g r e a t e r  f l e x i b i l i t y  i n  t h e i r  r e s e a r c h  programs and broadened 
s c i e n t i f i c  e x p e r t i s e  i n  a l l i e d  f i e l d s .  It is hoped t h a t  involvement of t h e s e  PIS i n  
expe r imen ta l  t e s t i n g  of new r e s e a r c h  i d e a s  or d i r e c t i o n s  i n  molecular  b io logy  and 

( (I 	 g e n e t i c s  w i l l  f a c i l i t a t e  t r a n s f e r  o f  new t echn iques  u t i l i z e d  i n  t h i s  r e s e a r c h  from 
t h e  H o s t  t o  t h e i r  own l a b o r a t o r i e s .  
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OBJECTIVES 

T h i s  program is r e q u e s t i n g  sho r t ,  o r i g i n a l  p i l o t  r e s e a r c h  a p p l i c a t i o n s  designed t o  
u t i l i z e  one o r  more o f  t h e  fo l lowing  techniques :  

o 	 recombinant DNA techniques ,  i n c l u d i n g  but  n o t  l i m i t e d  t o  i s o l a t i o n  o f  mRNA 
and DNA, p r e p a r a t i o n  o f  cDNA l i b r a r i e s ,  i n  s i t u  h y b r i d i z a t i o n ,  g e n e r a t i o n  o f  
g e n e t i c  markers ,  r e s t r i c t i o n  fragment l e n g t h  polymorphisms and Northern,
Southern  and Western b l o t t i n g  

o 	 gene t r a n s f e r  techniques ,  i n c l u d i n g  v e c t o r  product ion ,  t r a n s f e c t i o n  and 
i n f e c t i o n ,  

o p r o d u c t i o n  o f  t r a n s g e n i c  cel ls ,  c e l l  l i n e s  and an imals  

o hybridoma p r o d u c t i o n  

o i d e n t i f i c a t i o n  of gene products  

o o t h e r  novel  t e c h n i q u e s  u s e f u l  i n  endocrinology 

ELIGIBILITY REQUIREMENTS: 

The Host must b e  an  e s t a b l i s h e d  i n v e s t i g a t o r  with e x p e r t i s e  i n  molecular  b io logy ,
g e n e t i c s  o r  o t h e r  novel  t e c h n i q u e s  and must a l s o  be a c u r r e n t  P I  o f  an I n s t i t u t e  o r  
D i v i s i o n  of t h e  N I H .  The proposed V i s i t i n g  Researcher  must be a c u r r e n t  P I  o f  
N I D D K ,  DDEMD . 
Under s p e c i a l  c i rcumstances  such as u n c a n c e l l a b l e  p r i o r  commitments d u r i n g  t h e  
p e r i o d  September 1,  1987 - August 31, 1988,  t h a t  do n o t  a l low t h e  e s t a b l i s h e d  
r e s e a r c h e r  t o  v i s i t  t h e  Hos t ' s  l a b o r a t o r y  and p a r t i c i p a t e  p e r s o n a l l y  i n  t h e  p r o j e c t ,  
an  e s t a b l i s h e d  r e s e a r c h e r  and P I  o f  DDEMD may sponsor  a q u a l i f i e d  member o f  h i d h e r  
team as a V i s i t i n g  Researcher .  I n  such i n s t a n c e s  it is r e q u i r e d  t h a t  t h e  team 
member r e t u r n  t o  t h e  Sponsor 's  l a b o r a t o r y  f o r  a t  l e a s t  one y e a r  fo l lowing  t h e  v i s i t  
and e f f e c t i v e l y  work w i t h  new molecular  b i o l o g i c  and g e n e t i c  t e c h n i q u e s .  

The Sponsor must provide  documentation counters igned  by an  a u t h o r i z e d  i n s t i t u t i o n a l  
r e p r e s e n t a t i v e  t o  vouch both  f o r  t h e  r e s e a r c h  team member's q u a l i f i c a t i o n s  and t h e  
l i k e l i h o o d  of h i d h e r  r e t u r n  t o  t h e  sponsor ' s  l a b o r a t o r y .  The n a t u r e  o f  t h e  s p e c i a l
c i rcumstances  which p r e c l u d e  t h e  Sponsor 's  personal  p a r t i c i p a t i o n  as a V i s i t i n g
Researcher  must a l s o  be thoroughly  documented and expla ined  i n  t h e  a p p l i c a t i o n .  

A l l  Hosts ,  V i s i t i n g  Researchers ,  or sponsored V i s i t i n g  Researchers  must be c i t i z e n s  
o r  n o n c i t i z e n  n a t i o n a l s  o f  t h e  United S t a t e s ,  o r  have been l a w f u l l y  admi t ted  t o  t h e  
United S t a t e s  f o r  permanent r e s i d e n c e .  

A l l  personnel  involved  i n  t h e  p r o j e c t  must have r e c e i v e d  a Ph.D., M . D . ,  o r  
e q u i v a l e n t  degree  from an a c c r e d i t e d  domestic o r  f o r e i g n  i n s t i t u t i o n .  The Host and 
t h e  V i s i t i n g  Researcher/Sponsor must have had a t  l ea s t  seven subsequent  y e a r s  o f  
r e l e v a n t  r e s e a r c h  o r  p r o f e s s i o n a l  exper ience .  Demonstrated r e s e a r c h  a b i l i t y  must be 
evidenced by p u b l i c a t i o n s  and former o r  c u r r e n t  g r a n t s  from N I H ,  NSF o r  r e s e a r c h  
foundat ions. 

PURPOSE AND TERMS OF THE AWARD: 

T h i s  non-renewable award is  in tended  t o  provide  a maximum o f  $25,000 ( t o t a l  d i r e c t  
c o s t s )  over  a t h r e e  t o  s i x  months p e r i o d ,  t o  be used f o r  s a l a r i e s ,  supply  needs i n  
t h e  Hos t ' s  l a b o r a t o r y ,  and t r a v e l  funds f o r  t h e  V i s i t i n g  Researcher  o f  up t o  $600. 
However, t h e  r e q u e s t e d  p e r i o d  o f  suppor t  may be up t o  twelve months i n  o r d e r  t o  
accommodate schedul ing  o f  t h e  proposed a c t i v i t i e s .  F u r t h e r  d e t a i l s  on budget w i l l  
b e  provided i n  t h e  s p e c i a l  i n s t r u c t i o n  package f o r  p r e p a r a t i o n  of an  a p p l i c a t i o n  t o  
t h a t  should  be r e q u e s t e d  from program staff  (see below).  The proposed a c t i v i t y  must 
be f u l l - t i m e  f o r  t h e  V i s i t i n g  S c i e n t i s t  and must i n c l u d e  t h e  conduct o f  r e s e a r c h  
w i t h  s u p e r v i s i o n  provided by t h e  Host, o r  by t h e  Host i n  a s s o c i a t i o n  wi th  an e x p e r t
member o f  t h e  Host ' s  s t a f f .  The s e t t i n g  may be a U.S. n o n p r o f i t  p r i v a t e  o r  p u b l i c
i n s t i t u t i o n .  The Host i n s t i t u t i o n  must b e  d i f f e r e n t  from t h e  V i s i t i n g  Researcher ' s  
i n s t i t u t i o n .  

APPLICATION AND REVIEW PROCEDURES 

The format f o r  p r e p a r i n g  t h i s  a b b r e v i a t e d  a p p l i c a t i o n  is d i f f e r e n t  f r o m  t h a t  used by
NIH f o r  r e g u l a r  r e s e a r c h  p r o j e c t  g r a n t s .  THEREFORE, BEFORE PREPARING AN 
APPLICATION, PROGRAM STAFF ( l i s t e d  below) MUST BE CONTACTED REGARDING SPECIAL 
INSTRUCTIONS. A p p l i c a t i o n s  must adhere t o  t h i s  format t o  be respons ive  and must be 
submi t ted  on Form PHS 398, 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  O r  from 
t h e  D i v i s i o n  o f  Research Grants ,  N I H .  A s i n g l e  r e p l y  d a t e  of March 2 J  will be 
s t r i c t l y  e n f o r c e d .  An a n t i c i p a t e d  schedule  f o r  review and award i s  d e t a i l e d  below: 
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A p p l i c a t i o n  N I D D K  S p e c i a l  I n i t i a l  A n t i c i p a t e d
Receip t  Date Review Committee Award Date 

March 2, 1987 March/May 1987 September 1, 1987 

f i  REVIEW CRITERIA 

‘=e 	 A s p e c i a l  N I D D K  review committee w i l l  e v a l u a t e  t h e  s c i en t i f i c  merit o f  each 
a p p l i c a t i o n  based on t h e  fo l lowing  c r i t e r i a :  f e a s i b i l i t y  o f  t h e  proposed p i l o t
r e s e a r c h  p r o j e c t ;  t h e  p o t e n t i a l  o f  t h e  proposed p i l o t  r e s e a r c h  p r o j e c t  t o  provide
meaningful p r e l i m i n a r y  s c i e n t i f i c  d a t a ;  re levance  of  t h e  t e c h n i q u e s  proposed i n  t h e  
r e s e a r c h  p r o j e c t  t o  t h e  V i s i t i n g  Researcher ’s  ( o r  Sponsor’s)  f u t u r e  s t u d i e s  i n  
endocrinology,  d i a b e t e s  o r  metabolism; a p p r o p r i a t e n e s s  o f  t h e  Host‘s  r e s e a r c h  
p r o j e c t  f o r  communicating t h e  proposed techniques ;  a p p r o p r i a t e n e s s  of ALL s c i e n t i f i c  
s ta f f  involved;  a p p r o p r i a t e n e s s  o f  t h e  proposed budget,  i n c l u d i n g  degree  t o  which 
t h e  V i s i t i n g  Researcher  can o b t a i n  s a l a r y  suppor t  from o t h e r  s o u r c e s .  

REPORTING REQUIREMENTS 

A F i n a l  P r o g r e s s  Report ,  an I n v e n t i o n  Statement  and a F i n a n c i a l  S t a t u s  Report  must 
b e  submi t ted  w i t h i n  n i n e t y  days  after t h e  t e r m i n a t i o n  o f  t h e  award. T h i s  f i n a l  
r e p o r t i n g  requirement  is  t h e  same as t h a t  f o r  o t h e r  t y p e s  o f  r e s e a r c h  g r a n t s  and is  
i n  accord  w i t h  42 CFR 52 and 45 CFR 74. 

CONSULTATION WITH PROGRAM STAFF 

P r o s p e c t i v e  a p p l i c a n t s  are s t r o n g l y  encouraged t o  d i s c u s s  t h e i r  i d e a s  w i t h  Program
s taf f  (see below) t o  determine whether t h e y  f i t  t h e  d e f i n i t i o n  and g u i d e l i n e s  o f  
t h i s  announcement. A p p l i c a t i o n s  which, i n  t h e  opin ion  o f  s t a f f ,  do n o t  m e e t  t h e s e  
o b j e c t i v e s ,  scope and e l i g i b i l i t y  c r i t e r i a  w i l l  be  r e t u r n e d  wi thout  review.  

For f u r t h e r  in format ion  and s p e c i a l  i n s t r u c t i o n  on p r e p a r a t i o n  o f  an  a p p l i c a t i o n
p r o s p e c t i v e  V i s i t i n g  Researchers  o r  Host a p p l i c a n t s  should c o n t a c t :  

For Endocrinology Research 

Robert  Tolman, Ph.D. 

D i r e c t o r  

Endocrinology Research 

Program, N I D D K  


(h Room 605A - Westwood Bldg.
N I H ,  Bethesda, MD 20892 

ihd Telephone: (301) 496-7504 

For Metabol ic  Research 

Robert  Katz ,  Ph.D. 

D i r e c t o r  

Metabol ic  Diseases Research 

Program, N I D D K  

Room 607A - Westwood Bldg. 

N I H ,  Bethesda, MD. 20892 

Telephone: ( 3 0 1 )  496-7997 


For Diabe tes  Research 

J u l i a  Freeman, Ph .D . 

D i r e c t o r  

Diabetes  Research 

Program, N I D D K  

Room 626 - Westwood Bldg. 

N I H ,  Bethesda, MD 20892 

Telephone: (301) 496-7731 


This program is descr ibed i n  t h e  Ca ta log  of Federa l  D o m e s t i c  A s s i s t a n c e ,  No. 13.847, 
Diabetes ,  Endocrinology, and Metabol ic  Diseases. Awards w i l l  be  made under t h e  
a u t h o r i t y  of t h e  P u b l i c  Heal th  S e r v i c e  A c t ,  T i t l e  111, S e c t i o n  301, ( P u b l i c  Law 
78-410, a s  amended; 42 USC 241) and adminis te red  under PHS g r a n t  p o l i c i e s  and 
Federa l  Regula t ions ,  m o s t  s p e c i f i c a l l y  a t  42 CFR P a r t  52 and CFR P a r t  74.  This 
program is n o t  s u b j e c t  t o  t h e  in te rgovernmenta l  review requi rements  o f  Execut ive  
Order 12372 or Heal th  Systems Agency review.  

CONSTRUCTION, ALTERATION AND RENOVATION, AND INSTRUMENTATION FOR VISION 
RESEARCH FACILITIES 

P.T. 02; K.W. 0735000, 0780010 

N a t i o n a l  Eye I n s t i t u t e  

A p p l i c a t i o n  Rece ip t  Date:  A p r i l  8 ,  1987 

BACKGROUND 

( (1 The Nat iona l  Eye I n s t i t u t e  (NE11 announces t h a t  i n  FY1987 t h e r e  w i l l  be  
$2,250,000 a v a i l a b l e  �or t h e  suppor t  o f  t h e  expansion and improvement o f  

u-0 v i s i o n  r e s e a r c h  f a c i l i t i e s .  T h i s  program w i l l  p rovide  g r a n t s  f o r  t h r e e  
t y p e s  o f  a c t i v i t i e s :  
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A. I n s t r u m e n t a t i o n  
B.  A l t e r a t i o n  and Renovation 
C .  N e w  C o n s t r u c t i o n  

TYPES OF ACTIVITY 

A. I n s t r u m e n t a t i o n  

Support  may be  r e q u e s t e d  f o r  a s i n g 1  p i e c e  o r  a c o l l e c t i v e  system o f  s p e c i a l i z e d
l a b o r a t o r y  equipment. The equipment may be p r o j e c t  s p e c i f i c  o r  may be sha red  among
i n v e s t i g a t o r s  who cannot  o the rwise  j u s t i f y  t h e  purchase on an i n d i v i d u a l  g r a n t
p r o j e c t .  The NE1 w i l l  p rov ide  up t o  50% of t h e  t o t a l  purchase  p r i c e  of major
l a b o r a t o r y  equipment c o s t i n g  i n  t h e  range  o f  $25,000 t o  $ 3 0 0 , 0 0 0 ,  up t o  a maximum 
NE1 s h a r e  of $ 1 5 0 , 0 0 0 .  

B. A l t e r a t i o n  and Renovation 

Support  may be  r e q u e s t e d  f o r  t h e  c o s t s  of adap t ing  e x i s t i n g  i n t e r i o r  space  and 
u t i l i t i e s  w i t h i n  a f i n i s h e d  s t r u c t u r e ,  t o  t h e  needs o f  a v i s i o n  r e s e a r c h  group or o f '  
an i n d i v i d u a l  r e s e a r c h e r .  Some examples are: r enova t ion  o f  space  t o  meet t h e  needs  
o f  c l i n i c a l  v i s i o n  r e s e a r c h ,  remodel ing l a b o r a t o r y  space ,  r e d e s i g n i n g  s p e c i a l i z e d
i n s t r u m e n t a t i o n  space ,  o r  upgrading animal  care f a c i l i t i e s .  The NE1 w i l l  p rov ide  up 
t o  50% o f  t h e  t o t a l  a l lowab le  c o s t s  of p r o j e c t s  c o s t i n g  i n  t h e  range  o f  $ 5 0 , 0 0 0  t o  
$ 4 0 0 , 0 0 0 ,  t o  a maximum NE1 s h a r e  o f  $ 2 0 0 , 0 0 0 .  

C .  N e w  C o n s t r u c t i o n  

Suppor t  may be  r eques t ed  f o r  t h e  c o n s t r u c t i o n  of new b u i l d i n g s ,  a d d i t i o n s  t o  
e x i s t i n g  f a c i l i t i e s ,  o r  t h e  complet ion o f  " s h e l l "  space  i n  new o r  e x i s t i n g
b u i l d i n g s .  Large-sca le  A l t e r a t i o n  and Renovation p r o j e c t s  c o s t i n g  i n  excess  of 
$400,000 may a l s o  be r e q u e s t e d  under  t h i s  suppor t  mechanism. The NE1 p l a n s  t o  
p rov ide  up t o  50% o f  t h e  t o t a l  a l lowab le  c o s t  o f  t h e  p r o j e c t ,  t o  a maximum NE1 s h a r e  
o f  $ 5 0 0 ,  0 0 0 .  

FUNDING PARTICIPATION 

The a p p l i c a n t  o r g a n i z a t i o n  must demonst ra te  t h e  a v a i l a b i l i t y  o f  matching funds  from 
non-Federal s o u r c e s  a t  t h e  t i m e  o f  a p p l i c a t i o n .  

E L I G I B I L I T Y  

Any domest ic  p u b l i c  o r  non-p ro f i t  i n s t i t u t i o n ,  o r g a n i z a t i o n ,  o r  a s s o c i a t i o n  is  
e l i g i b l e  t o  app ly .  

METHOD OF APPLICATION 

P r o s p e c t i v e  a p p l i c a n t s  must r e q u e s t  a d d i t i o n a l  s p e c i f i c  i n fo rma t ion  about  
a p p l i c a t i o n  format  and o t h e r  g u i d e l i n e s  from t h e  NEI .  App l i can t s  are encouraged t o  
d i s c u s s  wi th  NE1 s ta f f  t h e  f e a s i b i l i t y  o f  t h e  p l a n s  b e f o r e  p r e p a r i n g  t h e  
a p p l i c a t i o n ,  

PHS Form 398 is  t o  be used f o r  I n s t r u m e n t a t i o n  and f o r  A l t e r a t i o n  and Renovation 
a p p l i c a t i o n s .  N e w  Cons t ruc t ion  a p p l i c a t i o n s  m u s t  be submi t t ed  on PHS Form 5162-1. 

APPLICATION ECEIPT 

Grant a p p l i c a t i o n s  must be submi t ted  to t h e  Div i s ion  of Research Grants ,  Na t iona l  
I n s t i t u t e s  of Heal th  by A p r i l  8 ,  1987.  A p p l i c a t i o n s  r e c e i v e d  a f t e r  t h a t  d a t e  w i l l  
n o t  be  accep ted  f o r  review i n  t h i s  compe t i t i on .  

S p e c i f i c  a p p l i c a t i o n  g u i d e l i n e s ,  a p p l i c a t i o n  forms, and a d d i t i o n a l  program
info rma t ion  may be ob ta ined  from: 

? 
Ms. Gaye Lynch
Gran t s  Management S p e c i a l i s t
N a t i o n a l  Eye I n s t i t u t e  
Bu i ld ing  3 1 ,  Room 6A48 
Bethesda,  Maryland 20892 
Telephone : ( 3 0  1 1 496-5884 

The program is  d e s c r i b e d  i n  t h e  Cata log  o f  Fede ra l  Domestic Ass i s t ance  N o . 1 3 . 9 8 5 ,
Eye Research Cons t ruc t ion  Gran t s .  Cons t ruc t ion  g r a n t s  made under t h i s  program a r e  
s u b j e c t  t o  Execut ive  Order 12372.  A l 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  P u b l i c  Hea l th  S e r v i c e  Act, T i t l e  I V ,  S e c t i o n  453 ( P u b l i c  Law 78-410,  as amended; 
42 USC 2 4 1 )  and admin i s t e red  under PHS g r a n t  p o l i c i e s  and Fede ra l  Regu la t ions  42 CFR 
P a r t  5 2  and 45 CFR P a r t  5 4 .  
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---- STUDY CENTERS AND COORDINATING CENTER FOR CHILDREN'S ACTIVITY TRIAL OF 
CARDIOVASCULAR HEALTH 

RFAs AVAILABLE: 	 87-HL-10-P 
87-HL-13-P 

P.T. 34; K.W. 0730070, 0705015, 0404000, 0715020, 0745055, 0411005 

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

A p p l i c a t i o n  Rece ip t  Date: March 16, 1987 

The Prevent ion  and Demonstration Research Branch o f  t h e  D i v i s i o n  of  Epidemiology and 
C l i n i c a l  A p p l i c a t i o n s ,  Nat iona l ,  Heart, Lung, and Blood I n s t i t u t e  ( N H L B I )  announces 
t h e  a v a i l a b i l i t y  o f  Requests  f o r  A p p l i c a t i o n s  (RFAs) on t h e  above s u b j e c t .  Copies
o f  t h e  RFAs are a v a i l a b l e  from s t a f f  of  t h e  NHLBI .  Note t h a t  awards w i l l  n o t  be 
made t o  f o r e i g n  i n s t i t u t i o n s .  

T h i s  program w i l l  suppor t  b e h a v i o r a l ,  c l i n i c a l ,  and b i o s t a t i s t i c a l  i n v e s t i g a t o r s  and 
s u p p o r t i n g  s t a f f  t o  c o l l a b o r a t i v e l y  p l a n  and e x e c u t e  a s t u d y  t o  assess t h e  
e f f e c t i v e n e s s  o f  school-based r i s k  r e d u c t i o n  i n t e r v e n t i o n s  i n v o l v i n g  t h r e e  
components. These components are a c a r d i o v a s c u l a r  cur r icu lum,  p a r e n t  p a r t i c i p a t i o n ,
and environmental  changes i n  t h e  school .  The program w i l l  u s e  t h e  c o o p e r a t i v e  
agreement mechanism. If t h i s  Phase I s t u d y  is  s u c c e s s f u l ,  it is  a n t i c i p a t e d  t h a t  a 
f u l l - s c a l e  f i e l d  t r i a l  w i l l  be conducted. I n t e r e s t e d  i n s t i t u t i o n s  may r e q u e s t
c o p i e s  o f  t h e  RFA f o r  e i t h e r  t h e  Study Center  (87-HL-10-PI or t h e  Coordina t ing
Center  (87-HL-13-P) o r  b o t h .  


Requests  f o r  c o p i e s  o f  t h e  RFAs should be addressed  t o :  


E l a i n e  J .  Stone,  Ph.D. 

D i v i s i o n  o f  Epidemiology and C l i n i c a l  A p p l i c a t i o n s 

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

F e d e r a l  Bui ld ing ,  Room 5C-10 

7550 Wisconsin Avenue 

Bethesda,  Maryland 20892 

Telephone: (301)  496-3503 


GROWTH FACTORS OF THE KIDNEY,  GENITOURINARY AND HEMATOLOGIC SYSTEMS 

RFA AVAILABLE: 87-DK-03 

P.T. 3 4 ;  K . W .  0760020, 0705075, 0785070, 0765035, 1002004, 1002008, 1002017,
0785050, 0710070, 0710100 

N a t i o n a l  I n s t i t u t e  o f  Diabe tes  and D i g e s t i v e  and Kidney Diseases 

A p p l i c a t i o n  Rece ip t  Date:  A p r i l  1,  1987 

The D i v i s i o n  of Kidney, Urologic  and Hematologic Diseases  (DKUHD) o f  t h e  N a t i o n a l  
I n s t i t u t e  of D i a b e t e s  and D i g e s t i v e  and Kidney Diseases (NIDDK) announces t h e  
a v a i l a b i l i t y  o f  a Request f o r  A p p l i c a t i o n s  (RFA) on t h e  above s u b j e c t .  

BACKGROUND 

Research on growth f a c t o r s  (GFs) a f f e c t i n g  t h e  kidney and u r o l o g i c  t r ac t  is  n o t  as 
w e l l  e s t a b l i s h e d  as i n  some o t h e r  a r e a s .  S e v e r a l  f a c t o r s  have been p a r t i a l l y
c h a r a c t e r i z e d  i n  t h e  area of  hematopoiesis ,  bu t  t h e  complex r e g u l a t o r y  and 
p a t h o p h y s i o l o g i c a l  r o l e s  o f  t h e s e  f a c t o r s  h a s  y e t  t o  be e v a l u a t e d .  I n i t i a l  s t u d i e s  
i n t o  r e n a l ,  g e n i t o u r i n a r y  and hematopoie t ic  GFs i n d i c a t e  t h a t  t h e s e  are r e l e v a n t  
areas f o r  i n c r e a s e d  s c i e n t i f i c  i n t e r e s t  and r e s e a r c h .  

RESEARCH GOALS AND SCOPE 

T h i s  s p e c i a l  g r a n t  program w i l l  suppor t  fundamental  r e s e a r c h  on t h e  s t r u c t u r e ,
f u n c t i o n  and r e g u l a t i o n  o f  GFs r e l e v a n t  t o  t h e  kidney,  g e n i t o u r i n a r y  and hematologic  
sys tems.  The major purpose o f  t h i s  s o l i c i t a t i o n  is t o  encourage t h e  a p p l i c a t i o n  of 
modern c e l l u l a r  and molecular  t e c h n o l o g i e s  i n  o r d e r  t o  i d e n t i f y ,  i s o l a t e ,  and p u r i f y
p o t e n t i a l  GF(s);  t o  determine t h e i r  p h y s i o l o g i c a l  re levance ;  t o  develop r e l e v a n t  
d e t e c t i o n  a s s a y s ;  t o  e l u c i d a t e  r e g u l a t o r y  p r o c e s s e s  governing t h e i r  a c t i v i t i e s ;  and 
t o  re la te  t h e s e  f i n d i n g s  t o  disease processes. 

An emphasis o f  t h i s  i n i t i a t i v e  is t o  f o s t e r  e x t e n s i v e  c o l l a b o r a t i o n  between 
i n d i v i d u a l s  i n  t h e  b a s i c  s c i e n c e s ,  i n c l u d i n g  b iochemis t ry .  c e l l  b io logy ,  embryology,

*r 	 endocrinology,  hematology, immunology, molecular  b io logy ,  pathology,  pharmacology
and phys io logy .  Thus, it i s  t h e  i n t e n t  o f  t h i s  s o l i c i t a t i o n  t o  engage i n v e s t i g a t o r s  

5 



i 


' 

who c u r r e n t l y  have d i v e r s e  r e s e a r c h  i n t e r e s t s  b u t  who may wish t o  apply  t h e i r  

t e c h n o l o g i e s  and e x p e r t i s e  i n  e l u c i d a t i n g  and ex tending  t h e  c u r r e n t  knowledge o f  GFs 

i n  t h e  kidney,  u r o l o g i c  and hematologic f i e l d s .  


MECHANISMS OF SUPPORT 


Support  f o r  t h i s  program w i l l  be  through t h e  gran t - in-a id  and w i l l  b e  governed by

t h e  c u r r e n t  p o l i c i e s  o f  g r a n t  programs o f  t h e  Nat iona l  I n s t i t u t e s  o f  Heal th .  

A p p l i c a t i o n s  may be submi t ted  f o r  t r a d i t i o n a l ,  i n d i v i d u a l  r e s e a r c h - p r o j e c t  g r a n t s 

( R O l s )  o r  F i r s t  Independent Research Support  & T r a n s i t i o n  Awards (R29s),  o n l y . 

Although p l a n s  f o r  F i s c a l  Year 1987 i n c l u d e  $1.2 m i l l i o n  f o r  t h e  t o t a l  ( d i r e c t  and 

i n d i r e c t )  c o s t s  o f  t h i s  program, t h e  funding o f  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 is c o n t i n g e n t  on t h e  a c t u a l  a v a i l a b i l t y  o f  funds and r e c e i p t  o f  

a p p l i c a t i o n s  deemed worthy o f  suppor t  by t h e  accepted  N I H  p e e r  review procedpre.  It 

is  a n t i c i p a t e d  t h a t  s i x  t o  e i g h t  awards w i l l  be  made, f o r  up t o  f i v e  y e a r s  under 

t h i s  program. S i n c e  a v a r i e t y  of  approaches would r e p r e s e n t  v a l i d  responses  t o  t h i s  

announcement, it i s  a n t i c i p a t e d  t h a t  t h e r e  w i l l  be  a range o f  c o s t s  among i n d i v i d u a l  

awards.  


APPLICATION AND REVIEW PROCEDURES 


A p p l i c a t i o n s  i n  response  t o  t h i s  RFA w i l l  be  reviewed for s c i e n t i f i c  and t e c h n i c a l  

merit by an i n i t i a l  review group which w i l l  be  convened by t h e  D i v i s i o n  o f  

Extramural  A c t i v i t i e s ,  N I D D K ,  s o l e l y  t o  review t h e s e  a p p l i c a t i o n s .  Upon r e c e i p t , 

a p p l i c a t i o n s  w i l l  be e v a l u a t e d  f o r  t h e i r  respons iveness  t o  t h e  o b j e c t i v e s  o f  t h i s  

RFA. If an  a p p l i c a t i o n  is  judged unresponsive a t  t h i s  s t a g e ,  t h e  a p p l i c a n t  w i l l  be  

c o n t a c t e d  and g iven  an  o p p o r t u n i t y  t o  withdraw t h e  a p p l i c a t i o n  o r  t o  have it 

c o n s i d e r e d  f o r  t h e  r e g u l a r  r e s e a r c h  g r a n t  program o f  t h e  N I H .  Should t h e  p r o p o s a l 

submi t ted  i n  response  t o  t h e  RFA be s u b s t a n t i a l l y  similar t o  a r e s e a r c h  a p p l i c a t i o n 

a l r e a d y  under c o n s i d e r a t i o n  by t h e  N I H ,  t h e  a p p l i c a n t  w i l l  be  asked t o  withdraw 

e i t h e r  a p p l i c a t i o n .  Simultaneous submission o f  i d e n t i c a l  a p p l i c a t i o n s  w i l l  n o t  be 

al lowed.  


Funding d e c i s i o n s  w i l l  be  based on I n i t i a l  Review Group and t h e  Nat iona l  Diabe tes  

and D i g e s t i v e  and Kidney Diseases  Advisory Council  recommendations and r e l e v a n c e  t o  

t h e  O b j e c t i v e s  and Scope o f  t h e  RFA. Appl icants  should r e q u e s t  a s t a r t  d a t e  o f  

September 30, 1987. 


For f u r t h e r  i n f o r m a t i o n  and c o p i e s  o f  t h e  complete RFA, p l e a s e  c o n t a c t :  


M . J .  Scherbenske, Ph.D. 

Renal Physiology/Pathophysiology Program D i r e c t o r  

DKUHD/NIDDK 

Westwood B u i l d i n g ,  Room 621 

Bethesda,  Maryland 20892 

Telephone: (301)  496-7458 


KIDNEY DISEASE OF DIABETES MELLITUS: NEW STUDIES ON THE PATHOGENETIC MECHANISMS AND 

C L I N I C A L  FEATURES 


RFA AVAILABLE: RFA-DK-87-04 


P.T. 34;  K.W. 0715075, 1002019,  1003002, 0710100, 0765035 


N a t i o n a l  I n s t i t u t e  o f  Diabe tes  and D i g e s t i v e  and Kidney Diseases  


A p p l i c a t i o n  Rece ip t  Date:  A p r i l  1, 1987 


The D i v i s i o n  of Kidney, Urologic  and Hematologic Diseases (DKUHD) o f  t h e  N a t i o n a l  

I n s t i t u t e  o f  Diabe tes  and D i g e s t i v e  and Kidney Diseases  ( N I D D K )  announces t h e  

a v a i l a b i l i t y  o f  a Request f o r  A p p l i c a t i o n s  (RFA) on t h e  above s u b j e c t .  


BACKGROUND 

Renal d i s e a s e s  l e a d i n g  t o  f a i l u r e  t h a t  r e s u l t s  i n  replacement t h e r a p y  r e p r e s e n t  a n  
impor tan t  p u b l i c  h e a l t h  problem. The l a r g e s t  s i n g l e  cause  of  r e n a l  d i s e a s e  i s  now 
d i a b e t e s  m e l l i t u s .  The number of p a t i e n t s  wi th  end s t a g e  r e n a l  d i s e a s e  (ESRD) due 
t o  kidney d i s e a s e  o f  d i a b e t e s  m e l l i t u s  has a l s o  r i s e n  s t e a d i l y  over  t h e  l a s t  decade.  
A t  p r e s e n t ,  n e a r l y  30 p e r c e n t  o f  new p a t i e n t s  e n t e r i n g  t h e  ESRD program have kidney
d i s e a s e  o f  d i a b e t e s  m e l l i t u s .  T h i s  number is i n c r e a s i n g  a t  a ra te  o f  approximately
2 p e r c e n t  a n n u a l l y ,  t h e r e f o r e  w i t h i n  t h e  next decade kidney d i s e a s e  of d i a b e t e s  
m e l l i t u s  w i l l  l i k e l y  account  f o r  more t h a n  50  percent  of a l l  p a t i e n t s  i n  t h e  ESRD 
program. Thus, kidney d i s e a s e  of d i a b e t e s  m e l l i t u s ,  be ing  t h e  predominant cause  of 
ESRD i n  t h e  United S t a t e s ,  r e p r e s e n t s  a s i g n i f i c a n t  and growing h e a l t h  problem. 

C 


c 


b 
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RESEARCH GOALS AND SCOPE 

The o v e r a l l  g o a l  of t h i s  RFA i s  t o  encourage new s t u d i e s  and new i n v e s t i g a t o r s  t o  
e n t e r  t h i s  f i e l d  t o  broaden t h e  base o f  r e s e a r c h  d i s c i p l i n e s  a d d r e s s i n g  i s s u e s  
p e r t i n e n t  t o  k idney  d i s e a s e  o f  d i a b e t e s  m e l l i t u s .  The RFA is  in tended  t o  s t i m u l a t e(? t h e  development and submission of p r o j e c t s  aimed a t  unders tanding  t h e  p a t h o g e n e t i c  

. mechanisms of kidney  d i s e a s e  o f  d i a b e t e s  m e l l i t u s  and t h e  development o f  d i a g n o s t i c  
-'-M measures and approaches t o  e f f e c t i v e  prevent ion ,  c o n t r o l  and t r e a t m e n t .  The scope

of t h e s e  p r o j e c t s  i s  in tended  t o  i n c l u d e  s t u d i e s  o f  t h e  g e n e t i c s ,  physiology,
b iochemis t ry ,  pathology,  pharmacology, immunology and c l i n i c a l  f e a t u r e s  o f  k idney
d i s e a s e  of d i a b e t e s  m e l l i t u s .  Research approaches cons idered  a p p r o p r i a t e  i n c l u d e  
t h e  u s e  of exper imenta l  models and/or c l i n i c a l  s t u d i e s .  

MECHANISMS OF SUPPORT 

A p p l i c a t i o n s  may be submi t ted  f o r  t r a d i t i o n a l ,  i n d i v i d u a l  r e s e a r c h - p r o j e c t  g r a n t s
(ROls) o r  F i r s t  Independent Research Support  & T r a n s i t i o n  (FIRST) Awards (R29s)
only .  Although p l a n s  for F i s c a l  Year 1987 i n c l u d e  $2.0 m i l l i o n  f o r  t h e  t o t a l  
(direct and i n d i r e c t  1 c o s t s  o f  t h i s  program, t h e  funding o f  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 i s  c o n t i n g e n t  on t h e  a c t u a l  a v a i l a b i l t y  o f  funds  and r e c e i p t
of a p p l i c a t i o n s  deemed worthy of support  by t h e  accepted  N I H  p e e r  review procedure ,
It is a n t i c i p a t e d  t h a t  approximately seven t o  t e n  awards w i l l  be made, f o r  up t o  
f i v e  y e a r s  under  t h i s  program. S ince  a v a r i e t y  o f  approaches would r e p r e s e n t  v a l i d  
r e s p o n s e s  t o  t h i s  announcement, it is a n t i c i p a t e d  t h a t  t h e r e  w i l l  he  a range  of 
c o s t s  among i n d i v i d u a l  awards.  The e a r l i e s t  expected s t a r t i n g  d a t e  f o r  t h e  
s u c c e s s f u l  a p p l i c a t i o n s  w i l l  be  September 30, 1987. 

APPLICATION AND REVIEW PROCEDURES 

A p p l i c a t i o n s  i n  response  t o  t h i s  RFA 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  
m e r i t  by an  i n i t i a l  review group which w i l l  b e  convened by t h e  D i v i s i o n  o f  
Extramural  A c t i v i t i e s ,  N I D D K ,  s o l e l y  t o  review t h e s e  a p p l i c a t i o n s .  Upon r e c e i p t ,
a p p l i c a t i o n s  w i l l  be  e v a l u a t e d  f o r  t h e i r  respons iveness  t o  t h e  o b j e c t i v e s  o f  t h e  
RFA. If an  a p p l i c a t i o n  is judged unresponsive a t  t h i s  s t a g e ,  t h e  a p p l i c a n t  w i l l  be 
c o n t a c t e d  and g iven  t h e  o p p o r t u n i t y  t o  withdraw t h e  a p p l i c a t i o n  o r  have it 
c o n s i d e r e d  f o r  t h e  r e g u l a r  r e s e a r c h  g r a n t  program o f  t h e  N I H .  Should t h e  p r o p o s a l
submi t ted  i n  response  t o  t h e  RFA be s u b s t a n t i a l l y  similar t o  a r e s e a r c h  g r a n t
a p p l i c a t i o n  a l r e a d y  under c o n s i d e r a t i o n  by t h e  NIH, t h e  a p p l i c a n t  w i l l  b e  asked to 
withdraw e i t h e r  a p p l i c a t i o n .  Simultaneous submission o f  i d e n t i c a l  a p p l i c a t i o n s  w i l l

3 n o t  b e  al lowed.  

* J  	 Funding d e c i s i o n s  w i l l  be  based on I n i t i a l  Review Group and t h e  N a t i o n a l  Diabe tes  
and D i g e s t i v e  and Kidney Diseases Advisory Council  recommendations and r e l e v a n c e  t o  
t h e  O b j e c t i v e s  and Scope o f  t h e  RFA. 

For f u r t h e r  i n f o r m a t i o n  and c o p i e s  o f  t h e  complete RFA, p l e a s e  c o n t a c t :  


Gladys H. Hirschman, M . D .  

D i r e c t o r ,  Chronic Renal Disease Program

DKUHD, N I D D K  

Westwood Bui ld ing ,  Room 621 

Bethesda, Maryland 20892 

Telephone: (301) 496-7571 


RESEARCH ON THE NORMAL URINARY TRACT AND I N  DISEASES SUCH AS INTERSTITIAL CYSTITIS 

RFA AVAILABLE: 87-DK-05 

P.T. 34; K . W .  0705075, 0755020, 0715125 

N a t i o n a l  I n s t i t u t e  o f  Diabe tes  and D i g e s t i v e  and Kidney Diseases 

A p p l i c a t i o n  Rece ip t  Date: A p r i l  1 ,  1987 

The Nat iona l  I n s t i t u t e  o f  Diabe tes  and D i g e s t i v e  and Kidney Diseases  ( N I D D K )  th rough
t h e  D i v i s i o n  of Kidney, Urologic  and Hematologic Diseases ( D K U H D )  i n v i t e s  g r a n t
a p p l i c a t i o n s  f o r  suppor t  o f  r e s e a r c h  on t h e  s t r u c t u r e  and f u n c t i o n  of  t h e  u r i n a r y  
t r a c t  i n  normal and d i s e a s e  s t a t e s  such as i n t e r s t i t i a l  c y s t i t i s .  S t r u c t u r a l  and/or
f u n c t i o n a l  a b n o r m a l i t i e s  o f  t h e  u r i n a r y  t r a c t  are an e s s e n t i a l  p a r t  o f  t h e  
i n i t i a t i o n  and p r o g r e s s i o n  of u r i n a r y  t r a c t  d i s e a s e s .  Basic r e s e a r c h  on u r i n a r y  
t r a c t  physiology and pathophysiology is cons idered  e s s e n t i a l  f o r  developing a b e t t e r  
s c i e n t i f i c  unders tanding  o f  normal and abnormal p r o c e s s e s .  

<#BACKGROUND 

D i s o r d e r s  of t h e  u r i n a r y  t r a c t  are c o s t l y ,  s o c i a l l y  and economical ly  d e b i l i t a t i n g
d i s o r d e r s  i n  c h i l d r e n  and a d u l t s .  A s  an example, i n t e r s t i t i a l  c y s t i t i s  i s  a p o o r l y  
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unders tood  and p a i n f u l  syndrome a f f e c t i n g  b l a d d e r  f u n c t i o n  and m i c t u r i t i o n  f o r  which 

t h e r e  is  no e f f e c t i v e  t r e a t m e n t .  Research t o  d a t e  h a s  n o t  uncovered t h e  e t i o l o g y  o f  

i n t e r s t i t i a l  c y s t i t i s ,  a l though p o s s i b l e  r o l e s  o f  b a c t e r i a l ,  v i r a l ,  f u n g a l , 

inflammatory and immune mechanisms have been s t u d i e d .  The r e l a t i o n s h i p  between 

r e f l u x ,  i n f e c t i o n ,  r e n a l  s c a r r i n g  and r e n a l  d y s f u n c t i o n  is p o o r l y  understood,  b u t  

t h e  a s s o c i a t i o n  is  common. The n a t u r e  o f  t h e  r e l a t i o n s h i p  between u r i n e  s t o r a g e ,  c
I t r a n s p o r t  and m i c t u r i t i o n  as r e l a t e d  t o  b a c t e r i a l  i n f e c t i o n  and as r e l a t e d  t o

1 wv i n t e r s t i t i a l  c y s t i t i s  remains obscure and needs f u r t h e r  s t u d y .  

OBJECTIVES AND SCOPE 

To c h a r a c t e r i z e  t h e  normal u re te ra l ,  b l a d d e r  and u r e t h r a l  w a l l s  w i t h  r e s p e c t  t o  i t s  
e p i t h e l i u m ,  smooth muscle and i n t e r s t i t i a l  a s p e c t s .  The development o f  c e l l  l i n e s  
of t h e  v a r i o u s  c e l l  t y p e s  is  a h i g h  p r i o r i t y  i n  t h e  s t u d y  o f  e p i t h e l i u m  and smooth 
muscle. Determina t ion  of changes i n  t h e  anatomy, physiology a n d l o r  neurophysiology
of u r e t e r o v e s i c a l  f u n c t i o n  r e s u l t i n g  i n  u r e t e r a l  o r  i n t r a r e n a l  r e f l u x  due t o  
d i s e a s e s  such  as i n t e r s t i t i a l  c y s t i t i s  o r  u r i n a r y  t rac t  (UT) i n f e c t i o n  are r e q u i r e d .
The n a t u r e  and t y p e  o f  i n i t i a t i n g  f a c t o r s  and t h o s e  which may l e a d  t o  d y s f u n c t i o n
r e q u i r e  s t u d y .  Q u e s t i o n s  such as t h e  s i t e  and n a t u r e  o f  t h e  p e r m e a b i l i t y  b a r r i e r ,  
response  o f  t h e  smooth muscle c e l l  t o  changes t h e r e i n ,  and t h e  m a t u r a t i o n a l  e lements  
o f  t h e s e  phenomena remain t o  be e l u c i d a t e d .  Research i s  needed t o  c h a r a c t e r i z e  
i n t e r a c t i v e  p r o c e s s e s  r e s p o n s i b l e  f o r  t h e  passage o f  u r i n e  from t h e  r e n a l  p e l v i s  t o  
t h e  b l a d d e r  and e v e n t u a l  m i c t u r i t i o n .  The development o f  an  animal model, o r  
models, would be u s e f u l .  More unders tanding  is needed on t h e  urgency and f requency
f o r  m i c t u r i t i o n  and b l a d d e r  and UT p a i n  r e p o r t e d  i n  i n t e r s t i t i a l  c y s t i t i s ,  a 
c o n d i t i o n  w i t h  symptoms mimicking UT i n f e c t i o n  b u t  without  b a c t e r i u r i a .  
C h a r a c t e r i z a t i o n  o f  changes is  needed i n  b l a d d e r  s t r u c t u r e  and f u n c t i o n  r e s u l t i n g  i n  
t h e  development of t h e  syndrome now commonly diagnosed as i n t e r s t i t i a l  c y s t i t i s .
Observa t ions  have sugges ted  t h a t  changes i n  t h e  b ladder  mucin l a y e r  may be 
a s s o c i a t e d  w i t h  g l o m e r u l a t i o n s ,  i n f e c t i o n  and i n  some i n s t a n c e s  cancer. The 
p o s s i b l e  r o l e ( s 1  and f u n c t i o n  o f  mast ce l l s  r e p o r t e d  t o  b e  p r e s e n t  i n  h i g h e r  numbers 
i n  t h e  b l a d d e r  muscle o f  t h o s e  w i t h  i n t e r s t i t i a l  c y s t i t i s  r e q u i r e  f u r t h e r  
e l u c i d a t i o n .  Data are needed on whether changes i n  b l a d d e r  s t r u c t u r e  and f u n c t i o n  
may r e s u l t  from u r i n e  induced changes o r  be t h e  r e s u l t  o f  e p i t h e l i a l / s m o o t h  muscle 
changes o r  autoimmune f a c t o r s .  The p o t e n t i a l  r o l e  o f  hormones in e f f e c t i n g  lower UT 
s t r u c t u r e ,  f u n c t i o n  and sensory  phenomena would b e  important  t o  know. Condi t ions  o f  
t h e  UT t h a t  may b e  conducive t o  t h e  o n s e t  and p r o g r e s s i o n  o f  i n f e c t i o n ,  such as t h e  
r e l a t i o n  o f  t h e  uro the l ium i n  adherence and/or  c o l o n i z a t i o n  t o  t h e  v i r u l e n c e  o f  
b a c t e r i a  l e a d i n g  t o  i n f e c t i o n ,  r e q u i r e  s t u d y .  Few s t u d i e s  have i n  t u r n  d e l i n e a t e d  
t h e  effects  o f  b a c t e r i a l  i n v a s i o n  on t h e  s t r u c t u r a l  and f u n c t i o n a l  c h a r a c t e r i s t i c s  
o f  t h e  UT which may w e l l  i n f l u e n c e  t h e  end r e s u l t  o f  such  i n f e c t i o n s .  An o v e r a l l  

qyv 	 o b j e c t i v e  o f  t h i s  announcement is t o  r e c r u i t  new i n v e s t i g a t o r s  i n t o  t h i s  f i e l d  so as 
t o  expand t h e  b r e a d t h  and scope o f  r e s e a r c h  on t h e  lower UT. 

MECHANISM OF SUPPORT 

Support  f o r  t h i s  program w i l l  be  through 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 .  P o l i c i e s  
t h a t  govern r e s e a r c h  g r a n t  programs o f  t h e  Nat iona l  I n s t i t u t e s  o f  Heal th  w i l l  
p r e v a i l .  F i n a n c i a l  p l a n s  f o r  FY 1987 i n c l u d e  $600,000 f o r  t h e  t o t a l  c o s t s  o f  t h i s  
program. It is a n t i c i p a t e d  t h a t  f o u r  t o  s i x  awards w i l l  be made, c o n t i n g e n t  upon
r e c e i p t  of funds  f o r  t h i s  purpose.  The s p e c i f i c  amount t o  be funded w i l l  depend on 
t h e  m e r i t  and scope o f  t h e  a p p l i c a t i o n s  r e c e i v e d .  

APPLICATION AND REVIEW PROCEDURES 

A p p l i c a t i o n s  i n  response  t o  t h i s  RFA w i l l  b e  reviewed 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  i n i t i a l  review group which w i l l  be convened by t h e  D i v i s i o n  o f  
Extramural  A c t i v i t i e s ,  N I D D K ,  s o l e l y  t o  review t h e s e  a p p l i c a t i o n s .  Upon r e c e i p t ,
a p p l i c a t i o n s  w i l l  be  e v a l u a t e d  f o r  t h e i r  respons iveness  t o  t h e  o b j e c t i v e s  o f  t h i s  
RFA. If an a p p l i c a t i o n  is  judged unresponsive a t  t h i s  s t a g e ,  t h e  a p p l i c a n t  w i l l  be  
c o n t a c t e d  and g iven  an  o p p o r t u n i t y  t o  withdraw t h e  a p p l i c a t i o n  o r  t o  have it 
c o n s i d e r e d  f o r  t h e  r e g u l a r  r e s e a r c h  g r a n t  program o f  t h e  N I H .  Should t h e  p r o p o s a l
submi t ted  i n  response  t o  t h e  RFA be s u b s t a n t i a l l y  similar to a r e s e a r c h  a p p l i c a t i o n
a l r e a d y  under c o n s i d e r a t i o n  by t h e  N I H ,  t h e  a p p l i c a n t  w i l l  be  asked t o  withdraw 
e i t h e r  a p p l i c a t i o n .  Simultaneous submission of i d e n t i c a l  a p p l i c a t i o n s  w i l l  n o t  b e  
a l lowed.  

Funding d e c i s i o n s  w i l l  be  based on I n i t i a l  Review Group and t h e  Nat iona l  Diabe tes  
and D i g e s t i v e  and Kidney Diseases Advisory Council  recommendations and r e l e v a n c e  t o  
t h e  O b j e c t i v e s  and Scope o f  t h e  RFA. A p p l i c a n t s  should r e q u e s t  a s t a r t  d a t e  o f  
September 30, 1987. 

For f u r t h e r  in format ion  and a copy o f  t h e  complete RFA, p l e a s e  c o n t a c t :  

C h a r l e s  H .  Rodgers, Ph.D. 
UI 	 Urology Frogram D i r e c t o r ,  DKUHD, N I D D K  

c_, 
Westwood B u i l d i n g ,  Room 609C 
Bethesda,  MD 20892 
Telephone: ( 3 0 1 )  496-7573 
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ERYTHROPOIETIN REGULATED EXPRESSION, RECEPTION, AND MODULATION OF CELLULAR 
DIFFERENTIATION 

RFA AVAILABLE: 87-DK-06 

P.T. 3 4 ;  K . W .  0760020,  1002004,  1002008, 0760075,  0760025,  0790000, 1002019, 0765015 

N a t i o n a l  I n s t i t u t e  o f  Diabe tes  and D i g e s t i v e  and Kidney Diseases 

A p p l i c a t i o n  Rece ip t  Date A p r i l  1 ,  1987 

The N a t i o n a l  I n s t i t u t e  of Diabe tes  and D i g e s t i v e  and Kidney Diseases ( N I D D K )  th rough
t h e  D i v i s i o n  of Kidney, Urologic  and Hematologic Diseases (DKUHD) i n v i t e s  g r a n t
a p p l i c a t i o n s  f o r  suppor t  of r e s e a r c h  on fundamental q u e s t i o n s  o f  e r y t h r o p o i e t i n
r e g u l a t e d  e x p r e s s i o n ,  r e c e p t i o n ,  and modulation of  c e l l u l a r  d i f f e r e n t i a t i o n .  The 
r e c e n t  a v a i l a b i l i t y  o f  pure  recombinant e r y t h r o p o i e t i n  makes it p o s s i b l e  t o  pursue
s t u d i e s  aimed a t  unders tanding  t h i s  important  growth f a c t o r  i n  normal and p a t h o l o g i c
f u n c t i o n i n g  of t h e  hemopoiet ic  system. Such work could c o n t r i b u t e  t o  t h e  p r e v e n t i o n
and a l l e v i a t i o n  o f  t h e  anemia of c h r o n i c  d i s e a s e s .  C l i n i c a l  t r i a l s  are n o t  
r e q u e s t e d .  

BACKGROUND 

E r y t h r o p o i e t i n ,  a growth f a c t o r  produced p r i m a r i l y  by t h e  kidney, c a u s e s  b o t h  
p r o l i f e r a t i o n  and d i f f e r e n t i a t i o n  o f  c e l l s  o f  t h e  hematopoie t ic  system i n  response  
to r e n a l  c e l l  oxygen c o n c e n t r a t i o n .  The s t u d y  o f  e r y t h r o p o i e t i n  h a s  been hampered
by d i f f i c u l t i e s  encountered i n  measuring t h i s  growth f a c t o r ,  and by t h e  l i m i t e d  
amount o f  p u r e  e r y t h r o p o i e t i n  a v a i l a b l e .  Recent i s o l a t i o n  o f  t h e  e r y t h r o p o i e t i n  
gene and t h e  commercial p roduct ion  o f  e r y t h r o p o i e t i n  i n  v i t r o ,  coupled w i t h  a h i g h l y
s e n s i t i v e  and s p e c i f i c  radioimmunoassay, now makes it p o s s i b l e  t o  examine t h e  
r e g u l a t i o n  o f  e r y t h r o p o i e t i n  express ion ,  i n t e r a c t i o n  w i t h  i ts r e c e p t o r ,  and s i g n a l
t r a n s d u c t i o n  a t  t h e  c e l l u l a r  and molecular  l e v e l .  

The purpose of t h i s  i n i t i a t i v e  i s  t o  seek  p r o p o s a l s  i n  which t h e  r e g u l a t e d
e x p r e s s i o n ,  r e c e p t i o n ,  p o s t - r e c e p t o r  modulation o f  c e l l  a c t i v i t i e s ,  r o l e  i n  
d i f f e r e n t i a t i o n  o f  e r y t h r o p o i e t i n ,  and l i m i t a t i o n  o f  effect  are examined a t  t h e  
c e l l u l a r  and molecular  l e v e l .  P a r t i c u l a r  encouragement is o f f e r e d  t o  i n v e s t i g a t o r s
w e l l - t r a i n e d  i n  p e r t i n e n t  t e c h n o l o g i e s  who c u r r e n t l y  may be pursu ing  o t h e r  research 
i n t e r e s t s .  

RESEARCH OBJECTIVES 

C i r c u l a t i n g  l e v e l s  o f  e r y t h r o p o i e t i n  are modulated i n  response  t o  changes i n  t h e  
oxygen t e n s i o n  of t h e  blood by undetermined mechanisms. P a t i e n t s  w i t h  s e v e r e  kidney
d y s f u n c t i o n  have s i g n i f i c a n t l y  reduced plasma e r y t h r o p o i e t i n  l e v e l s ,  o f t e n  have 
c h r o n i c  anemia, and r e q u i r e  f r e q u e n t  blood t r a n s f u s i o n s .  The anemia o f  c h r o n i c  
r e n a l  f a i l u r e  a p p e a r s  t o  be due t o  a l a c k  o f  e r y t h r o p o i e t i n ,  a l o n g  wi th  t h e  p o s s i b l e
accumulat ion o f  uremic i n h i b i t o r s  o f  e r y t h r o p o i e s i s .  S t u d i e s  o f  t h e  c l i n i c a l  use  o f  
e r y t h r o p o i e t i n  are under way. 

C e n t r a l  q u e s t i o n s  i n c l u d e  which kidney ce l l s  are r e s p o n s i b l e  f o r  e r y t h r o p o i e t i n
product ion ,  r e g u l a t i o n  o f  e r y t h r o p o i e t i n  product ion  a t  t h e  molecular  l e v e l ,  and 
c e l l u l a r  conversion of t h e  s i g n a l  of l owered  oxygen t e n s i o n  i n t o  t he  s t i m u l u s  f o r  
i n c r e a s e d  e r y t h r o p o i e t i n  t r a n s c r i p t i o n  and t r a n s l a t i o n .  F a c t o r s  which have been 
demonstrated t o  a f f e c t  t h e  plasma e r y t h r o p o i e t i n  l e v e l  i n c l u d e  decreased  r e n a l  blood 
f low,  hypoxia ,  anemia, or i n c r e a s e d  hemoglobin a f f i n i t y  f o r  oxygen. P r o s t a g l a n d i n s  
may have a media t ing  r o l e ,  as may t h e  r e n i n - a n g i o t e n s i n  system, b u t  t h e  p r e c i s e
s i g n a l s  t o  which e ry thropoie t in-producing  ce l l s  o f  t h e  kidney respond are unknown. 

S t r u c t u r e / f u n c t i o n  r e l a t i o n s h i p s  o f  e r y t h r o p o i e t i n  i n  i n t e r a c t i n g . w i t h  t a r g e t  c e l l  
s u r f a c e  r e c e p t o r s  are n o t  known, nor  a r e  t h e  i d e n t i t y  and n a t u r e  o f  t h e s e  r e c e p t o r s ,
t h e  p r o c e s s e s  fo l lowing  e r y t h r o p o i e t i n  i n t e r a c t i o n  wi th  t h e  r e c e p t o r ,  and t h e  n a t u r e  
of t h e  subsequent  i n t r a c e l l u l a r  changes.  The i n t e r a c t i o n  o f  hormone w i t h  r e c e p t o r  
c a u s e s  t h e  i n c r e a s e d  product ion  o f  g l o b i n  as w e l l  as e x p r e s s i o n  o f  o t h e r  
e r y t h r o p o i e t i n - s e n s i t i v e  genes .  The s t u d y  o f  t h e  r e g u l a t i o n  o f  
e r y t h r o p o i e t i n - s e n s i t i v e  genes,  i n c l u d i n g  t r a n s - a c t i n g  f a c t o r s  s t i m u l a t e d  by t h e  
e r y t h r o p o i e t i n - r e c e p t o r  complex, is  impor tan t .  

S e v e r a l  c l a s s e s  o f  e r y t h r o i d  p r o g e n i t o r  c e l l s  respond t o  e r y t h r o p o i e t i n ,  b u t  t h e  
pr imary t a r g e t  appears  t o  be t h e  colony-forming u n i t - e r y t h r o i d  (CFU-E), t h e  most 
mature o f  t h e  e r y t h r o i d  p r o g e n i t o r  c e l l s .  The biochemical  response  mechanisms are 
unknown. E r y t h r o p o i e t i n ‘ s  effect  on t a r g e t  c e l l s  o t h e r  t h a n  e r y t h r o i d  p r o g e n i t o r
ce l l s  i s  an impor tan t  t o p i c  a l s o ,  and d e s e r v e s  s t u d y .  Examples i n c l u d e  blood 
v a s c u l a t u r e ,  r e n a l  cel ls  and bone. 

The e f fec ts  o f  growth f a c t o r s  on i n d i v i d u a l  c e l l s  e v e n t u a l l y  are modulated and 
f i n a l l y  a r e  t u r n e d  o f f .  There are a number of ways t h i s  may happen b iochemica l ly ,
i n c l u d i n g  compet i t ion  f o r  t h e  r e c e p t o r  by i n a c t i v e  hormone fragments  and 
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m o d i f i c a t i o n  of t h e  r e c e p t o r .  The mechanisms o f  n a t u r a l  l i m i t a t i o n  of t h e  growth
promoting effects  o f  e r y t h r o p o i e t i n  need s t u d y .  

APPtICATION AND REVIEW PROCEDURES 

A p p l i c a t i o n s  i n  response  t o  t h i s  RFA 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 a n  i n i t i a l  review group which w i l l  be  convened by t h e  D i v i s i o n  o f  

wcurrExtramural  A c t i v i t i e s ,  N I D D K ,  s o l e l y  t o  review t h e s e  a p p l i c a t i o n s .  Upon r e c e i p t ,
a p p l i c a t i o n s  w i l l  be  e v a l u a t e d  f o r  t h e i r  respons iveness  t o  t h e  o b j e c t i v e s  o f  t h i s  
RFA. If an  a p p l i c a t i o n  i s  judged unresponsive a t  t h i s  s t a g e ,  t h e  a p p l i c a n t  w i l l  be 
c o n t a c t e d  and g iven  an  o p p o r t u n i t y  t o  withdraw t h e  a p p l i c a t i o n  o r  t o  have it 
c o n s i d e r e d  for t h e  r e g u l a r  r e s e a r c h  g r a n t  program of t h e  N I H .  Should t h e  proposa l
submi t ted  i n  response  t o  t h e  RFA be s u b s t a n t i a l l y  similar t o  a r e s e a r c h  a p p l i c a t i o n
a l r e a d y  under  c o n s i d e r a t i o n  by t h e  N I H ,  t h e  a p p l i c a n t  w i l l  be  asked t o  withdraw 
e i t h e r  a p p l i c a t i o n .  Simultaneous submission o f  i d e n t i c a l  a p p l i c a t i o n s  w i l l  n o t  be 
a l lowed.  

Funding d e c i s i o n s  w i l l  b e  based on I n i t i a l  Review Group and t h e  Nat iona l  Diabe tes  
and D i g e s t i v e  and Kidney Diseases  Advisory Council  recommendations and r e l e v a n c e  t o  
t h e  O b j e c t i v e s  and Scope of t h e  RFA. Appl icants  should r e q u e s t  a s t a r t  d a t e  o f  
September 30, 1987. 

Awards w i l l  b e  made as r e s e a r c h  p r o j e c t  g r a n t s .  Contingent on a v a i l a b i l i t y  of 
funds ,  t h e  N I D D K  p l a n s  t o  make a v a i l a b l e  $1.2 m i l l i o n  f o r  t h e  t o t a l  ( d i r e c t  and 
i n d i r e c t )  c o s t s  o f  t h i s  program i n  f i sca l  y e a r  1987. It is a n t i c i p a t e d  t h a t  s i x  t o  
e i g h t  g r a n t s  w i l l  b e  awarded, f o r  up t o  f i v e  y e a r s  of s u p p o r t .  

For f u r t h e r  in format ion  and a copy o f  t h e  complete RFA, p l e a s e  c o n t a c t :  

David G .  Badman, Ph.D. 
Hematology Program D i r e c t o r  
D i v i s i o n  o f  Kidney, Urologic ,
and Hematologic Diseases, N I D D K  
Westwood Bui ld ing ,  Room 621 
Bethesda,  Maryland 20892 
Telephone: (301)  496-7458 

PROSPECTIVE RANDOMIZED STUDIES CORRELATING CURRENT TREATMENT PROCEDURES WITH PAIN 
PEDUCTION I N  PANCREATIC CANCER PATIENTS 

-I* RFA AVAILABLE: 87-CA-03 

P.T. 34; K.W. 0715035, 0715150, 0745005 

N a t i o n a l  Cancer I n s t i t u t e  

A p p l i c a t i o n  Rece ip t  Date: A p r i l  9,  1987 

The D i v i s i o n  of Cancer Prevent ion  and Cont ro l ,  through t h e  Organ Systems Program,
i n v i t e s  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  from o r g a n i z a t i o n s  capable  and i n t e r e s t e d  i n  
p a r t i c i p a t i n g  i n  a network o f  c o l l a b o r a t i n g  r e s e a r c h  groups charged wi th  ca r ry ing
o u t  s t u d i e s  i n  t h e  r e d u c t i o n  o f  p a i n  i n  p a n c r e a t i c  cancer  p a t i e n t s .  

OBJECTIVE AND SCOPE 

T h i s  RFA w i l l  be  u t i l i z e d  to i n i t i a t e  p r o s p e c t i v e ,  randomized s t u d i e s ,  which w i l l  b e  
implemented through a c o l l a b o r a t i o n  among t h e  s u c c e s s f u l  a p p l i c a n t  o r g a n i z a t i o n s .
The N C I  p roposes  t o  encourage up t o  f i v e  e x i s t i n g  p a i n  r e s e a r c h  groups t o  assemble 
t h e  e x p e r t i s e  and p a t i e n t s  needed t o  e v a l u a t e  p a n c r e a t i c  cancer  p a i n .  The main g o a l
is t o  de te rmine  which o f  t h e  c u r r e n t l y  used, s i n g l e  o r  combined, procedures  f o r  
t r e a t i n g  p a n c r e a t i c  c a n c e r  p a t i e n t s  are c o r r e l a t e d  w i t h  measurable and s i g n i f i c a n t
p a i n  re l ie f .  

BACKGROUND 

S i n c e  t h e r e  are no t r ea tmen t s  f o r  p a n c r e a t i c  cancer  which i n c r e a s e  s u r v i v a l  
s i g n i f i c a n t l y ,  and t h e r e  is  no known way t o  prevent  t h e  d i s e a s e ,  a s p e c i a l  r e s e a r c h  
emphasis t o  i d e n t i f y  t h e  b e s t  c u r r e n t  methods t o  reduce p a i n  and t h u s  improve t h e  
q u a l i t y  o f  l i f e  d e s e r v e s  h i g h  p r i o r i t y .  

Q 


The N C I  recognizes t h a t  r e s e a r c h  on p a i n  i n  p a n c r e a t i c  cancer is t e c h n i c a l l y
d i f f i c u l t  t o  conduct .  The r e l a t i v e l y  low inc idence  o f  t h e  d i s e a s e  combined wi th  a 
br ie f  s u r v i v a l  r e s u l t s  i n  few s t u d y  s u b j e c t s  becoming a v a i l a b l e  a t  an i n s t i t u t i o n  a t  
any s p e c i f i c  t i m e .  Furthermore,  t h e  complexi ty  o f  t h e  d i s e a s e  course  e l e v a t e s  t h e*’ numbers of p a t i e n t s  which would be r e q u i r e d  f o r  t e s t i n g  hypotheses  adequate ly .  An 
i n t e r - o r g a n i z a t i o n a l  networking e f f o r t  might overcome t h e s e  d i f f i c u l t i e s  and make 
p o s s i b l e  t h e  a c c r u a l  o f  s u f f i c i e n t  p a t i e n t s  t o  answer d e f i n i t i v e  q u e s t i o n s .  
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ELIGIBILITY 

O r g a n i z a t i o n s  w i t h  e s t a b l i s h e d  p a i n  r e s e a r c h  f a c i l i t i e s  are encouraged t o  t a k e  t h e  
l e a d e r s h i p  i n  response  t o  t h i s  RFA. Such o r g a n i z a t i o n s  b e f o r e  apply ing  are r e q u i r e d  
t o  have t h e  c a p a c i t y  f o r  e s t a b l i s h i n g  l i a i s o n  wi th  i n v e s t i g a t o r s  involved i n  

\. - 1 i n i c a l  r e s e a r c h  i n  cancer ,  i n c l u d i n g  s p e c i f i c  e x p e r t i s e  i n  t h e  t r e a t m e n t  o f  
.. .wppancreatic c a n c e r .  The a p p l i c a n t  o r g a n i z a t i o n  o r  i t s  a f f i l i a t e  should be involved 

i n  t r e a t i n g  p a n c r e a t i c  cancer  p a t i e n t s .  A t  t h e  t i m e  o f  submission,  t h e  r e q u i r e d
q u a l i f i e d  i n v e s t i g a t o r s ,  t e c h n i c a l  e x p e r t i s e ,  p a t i e n t  p o p u l a t i o n s ,  and f a c i l i t i e s  
should  e x i s t  i n  t h e  a p p l i c a n t  o r g a n i z a t i o n  and its proposed a f f i l i a t e s .  

APPLICATION SUBMISSION AND REVIEW 

A p o t e n t i a l  a p p l i c a n t  o r g a n i z a t i o n  i s  encouraged, b u t  is n o t  r e q u i r e d ,  t o  submit a 
l e t t e r  o f  i n t e n t ,  and is  encouraged t o  c o n s u l t  wi th  N C I  s t a f f  b e f o r e  s u b m i t t i n g .
Letters of i n t e n t  are r e q u e s t e d  by January 1 6 ,  1 9 8 7 .  The l e t t e r  o f  i n t e n t  w i l l  n o t  
e n t e r  i n t o  t h e  review o f  a n  a p p l i c a t i o n  submi t ted  i n  response  t o  t h i s  RFA. 

A p p l i c a t i o n s  r e s p o n s i v e  t o  t h i s  RFA w i l l  be  reviewed f o r  s c i e n t i f i c  meri t  by a n  
a p p r o p r i a t e  p e e r  review group composed p r i m a r i l y  o f  non-Federal e x p e r t s  and set  up
by t h e  D i v i s i o n  o f  Extramural A c t i v i t i e s ,  Nat iona l  Cancer I n s t i t u t e .  Reviewers w i l l  
c o n s i d e r  each a p p l i c a t i o n  i n  terms o f  i t s  p r o j e c t e d  r e s e a r c h  p l a n s ,  and o f  t h e  
proposed means f o r  implementing c o l l a b o r a t i v e  network a c t i v i t i e s .  A p p l i c a t i o n s  w i l l  
be  reviewed i n  compet i t ion  w i t h  each o t h e r  on a nat ionwide b a s i s .  T h i s  RFA 
s o l i c i t a t i o n  is  a s i n g l e  compet i t ion  and h a s  one s p e c i f i c  d e a d l i n e  f o r  r e c e i p t  o f  
a p p l i c a t i o n s .  

MECHANISM OF SUPPORT 

The s u p p o r t  mechanism f o r  t h i s  program w i l l  be  t h e  N I H  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  ( R o l l .  Awards may be made t o  domest ic  non-prof i t  and p r o f i t
o r g a n i z a t i o n s .  An a p p l i c a n t  o r g a n i z a t i o n  may apply  f o r  a p e r i o d  o f  suppor t  o f  up t o  
t h r e e  y e a r s .  Funds, i f  awarded, would suppor t  r e s e a r c h  r e l a t e d  t o  t h e  p r o t o c o l s
developed by t h e  c o l l a b o r a t i v e  network. The awards would a l s o  suppor t  t r a v e l ,
p lanning ,  communications and d a t a  management connected wi th  t h e  network e f f o r t .  
Cont ingent  upon t h e  a v a i l a b i l i t y  of  funds and dependent upon t h e  r e c e i p t  o f  a 
s u f f i c i e n t  number o f  a p p l i c a t i o n s  o f  h igh  s c i e n t i f i c  m e r i t ,  it is a n t i c i p a t e d  t h a t  
f i v e  awards w i l l  be  made a t  an  annual  t o t a l  c o s t  o f  approximately $ 4 0 0 , 0 0 0 .  Beforef~t h e  end o f  t h e  t h r e e - y e a r  p e r i o d  o f  funding,  t h e  P a n c r e a t i c  Cancer Pa in  Network w i l l  
\e e v a l u a t e d  by t h e  N C I  and a means f o r  p o s s i b l e  cont inued  o r  expanded suppor t

-de te rmined .  

INQUIRIES 

Requests  f o r  c o p i e s  o f  t h e  RFA i n  i ts  expanded form should be addressed  t o :  


William E .  S t r a i l e ,  Ph.D. 

Cancer C e n t e r s  Branch 

D i v i s i o n  o f  Cancer Prevent ion  and Control  

N a t i o n a l  Cancer I n s t i t u t e  

B l a i r  Bui ld ing ,  Room 727 

Bethesda, Maryland 20892-4200 

Telephone : (301 427-88 18 


O N G O I N G  PROGRAM ANNOUNCEMENTS 

PHYSICIANS' ROLE I N  LOWERING ELEVATED LIPIDS BY DIET 

P.T. 3 4 ;  K.W. 0710095,  0715020,  0745055,  0760040,  0765025 

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

The N a t i o n a l  Heart, Lung, and Blood I n s t i t u t e  ( N H L B I )  h a s  suppor ted  l a b o r a t o r y ,
ep idemiologica l  and c l i n i c a l  s t u d i e s  which demonstrated t h a t  e l e v a t e d  blood 
c h o l e s t e r o l  is  an  important  r i s k  f a c t o r  f o r  coronary h e a r t  d i s e a s e  and t h a t  blood 
c h o l e s t e r o l  l e v e l s  can be lowered both by d i e t  and drugs .  The L i p i d  Research 
C l i n i c s  Coronary Primary Prevent ion  T r i a l  (CPPT) r e p o r t e d  t h a t  by lowering e l e v a t e d  
blood c h o l e s t e r o l  l e v e l s  t h e  r i s k  o f  coronary h e a r t  d i s e a s e  is reduced.  Following
t h e  p u b l i c a t i o n  of t h e s e  r e s u l t s ,  t h e  Nat iona l  I n s t i t u t e s  o f  Heal th  h e l d  a consensus 
development conference i n  December 1984 t o  review t h e  c u r r e n t  s c i e n t i f i c  ev idence  
and make a p p r o p r i a t e  p r a c t i c e  recommendations f o r  blood c h o l e s t e r o l  r e d u c t i o n .  

-	 WUjhe Consensus Development Conference Statement  c o n t a i n s  s e v e r a l  o b s e r v a t i o n s  and 
recommendations, i n c l u d i n g  a number which were s p e c i f i c a l l y  d i r e c t e d  t o  p r a c t i c i n g
p h y s i c i a n s .  T h e i r  recommendations inc luded  t h e  fo l lowing:  
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A d u l t s  w i t h  h i g h - r i s k  blood c h o l e s t e r o l  l e v e l s  ( v a l u e s  greater t h a n  t h e  90th  
p e r c e n t i l e )  should  be t r e a t e d  i n t e n s i v e l y  by d i e t a r y  means under t h e  guidance o f  a 
p h y s i c i a n ,  d i e t i t i a n  o r  o t h e r  h e a l t h  p r o f e s s i o n a l ;  i f  response t o  d i e t  i s  
inadequate ,  a p p r o p r i a t e  d r u g s  should be actded t o  t h e  t r e a t m e n t  regimen. 

A d u l t s  w i t h  modera te - r i sk  blood c h o l e s t e r o l  l e v e l s  ( v a l u e s  between t h e  75th  and 90th  
wv p e r c e n t i l e s )  should  be t r e a t e d  i n t e n s i v e l y  by d i e t a r y  means, e s p e c i a l l y  i f  

a d d i t i o n a l  r i s k  f a c t o r s  are p r e s e n t .  

These two recommendations d e f i n e  a l a r g e  p o p u l a t i o n  (25 p e r c e n t  o f  a l l  a d u l t  
Americans) f o r  d i e t a r y  i n t e r v e n t i o n .  The p o t e n t i a l  impact on c l i n i c a l  p r a c t i c e  is 
c o n s i d e r a b l e .  Thus t h e r e  is a p r e s s i n g  need t o  develop and r e f i n e  p r o c e s s e s  through
which h e a l t h  p r o f e s s i o n a l s  can begin  t o  implement t h e s e  recommendations. 

Medical school  c u r r i c u l a  i n  t h e  p a s t  have inc luded  l i t t l e  emphasis on n u t r i t i o n .  
Some e f f o r t s  a t  a l i m i t e d  number o f  s c h o o l s  are overcoming t h i s  problem, but  t h e  
m a j o r i t y  o f  p h y s i c i a n s  who p a r t i c i p a t e d  i n  t h e  1983 NHLBI Survey expressed
c o n s i d e r a b l e  r e s e r v a t i o n  about  t h e i r  a b i l i t y  t o  achieve  and main ta in  changes i n  food 
h a b i t s  by p a t i e n t s  and fami l ies .  

Medical school  c u r r i c u l a  i n  t h e  p a s t  have included l i t t l e  emphasis on n u t r i t i o n .  
Some e f f o r t s  a t  a l i m i t e d  number o f  s c h o o l s  a r e  overcoming t h i s  problem, b u t  t h e  
m a j o r i t y  o f  p h y s i c i a n s  who p a r t i c i p a t e d  i n  t h e  1983 NHLBI Survey expressed
c o n s i d e r a b l e  r e s e r v a t i o n  about  t h e i r  a b i l i t y  t o  achieve  and main ta in  changes i n  food 
h a b i t s  by p a t i e n t s  and families. 

Research is needed t o  de te rmine  e f f e c t i v e  ways i n  which p h y s i c i a n s  can p l a y  an  
a c t i v e  r o l e  i n  improving n u t r i t i o n  counse l ing  f o r  p a t i e n t s .  The purpose o f  t h i s  
Announcement is t o  s t i m u l a t e  and encourage t h e  c o o p e r a t i v e  e f f o r t  o f  medical ,
n u t r i t i o n a l  and b e h a v i o r a l  s c i e n c e  i n v e s t i g a t o r s  i n  s u b m i t t i n g  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  develop and e v a l u a t e  i n n o v a t i v e  methods for t h e  i n c o r p o r a t i o n  of 
e f f e c t i v e  n u t r i t i o n  c o u n s e l i n g  i n  p h y s i c i a n s '  p r a c t i c e s .  

A wide d i v e r s i t y  o f  exper imenta l  d e s i g n s  o f  i n t e r v e n t i o n  s t r a t e g i e s  would be 
a p p r o p r i a t e .  Q u a n t i t a t i v e  e v a l u a t i o n  o f  a p a t i e n t l s  blood c h o l e s t e r o l  l e v e l  change
which is c l e a r l y  a t t r i b u t a b l e  t o  a p p l i c a t i o n  o f  an independent v a r i a b l e  by
p h y s i c i a n s  and/or  o t h e r s  i n  p r a c t i c e  s e t t i n g s ,  might be an  outcome measure common t o  
s e v e r a l  d e s i g n s .  

R e p r e s e n t a t i v e  p r a c t i c e  s i t u a t i o n s  and p a t i e n t s  are d e s i r a b l e  so t h a t  r e s u l t s  can be 
wv 	 g e n e r a l i z e d  t o  o t h e r  p h y s i c i a n s  and o t h e r  p a t i e n t  p o p u l a t i o n s .  Although c h o l e s t e r o l  

c o n t r o l  i n  some p a t i e n t s  r e q u i r e s  pharmacologic i n t e r v e n t i o n ,  t h e  f o c u s  o f  t h e  
p r e s e n t  Announcement i s  on d i e t a r y  t r e a t m e n t  as t h e  means o f  reducing  e l e v a t e d  blood 
c h o l e s t e r o l .  

Examples o f  i n t e r v e n t i o n s  might i n c l u d e  t r a i n i n g  o f  p h y s i c i a n s  t o  p a r t i c i p a t e  i n  
n u t r i t i o n  c o u n s e l i n g  e f f o r t s ,  t r a i n i n g  o f  p r a c t i c e  s i t e  personnel  f o r  n u t r i t i o n  

. 	 c o u n s e l i n g ,  i n f l u e n c i n g  t h i r d  p a r t y  payers  t o  i n c o r p o r a t e  c h o l e s t e r o l - r e d u c i n g
n u t r i t i o n  c o u n s e l i n g  a s  p a r t  o f  t h e i r  r e i m b u r s i b l e  charges ,  and i n n o v a t i v e  
s t r a t e g i e s  f o r  r e f e r r a l  o f  p a t i e n t s  t o  o t h e r  h e a l t h  p r o f e s s i o n a l s  o r  a p p r o p r i a t e
h e a l t h  care o r g a n i z a t i o n s  f o r  counse l ing  i n d i v i d u a l l y  o r  i n  groups.  These 
s t ra teg ies  are meant t o  be exemplary and are n o t  a l l - i n c l u s i v e .  I n v e s t i g a t o r
innovat  i o n  is  s t r o n g l y  encouraged. 

I t  i s  sugges ted  t h a t  a p p l i c a n t s  a d d r e s s  t h e  fo l lowing  a r e a s  i n  t h e i r  g r a n t
a p p l i c a t i o n :  s i g n i f i c a n c e  o f  t h e  proposed r e s e a r c h  t o  c a r d i o v a s c u l a r  h e a l t h ;
s c i e n t i f i c  b a s i s  f o r  t h e  proposed r e s e a r c h  d e s i g n  and s t r a t e g y ;  t h e  s p e c i f i c
hypotheses  t o  be t e s t e d ;  r e s e a r c h  des ign  t o  be implemented; sample s i z e  c a l c u l a t i o n s  
needed f o r  s t a t i s t i c a l  s i g n i f i c a n c e ;  procedures  f o r  sample s e l e c t i o n ;  a d e t a i l e d  
d e s c r i p t i o n  o f  t h e  independent v a r i a b l e  t o  be a p p l i e d ;  d e t a i l  concerning t h e  
measurement o f  blood c h o l e s t e r o l  and any o t h e r  dependent v a r i a b l e s  t o  be u t i l i z e d ;
and t h e  approaches f o r  d a t a  management and d a t a  a n a l y s i s .  

It is  a n t i c i p a t e d  t h a t  s u c c e s s f u l  respondents  t o  t h i s  announcement may be i n v i t e d  t o  
m e e t  a n n u a l l y  t o  d i s c u s s  p r o t o c o l s  and t o  compare r e s u l t s  with t h e  i n t e n t  o f  
enhancing t h e  p r o s p e c t s  o f  f i n d i n g  e f f e c t i v e  means through which p h y s i c i a n s  i n  a 
p r a c t i c e  s e t t i n g  can reduce e l e v a t e d  blood c h o l e s t e r o l  l e v e l s  o f  t h e i r  p a t i e n t s .
Budgets should i n c l u d e  an annual  meeting i n  Bethesda f o r  1 o r  2 persons .
A p p l i c a t i o n s  should  be l i m i t e d  t o  i n v e s t i g a t o r s  i n  t h e  United S t a t e s .  

The above t o p i c s  are in tended  t o  provide  examples only  and do not  p r e c l u d e  t h e  
submission o f  a p p l i c a t i o n s  i n v o l v i n g  o t h e r  r e s e a r c h  approaches t o  t h e  i s s u e s  under 
c o n s i d e r a t i o n .  

e-


911 	 A p p l i c a t i o n  Submission and Review 

A p p l i c a t i o n  r e c e i p t  d a t e s  f o r  new a p p l i c a t i o n s  a r e  t h e  r e g u l a r  a p p l i c a t i o n  r ece ip t
d a t e s  o f  February I ,  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  i s  

12 



approximately t e n  months a f te r  t h e  r e c e i p t  d a t e .  A p p l i c a n t s  should  use  t h e  r e g u l a r
r e s e a r c h  g r a n t  a p p l i c a t i o n  PHS Form 3 9 8 ,  which is  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  o r  from t h e  D i v i s i o n  of Research Grants  ( D R G ) ,  N I H .  

To i d e n t i f y  r e s p o n s e s  t o  t h i s  announcement, check "yes" and p u t  "Phys ic ians '  Role i n  
Lowering E l e v a t e d  L i p i d s  by Diet"  under i t e m  2 o f  page 1 o f  t h o s e  g r a n t  a p p l i c a t i o n s
r e l a t i n g  t o  t h e  t o p i c s  i d e n t i f i e d  h e r e i n .  The completed a p p l i c a t i o n  should  b e  

*&* n a i l e d  t o :  

D i v i s i o n  of Research Grants  

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

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

5333 Westbard Avenue 

Bethesda, Maryland 20892 


The DRG w i l l  a s s i g n  a p p l i c a t i o n s  f o r  review accord ing 

r e s e a r c h  g r a n t  a p p l i c a t i o n s .  A d d i t i o n a l  in format ion  


A l b e r t  W .  Sparrow, M . D . ,  M.P.H. 

Marilyn Far rand ,  R .D . 

Prevent ion  and Demonstration Research Branch 

D i v i s i o n  o f  Epidemiology and C l i n i c a l  A p p l i c a t i o n s 

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

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

F e d e r a l  Bui ld ing ,  Room 6C05 

7550 Wisconsin Avenue 

Bethesda,  Maryland 20892 

Telephone: ( 3 0 1 )  496-2465 


t o  t h e  N I H  p r o c e s s  f o r  r e g u l a r  
may b e  o b t a i n e d  by c o n t a c t i n g :  

T h i s  program is  d e s c r i b e d  i n  t h e  Cata log  o f  F e d e r a l  Domestic A s s i s t a n c e  No. 1 3 . 8 3 7 ,  
Heart and Vascular  Disease Research.  Awards w i l l  be  made 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  S e r v i c e  A c t ,  S e c t i o n  301 ( 4 2  USC 2 4 1 )  and a d m i n i s t e r e d  under PHS g r a n t
p o l i c i e s  and F e d e r a l  r e g u l a t i o n s ,  most s p e c i f i c a l l y  42 CFR P a r t  52 and 45 CFR p a r t
7 4 .  T h i s  program i s  n o t  s u b j e c t  t o  t h e  in te rgovernmenta l  review requi rements  o f  
Execut ive  Order 1 2 3 7 2 ,  o r  t o  Heal th  Systems Agency Review. 

ERRATUM 

%uu* SMALL GRANTS ON SOMATIC CELL TRANSFER OF GENES ASSOCIATED WITH SPECIFIC METABOLIC 
AND ENDOCRINE DISEASES 

P.T. 3 4 ;  K.W. 0715135,  1002008,  1002019,  1002027,  1003002,  0755040,  0760015 

N a t i o n a l  I n s t i t u t e  o f  Diabe tes  and D i g e s t i v e  and Kidney Diseases 

A p p l i c a t i o n  Rece ip t  Date: March 2 ,  1987 

The Program Announcement, Vol. 1 5 ,  No. 28 December 5 ,  1986 i s s u e  o f  t h e  N I H  Guide 
f o r  Grants  and C o n t r a c t s  is i n c o r r e c t .  The c o r r e c t  t i t l e  should  be "Small Grants on 
Somatic C e l l  T r a n s f e r  of Genes A s s o c i a t e d  wi th  S p e c i f i c  Metabolic and Endocrine 
Diseases .  " 
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