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NOTICES 

JAMES A .  SHANNON DIRECTOR'S AWARD 

P.T. 34; K . W .  1014006, 0710030 

Nat ional  I n s t i t u t e s  of Heal th  

I .  SUMMARY 

The Nat iona l  I n s t i t u t e s  of Heal th  ( N I H )  announces a new award, t h e  James A .  
Shannon D i r e c t o r ' s  Award, t h a t  w i l l  be awarded i n  FY 1991. The award w i l l  
provide l i m i t e d  suppor t  t o  s c i e n t i s t s  whose r e s e a r c h  a p p l i c a t i o n s  f a l l  s h o r t  
of t h e  i n s t i t u t e / c e n t e r  funding c u t o f f  bu t  are a t  t h e  margin of  funding i n  
which h igh  q u a l i t y  g r a n t s  are n o t  awarded due t o  l a c k  o f  funds.  I n s t i t u t e s  
and c e n t e r s  w i l l  recommend pending R 0 1  ( t r a d i t i o n a l  r e s e a r c h  g r a n t ) ,  R29 
(FIRST Award), and, t o  a l i m i t e d  e x t e n t ,  R03 (smal l  g r a n t )  a p p l i c a t i o n s  t o  t h e  
D i r e c t o r ,  N I H ,  f o r  c o n s i d e r a t i o n .  The D i r e c t o r  i n t e n d s  t o  make approximately
$30 m i l l i o n  a v a i l a b l e  f o r  t h i s  award. Each award w i l l  c o n s i s t  of up t o  
$ 8 0 , 0 0 0  d i r e c t  c o s t s  and up t o  $20,000 h d i r e c t  c o s t s  (20 p e r c e n t  of t o t a l  
c o s t s )  f o r  a t o t a l  of  up t o  $100,000 f o r  a twenty-four-month g r a n t  p e r i o d .
Funding f o r  R 0 3  a p p l i c a t i o n s  w i l l  be cons iderably  l e s s .  Annual expendi tures  
on t h e s e  Awards may n o t  exceed 5 0  percent  of t h e  t o t a l  a l l o c a t i o n .  
INVESTIGATORS MAY NOT APPLY FOR THE SHANNON AWARD. 

11. BACKGROUND 

The N I H  h a s  been concerned t h a t  i t s  award r a t e  has  dropped p r e c i p i t o u s l y  i n  
t h e  l a s t  f i v e  y e a r s  from 34.9 percent  i n  1987 t o  26.9 p e r c e n t  i n  1991. T h i s  
h a s  been o c c u r r i n g  a t  a t i m e  when t h e r e  h a s  been i n c r e a s i n g  Congressional  
concerns about technology t r a n s f e r  and s u s t a i n e d  s c i e n t i f i c  l e a d e r s h i p  i n  
biomedical s c i e n c e  and biotechnology.  Highly m e r i t o r i o u s  a p p l i c a t i o n s  have 
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* B u y ' #  

'W' 

-


no t  been funded. Many of t h e s e  a p p l i c a t i o n s  have been from young s c i e n t i s t s  
t r y i n g  t o  e s t a b l i s h  r e s e a r c h  c a r e e r s  and experienced s c i e n t i s t s  f r u s t r a t e d  by
t h e  e v e r  i n c r e a s i n g  d i f f i c u l t y  i n  ob ta in ing  g r a n t  renewals .  

Cognizant of t h e s e  i s s u e s ,  t h e  new D i r e c t o r  of N I H ,  D r .  Bernadine Healy, has  
announced t h a t  one of h e r  f i r s t  i n i t i a t i v e s  is t h e  James A .  Shannon D i r e c t o r ' s  
Awards t o  provide  l i m i t e d  suppor t  f o r  i n v e s t i g a t o r s  whose a p p l i c a t i o n s  a r e  on 
t h e  margin of funding .  Approximately $30 m i l l i o n  i s  a v a i l a b l e  f o r  t h e  awards, 
with funds de r ived  from two sources - - the  N I H  D i r e c t o r ' s  D i sc re t iona ry  Fund and 
t h e  N I H  D i r e c t o r ' s  t r a n s f e r  a u t h o r i t y  e s t a b l i s h e d  i n  P.L. 101-517. Funds 
o r d i n a r i l y  set  a s i d e  f o r  i n v e s t i g a t o r - i n i t i a t e d  r e s e a r c h  p r o j e c t s  w i l l  n o t  be 
used. Therefore ,  t h i s  award w i l l  no t  be a r e d i r e c t i o n  of funds t h a t  would 
have been used t o  fund t h e  t r a d i t i o n a l  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 s  . 
111. OBJECTIVE 

The o b j e c t i v e  of t h e  Shannon Award i s  t o  provide  l i m i t e d  r e s e a r c h  suppor t  f o r  
e x p l o r a t i o n  and development based on t h e  mer i t  of a pending a p p l i c a t i o n .
These g r a n t s  w i l l  underwr i te  e x c i t i n g  a p p l i c a t i o n s  t h a t  are a t  t h e  c u t t i n g
edge of s c i ence  and t h a t  would be missed o p p o r t u n i t i e s  i f  n o t  funded. The 
Shannon Award is intended t o  provide  suppor t  t o  t es t  t h e  f e a s i b i l i t y  of an 
innova t ive  approach; develop f u r t h e r  t e s t s  and r e f i n e  r e s e a r c h  t echn iques ;
perform secondary a n a l y s i s  of a v a i l a b l e  d a t a  s e t s ;  and conduct o t h e r  
a c t i v i t i e s  t h a t  are w i t h i n  t h e  o r i g i n a l  s p e c i f i c  a i m s  of t h e  approved
a p p l i c a t i o n  i n  o r d e r  t o  demonstrate r e s e a r c h  c a p a b i l i t i e s  o r  l end  a d d i t i o n a l  
weight t o  an a l r eady  mer i to r ious  a p p l i c a t i o n .  

I V .  GENERAL FEATURES 

A .  The Shannon Award w i l l  apply  t o  R01, R29, and a l i m i t e d  number of 
ou t s t and ing  R03 a p p l i c a t i o n s .  Foreign a p p l i c a t i o n s  w i l l  no t  be cons ide red .  

B. I n v e s t i g a t o r s  may n o t  apply  f o r  a Shannon A w a r d .  Competing a p p l i c a t i o n s ,
prepared  and submitted i n  accordance with N I H  procedures,  w i l l  have been pee r
reviewed and provided a p e r c e n t i l e  r a t i n g .  Nominees w i l l  be from among
a p p l i c a t i o n s  pending FY 1991 funding and reviewed by t h e  Sept . /Oct .  1990,
Jan./Feb. 1991, May/June 1991 Advisory Boards and Counci l s .  Nominees f o r  t h e  
award must be i n  t h e  t o p  h a l f  of t h e  p e r c e n t i l e  r ange .  P rev ious ly  approved,
bu t  i n a c t i v a t e d ,  a p p l i c a t i o n s  from t h i s  t i m e  per iod  may be cons idered  and, i f  
awarded, w i l l  be conver ted  t o  a Shannon Award (R55). 

C .  	The a p p l i c a t i o n  upon which t h e  Shannon Award is funded w i l l  remain a c t i v e  
f o r  i t s  e n t i r e  pe r iod  of suppor t .  However, t h e  i n v e s t i g a t o r  i s  advised  t o  
submit a r e v i s e d  a p p l i c a t i o n  a t  t h e  ear l ies t  convenient d a t e  t o  be cons idered  
f o r  f u t u r e  funding as e i t h e r  an R01 o r  R29. 

D .  I f  a competing a p p l i c a t i o n  (R01 o r  R29) is subsequent ly  funded whi le  t h e  

Shannon Award is a c t i v e ,  t h e  ba lance  of t h e  Shannon Award w i l l  be deducted 

from t h e  t o t a l  approved amount of t h e  competing award. 


E. The Shannon A w a r d  is a two-year award f o r  up t o  $100,000 t o t a l  c o s t s .  The 

d i s t r i b u t i o n  of  funds  w i l l  be $80,000 f o r  d i r e c t  c o s t s  ($60,000 i n  personnel 

and $20,000 i n  s u p p l i e s  f o r  budgetary f l e x i b i l i t y )  and a maximum of $20,000 

i n d i r e c t  c o s t s .  The l e v e l  of funding f o r  R03 awards w i l l  be cons ide rab ly  less  

wi th  t h e  same 20 pe rcen t  of t o t a l  c o s t s  l i m i t a t i o n  on i n d i r e c t  c o s t s .  PHS 

s p e c i a l  g r a n t s  a d m i n i s t r a t i o n  p r o v i s i o n s  as o u t l i n e d  i n  t h e  "PHS Grants Po l i cy 

Statement" in t e r im  update of November 15, 1990 apply  t o  t h e s e  awards. 

However, expend i tu re s  du r ing  t h e  f i r s t  yea r  may n o t  exceed 50 p e r c e n t  of t h e  

t o t a l  award and a d d i t i o n a l  funds may n o t  be rebudgeted i n t o  i n d i r e c t  c o s t s .  


F. One f i n a l  p rog res s  r e p o r t ,  f i n a l  f i n a n c i a l  s t a t u s  r e p o r t ,  and f i n a l  

i nven t ion  s ta tement  (HHS 568) w i l l  be r e q u i r e d  90 days a f t e r  t h e  end of  t h e  

twenty-four-month g r a n t  p e r i o d .  The p rogres s  r e p o r t  must i d e n t i f y  t h o s e  

p o r t i o n s  of t h e  o r i g i n a l  proposa l  pursued wi th  t h e  Shannon Award. I f  t h e  

awardee i s  s u c c e s s f u l  with a subsequent a p p l i c a t i o n ,  t h e  p rogres s  r e p o r t  i n  

t h e  amended a p p l i c a t i o n  w i l l  s u f f i c e  as a p rogres s  r e p o r t  f o r  t h e  Shannon 

Award and a f i n a l  i nven t ion  s ta tement  w i l l  n o t  be r e q u i r e d .  


V .  REVIEW CRITERIA AND PROCEDURES 

A .  NIH s t a f f ,  i n i t i a l  review groups,  and Advisory Councils and Boards w i l l  
have reviewed a l l  R01, R29, and R 0 3  a p p l i c a t i o n s  i n  t h e  usua l  manner. Program
a d m i n i s t r a t o r s  w i l l  submit t o  t h e i r  i n s t i t u t e  o r  c e n t e r  d i r e c t o r  f o r  f u r t h e r  
c o n s i d e r a t i o n  pending a p p l i c a t i o n s  t h a t  have c r e a t i v e  and innova t ive  
approaches and meet t h e  mission of  t h e  i n s t i t u t e .  
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B .  On J u l y  15, t h e  i n s t i t u t e s  and c e n t e r s  w i l l  submit t h e i r  nominees f o r  t h e  
Shannon A w a r d  t o  t h e  O f f i c e  of  t h e  D i r e c t o r ,  N I H .  The Deputy D i r e c t o r  f o r  
Extramural Research, N I H ,  w i l l  convene a committee o f  s e n i o r  N I H  o f f i c i a l s  t o  
review t h e  nominated a p p l i c a t i o n s  and make recommendations t o  t h e  D i r e c t o r ,
N I H .  The D i r e c t o r ,  N I H ,  w i l l  make t h e  f i n a l  s e l e c t i o n .  

C .  The D i r e c t o r  w i l l  n o t i f y  t h e  i n s t i t u t e s  and c e n t e r s  of h e r  d e c i s i o n  by

August 15, 1991. The i n s t i t u t e s  and c e n t e r s  w i l l  i s s u e  t h e  FY 1991 Shannon ..I*' 


Awards b e f o r e  September 3 0 ,  1991. 


NOTICES OF AVAILABILITY (RFPs AND RFAs) 

PROGRAM PROJECTS ON AUTOIMMUNITY 

RFA AVAILABLE: AI-91-09 

P.T. 34; K . W .  0715015, 0745027, 0745070, 0710030 

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 

L e t t e r  of I n t e n t  Receipt Date: August 1 ,  1991 
Appl ica t ion  Receipt  Date: November 13, 1991 

BACKGROUND INFORMATION 

The Autoimmunity S e c t i o n  of  t h e  Div is ion  of  Al le rgy ,  Immunology and 

T r a n s p l a n t a t i o n  (DAIT) of  t h e  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 ( N I A I D )  suppor ts  r e s e a r c h  aimed a t  e l u c i d a t i n g  t h e  causes  and 

mechanisms of t o l e r a n c e  and autoimmune d i s e a s e s  and t o  promote a p p l i c a t i o n  of  

t h i s  basic biomedical knowledge t o  t h e  development and implementation of new 

p r e v e n t i v e  and t r e a t m e n t  m o d a l i t i e s  f o r  t h e s e  d i s e a s e s .  


This  Request for Appl ica t ions  ( R F A )  is  intended t o  encourage and i n v i t e  t h e  

development of program p r o j e c t s  a p p l i c a t i o n s  from c o l l a b o r a t i n g  basic sc ience  

and c l i n i c a l  r e s e a r c h  i n v e s t i g a t o r s  who are i n t e r e s t e d  i n  developing 

i n t e g r a t e d  novel  s t u d i e s  on autoimmune d i s e a s e s .  


The P u b l i c  Heal th  S e r v i c e  (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  o f  "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, Program P r o j e c t s  on rw 


Autoimmunity, is r e l a t e d  t o  t h e  p r i o r i t y  area of d i a b e t e s  and chronic  

d i s a b l i n g  d i s e a s e s .  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 20001' 

(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). 


RESEARCH GOALS AND SCOPE 


The major g o a l s  of  t h e s e  program p r o j e c t s  are:  increased  understanding of t h e  

e t i o l o g y  and pa thogenet ic  mechanisms involved i n  autoimmune d i s e a s e s ;  

g e n e r a t i o n  of new information and t h e  expansion of t h e  c u r r e n t  knowledge base ; 

and t h e  a p p l i c a t i o n  of t h i s  knowledge t o  t h e  development of new o r  improved 

measures of  r i s k  assessment ,  p revent ion ,  e a r l y  d i a g n o s i s ,  and t rea tment  of a 

wide v a r i e t y  of autoimmune d i s e a s e s  and d i s o r d e r s  i n  which t h e  autoimmune 

response i s  a major c o n t r i b u t o r  t o  pa thogenes is .  


Broad and innovat ive  a p p l i c a t i o n s  t h a t  address  a l l  a s p e c t s  of t h e  immune 

responses  r e l a t e d  t o  s e l f  r e a c t i v i t y  may inc lude  s t u d i e s  concerned wi th  

r e l e v a n t  areas of g e n e t i c s ,  c e l l  and molecular b io logy ,  biochemistry, 

physiology,  microbiology, pathology,  and pharmacology. Of s p e c i a l  i n t e r e s t  t o  

N I A I D  are program p r o j e c t s  t h a t  emphasize new i d e a s ,  novel  approaches,  and 

s t a t e - o f - t h e - a r t  technology i n  b a s i c  r e s e a r c h  t h a t  e l u c i d a t e  pa thogenet ic 

mechanisms and t h a t  show promise f o r  c l i n i c a l  a p p l i c a t i o n  i n  t h e  prevent ion , 

d i a g n o s i s ,  and t r e a t m e n t  o f  autoimmune d i s e a s e s .  


There is overwhelming evidence t h a t  i m p l i c a t e s  immune mechanisms i n  t h e  

pathogenes is  o f  d i s e a s e s  of  t h e  s k i n ,  nervous system, endocrine system, and 

g a s t r o i n t e s t i n a l  t r a c t .  Thus, i n  a d d i t i o n  t o  s t u d i e s  of  w e l l  recognized 

autoimmune d i s o r d e r s ,  such as systemic lupus  erythematosus,  rheumatoid 

a r t h r i t i s ,  antibody-mediated thrombocytopenia,  and autoimmune hemolyt ic 

anemia, N I A I D  encourages i n v e s t i g a t o r s  t o  des ign  and develop s t u d i e s  aimed a t  

e s t a b l i s h i n g  t h e  r o l e  o f  t h e  immune system i n  t h e  pa thogenes is  of endocr ine , 

dermatologic ,  neuro logic ,  and g a s t r o i n t e s t i n a l  d i s e a s e s  and t h e  development of W 


new prevent ive  and t r e a t m e n t  m o d a l i t i e s  s p e c i f i c  f o r  t h e s e  d i s o r d e r s  through 

t h e  manipulat ion of  t h e  immune response .  
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Pro toco l s  focused on t h e  s tudy  of mechanisms of autoimmune d i s e a s e s  should be 
designed based on i n t e g r a t e d  and coord ina ted  i n t r a - i n s t i t u t i o n a l  c l i n i c a l  
i n v e s t i g a t i o n s  o r  experimental  s t u d i e s  with demonstrated r e l evance  t o  human 
autoimmune d i s e a s e .  I n c l u s i o n  of b a s i c  r e s e a r c h  components u t i l i z i n g  i n  v i t r o  
procedures and samples from human source  materials a r e  encouraged, as are 
p r e c l i n i c a l  s t u d i e s  us ing  a p p r o p r i a t e  animal models of human autoimmune 
d i s e a s e .  I n c l u s i o n  of c l i n i c a l  i n v e s t i g a t i v e  components drawing upon 

'Iirr' 	 immunologically r e l e v a n t  a r e a s  i n  medicine, p e d i a t r i c s ,  su rge ry ,  dermatology,
neurology, pathology, and t h e i r  s u b s p e c i a l t i e s  i s  h igh ly  recommended. 

SPECIAL INSTRUCTIONS FOR THE 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  included o r  adequate ly
rep 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  must be provided .  Appl ica t ion  without such documentation w i l l  
no t  be accepted  f o r  review. 

MECHANISM OF SUPPORT 

Program p r o j e c t  (POI) g r a n t s  are awarded t o  an i n s t i t u t i o n  on behal f  of a 
program d i r e c t o r  f o r  t h e  suppor t  of a broadly  based, m u l t i d i s c i p l i n a r y ,
long-term r e s e a r c h  program t h a t  has  a s p e c i f i c  major goa l  o r  b a s i c  theme. A 
program p r o j e c t  g e n e r a l l y  involves  t h e  organized  e f f o r t s  of groups of 
i n v e s t i g a t o r s  who conduct r e s e a r c h  p r o j e c t s  r e l a t e d  t o  t h e  o v e r a l l  program
g o a l .  The g r a n t  can provide  suppor t  f o r  t h e  p r o j e c t s  and f o r  c e r t a i n  b a s i c  
r e sources  shared  by i n d i v i d u a l s  i n  t h e  program p r o j e c t  i f  s h a r i n g  f a c i l i t a t e s  
t h e  t o t a l  r e s e a r c h  e f f o r t .  Each p r o j e c t  supported by a program p r o j e c t  g r a n t
i s  expected t o  c o n t r i b u t e  t o  and be d i r e c t l y  r e l a t e d  t o  t h e  common theme of 
t h e  program; t h e  p r o j e c t s ,  under t h e  d i r e c t i o n  of a P r i n c i p a l  I n v e s t i g a t o r ,
should demonstrate an e s s e n t i a l  element of u n i t y  and interdependence. I n  
F i s c a l  Year 1992 t h e  N I A I D  p l ans  t o  award a t  l e a s t  two program p r o j e c t  g r a n t s
submitted i n  response  t o  t h i s  RFA and, depending on a v a i l a b i l i t y  of funds  and 
s c i e n t i f i c  merit ,  more than  two. Budgetary r e q u e s t s  must be l i m i t e d  t o  no 
more than  $500,000 d i r e c t  c o s t s  p e r  y e a r .  

E L I G I B I L I T Y  

ONLY DOMESTIC INSTITUTIONS ARE ELIGIBLE TO APPLY. App l i ca t ions  may be
*s 	 submitted by any domestic,  p u b l i c  o r  p r i v a t e ,  n o n p r o f i t  o r  prof i t -making

o r g a n i z a t i o n s .  

METHOD OF APPLYING 

Before p repa r ing  an a p p l i c a t i o n ,  t h e  p rospec t ive  a p p l i c a n t  should r e q u e s t  a 

copy of t h e  N I A I D  Informat ion  Brochure on Program P r o j e c t  and Center Grants 

from : 


O l i v i a  P r e b l e ,  Ph.D. 

A l l e r g y ,  Immunology and Transp lan ta t ion  Research Committee 

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 

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

Westwood Bui ld ing ,  Room 3A-07 

Bethesda, MD 20892 

Telephone: (301) 496-3528 


LETTER OF INTENT 

P rospec t ive  a p p l i c a n t s  are asked t o  submit by August 1, 1991, a l e t t e r  of  
i n t e n t  t h a t  i nc ludes  a d e s c r i p t i v e  t i t l e  of t h e  o v e r a l l  proposed r e s e a r c h ,  t h e  
name of  t h e  P r i n c i p a l  I n v e s t i g a t o r ,  and a l i s t  of t h e  names of key
i n v e s t i g a t o r s  and t h e i r  i n s t i t u t i o n ( s 1 .  The l e t t e r  of i n t e n t  is  reques t ed  i n  
o r d e 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 t o  a l low e a r l y  p r e p a r a t i o n s  f o r  review, as w e l l  as t o  promote e a r l y
i n t e r a c t i o n s  between a p p l i c a n t s  and N I A I D  s t a f f .  The l e t t e r  of  i n t e n t  is  n o t  
b inding  and does n o t  commit t h e  sender  t o  submit an a p p l i c a t i o n ,  no r  is it a 
requirement f o r  submission of an a p p l i c a t i o n .  The l e t t e r  of i n t e n t  is t o  be 
d i r e c t e d  t o  D r .  P reb le  a t  t h e  addres s  given above. 

STAFF CONTACT 
- A more d e t a i l e d  RFA may be obta ined  from: 
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Susana A .  S e r r a t e - S z t e i n ,  M . D .  

Chief ,  Autoimmunity Sec t ion  

Div i s ion  of A l l e rgy ,  Immunology and Transp lan ta t ion 

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 

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

Westwood Bu i ld ing ,  Room 755 

Bethesda, MD 20892 

Telephone: (301) 496-7985 

Tele fax :  (301) 402-0175 


I n q u i r i e s  r ega rd ing  f i s c a l  matters may be addressed  t o  M r .  Carow: 


M r .  J e f f r e y  Carow 

Chief ,  Immunology Grants Management S e c t i o n  

GMB, DEA,  N I A I D ,  N I H  

Westwood Bui ld ing ,  Room 726 

Bethesda, MD 20892 

Telephone: (301) 496-7075 


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

93.855,  Immunology, A l l e r g i c  and Immunologic Diseases 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  Pub l i c  Heal th  Se rv ice  A c t ,  T i t l e  111,

Sec t ion  301 ( P u b 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 ion  42 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  Heal th  Systems Agency review. 


O N G O I N G  PROGRAM ANNOUNCEMENTS 

STUDIES ON THE INTERACTIONS BETWEEN ENVIRONMENTAL TOXICANTS AND THE IMMUNE 
SYSTEM 

PA: PA-91-66 

P.T. 34; K.W. 0705040, 1007009, 0715120, 1002004, 1002008 

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

App l i ca t ion  Rece ip t  Dates:  February 1 ,  June 1, October 1 

BACKGROUND 

The Nat iona l  I n s t i t u t e  of Environmental Heal th  Sc iences  (NIEHS) and t h e  
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  ( N I A I D )  announce t h e i r  
i n t e r e s t  i n  r e c e i v i n g  i n d i v i d u a l  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  (ROls and R29s)
f o r  suppor t  o f  s t u d i e s  on t h e  i n t e r a c t i o n s  between environmental  subs t ances  
and t h e i r  e f f e c t s  on immune f u n c t i o n .  The o b j e c t i v e  is t o  promote r e s e a r c h  a t  
t h e  molecular and c e l l u l a r  l e v e l  t o  b e t t e r  understand mechanisms of 
envi ronmenta l ly  induced a b e r r a t i o n s  wi th in  t h e  immune system i n  o r d e r  t o  g a i n
i n s i g h t  i n t o  approaches t o  m i t i g a t e  t h e  e f f e c t s  of such a g e n t s .  These agen t s  
are subs t ances  t h a t  may be p r e s e n t  i n  t h e  n a t u r a l  environment o r  have been 
added by human a c t i v i t i e s  and are known o r  o r  thought  t o  induce i l l n e s s e s  t h a t  
a f f e c t  o r  involve  t h e  immune systems. 

N I A I D  is t h e  p r i n c i p a l  Federa l  funding component t h a t  suppor t s  fundamental 
r e s e a r c h  concerned wi th  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  immune system i n  
h e a l t h  and d i s e a s e .  The a c q u i s i t i o n  of new and deeper  knowledge about t h e  
immune system is  r e q u i s i t e  t o  t h e  development of improved procedures  f o r  
p reven t ion ,  d i a g n o s i s ,  and t r ea tmen t  of immunological d i s e a s e s  and of d i s e a s e s  
having a major immunological component. The i n t e r e s t  of t h e  N I A I D  i n  
environmental  t ox ico logy  is  p r e d i c a t e d  on t h e  s t r o n g  l i k e l i h o o d  t h a t  t h e  
a n a l y s i s  of i n t e r a c t i o n s  between noxious subs tances  i n  t h e  environment and t h e  
immune system can provide  i n s i g h t ,  from a l a r g e l y  ignored p e r s p e c t i v e ,  on some 
of t h e  t y p i c a l  f u n c t i o n s  of t h e  immune system, t h e  a d a p t a b i l i t y  and p l a s t i c i t y
of t h e  immune system, and t h e  s u s c e p t i b i l i t y  of t h e  immune system t o  chemical 
and phys ica l  i n s u l t .  

The NIEHS is t h e  p r i n c i p a l  Federa l  funding 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 is p laced  upon r e s e a r c h  examining t h o s e  
p h y s i c a l  and chemical subs t ances  r e s u l t i n g  from i n d u s t r i a l  p r o g r e s s .  However,
t h e r e  a l s o  are many n a t u r a l  environmental  subs t ances  t h a t  have been found t ohave d e l e t e r i o u s  e f f e c t s  on human h e a l t h  and a r e  wi th in  t h e  purview of t h e  l t g l r  

NIEHS miss ion .  Many of t h e s e  subs t ances  cause human h e a l t h  problems by
d i s r u p t i n g  normal immune f u n c t i o n  t h a t  can l e a d  t o  a d i s e a s e  s t a t e .  
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RESEARCH GOALS AND SCOPE 

The e f f e c t s  of  environmental  t o x i c a n t s  may be d iv ided  i n t o  t h r e e  broad 
c a t e g o r i e s :  s u p p r e s s i o n l i n h i b i t i o n  of immunological competence; i n i t i a t i o n  o r  
t r i g g e r i n g  of  autoimmunity; and s t i m u l a t i o n  of allergiclhypersensitivity
r e a c t i o n s .  Although t h e  NIEHS and N I A I D  have over lapping  i n t e r e s t s  wi th  
r e s p e c t  t o  each of t h e s e  c a t e g o r i e s  of  e f f e c t ,  it is r easonab le  t o  state t h a t  

j*.r*' 	 t h e  i n t e r e s t s  of NIEHS c e n t e r  on t h e  e f f e c t s  of chemical/physical  a g e n t s  t h a t  
suppress  o r  reduce  t h e  c a p a c i t y  of t h e  immune system. The i n t e r e s t s  of  N I A I D  
are more focussed  on t h e  a c t i o n s  of chemical/physical  agen t s  t h a t  p r e c i p i t a t e  
o r  l e a d  t o  autoimmune and a l l e r g i c  d i s o r d e r s .  I n t e r e s t s  of t h e  NIEHS are t o  
i d e n t i f y  and c h a r a c t e r i z e  t h e  mechanisms of a c t i o n  of subs t ances  t h a t  a f fec t  
t h e  immune system and t o  determine t h e  magnitude and consequences of exposure 
t o  such subs t ances .  N I A I D  is concerned with unders tanding  t h e  
immuno-physiological p rocesses  t h a t  are a f f e c t e d  by environmental  a g e n t s  and 
e l u c i d a t i n g  t h e  pa thogenes is  of t h e  d i s o r d e r s  t h a t  t h e y  c a u s e .  Both 
I n s t i t u t e s  are i n t e r e s t e d  i n  approaches t h a t  may m i t i g a t e  t h e  noxious e f f e c t s  
of  environmental  agen t s  and i n  t h e  development of improved animal and i n  v i t r o  
models f o r  s tudy ing  t h e  e f f e c t s  of noxious subs t ances .  Examples of 
p r o j e c t s / t o p i c s  t h a t  would be of primary i n t e r e s t  t o  each I n s t i t u t e  fo l low:  

OF PRIMARY INTEREST TO NIEHS: 

o 	 Analys is  of t h e  p r e c i s e  e f f e c t s  of t o x i c a n t s  on i n d i v i d u a l  
components of t h e  immune system; e . g . ,  on c e l l u l a r  components such 
as an t igen -p rocess ing  ce l l s  (APC), B-lymphocytes, and 
T-lymphocytes. 

o 	 Development of i n  v i t r o  systems f o r  sys t ema t i c  q u a n t i t a t i v e
ana lyses  and mechanisms of a c t i o n  of t o x i c a n t s  on i n d i v i d u a l  
c e l l u l a r  components of  t h e  immune system: APC, B-cells,  and 
T - c e l l s .  

o 	 S t u d i e s  on dua l  e f f e c t s  of  t o x i c  agen t s  such as simultaneous 
i n a c t i v a t i o n  of c e r t a i n  components of t h e  immune system and 
a c t i v a t i o n  of o t h e r  components. 

o 	 S t u d i e s  on t h e  g e n e t i c s  and pharmacological c o n t r o l  of  
s u s c e p t i b i l i t y  and r e s i s t a n c e  t o  t h e  e f f e c t s  of t o x i c  subs t ances  on 
t h e  immune system. 

'-' OF PRIMARY INTEREST TO N I A I D :  

o 	 I d e n t i f i c a t i o n  of t h e  a c t u a l  immunogenic components ( e . g . ,
fragments,  molecular con juga te s )  and e p i t o p e s  of  t o x i c a n t s  t h a t  
t r i g g e r  a l l e r g i c / h y p e r s e n s i t i v e  responses  o r  autoimmunity, and 
d e t a i l e d  ana lyses  of t h e i r  p rocess ing  by APC and p r e s e n t a t i o n  t o  T-
and B - c e l l s .  

o 	 Comprehensive s t u d i e s  on tox ican t - induced  a l l e r g i c / h y p e r s e n s i t i v e  
responses  designed t o  r e v e a l  t h e  r o l e s  of components such as 
T-cells, APC, IgE-producing B - c e l l s ,  I g E  molecules,  l eukocy tes ,  and 
mediator subs t ances  i n  t h e  development and man i fe s t a t ion  of t h o s e  
r e sponses .  

o 	 Development of  approaches t o  prevent  o r  reduce t h e  undes i r ab le  
e f f e c t s  of  t o x i c a n t s  on t h e  immune system; e : g . ,  a p p r o p r i a t e
pre-immunization ("vaccination") a g a i n s t  t o x i c a n t s  o r  p r e p a r a t i o n
of monoclonal a n t i b o d i e s  capable  of n u l l i f y i n g  t h e  e f f e c t s  of 
t o x i c a n t s .  

o 	 S t u d i e s  on t h e  g e n e t i c  c o n t r o l  of s u s c e p t i b i l i t y  and r e s i s t a n c e  t o  
t h o s e  e f f e c t s  of t o x i c a n t s  t h a t  l e a d  t o  autoimmune o r  a l l e r g i c
d i s o r d e r s .  

OF INTEREST TO BOTH INSTITUTES 

o 	 S t u d i e s  on t o x i c a n t - t r i g g e r e d  expres s ion  of stress p r o t e i n s  ( e . g . ,
heat-shock p r o t e i n s )  and s p e c i a l  r e c e p t o r s  such as t h o s e  f o r  
a romat ic  hydrocarbons c o n t r o l l e d  by t h e  *vAh" g e n e t i c  l o c u s  and 
found i n  leukocytes ;  and t h e  r o l e s  of such p r o t e i n s  i n  t h e  e f f e c t s  
of t o x i c a n t s  on immune f u n c t i o n s .  

o 	 S t u d i e s  on a b e r r a t i o n s  i n  t h e  e l a b o r a t i o n  and f u n c t i o n s  of 
cy tok ines  and cy tok ine  r e c e p t o r s  induced by t o x i c a n t s .  

o 	 S y n e r g i s t i c  a c t i o n s  of physical/chemical agen t s  e i t h e r  with each 
o t h e r  ( e . g . ,  a chemical and UV-B o r  two chemicals) o r  wi th  o t h e r  
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agen t s  such as v i r u s e s  o r  oncogenes. N I A I D  is  most i n t e r e s t e d  i n  
those  responses  t h a t  l e a d  t o  autoimmune o r  a l l e r g i c  d i s o r d e r s .  

SPECIAL INSTRUCTIONS TO APPLICANTS REGARDING IMPLEMENTATION OF N I H  POLICIES 

CONCERNING INCLUSION OF WOMEN AND MINORITIES I N  C L I N I C A L  RESEARCH STUDIES 


N I H  and ADAMHA p o l i c y  i s  t h a t  a p p l i c a n t s  f o r  NIH/ADAMHA c l i n i c a l  r e sea rch  

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 sea rch  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 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. This  p o l i c y  i s  intended t o  apply t o  males and females  of a l l  ages .  I f  

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 populat ion-based s t u d i e s ,  a clear 

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  terms of 

gender and r a c i a l l e t h n i c  group, t o g e t h e r  with 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 / e t h n i c  i s s u e s  should be addressed i n  developing a 

r e sea rch  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 tudy .  This  information should be included i n  t h e  form PHS 398 i n  Sec t ion  

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

Appl icants  are urged t o  a s s e s s  c a r e f u l l y  t h e  f e a s i b i l i t y  of i nc lud ing  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 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 sea rch  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  / 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 Ind ians  o r  Alaskan 

Nat ives ) ,  As ian lPac 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  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  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 ra teg ies ) ,  d i a g n o s i s ,  or t r ea tmen t  of diseases, d i s o r d e r s  o r  cond i t ions ,  

inc luding  bu t  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  also apply . 

Basic  r e sea rch  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  a r e  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 i s  

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 sea rch  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  popu la t ions ,  i nc lud ing  m i n o r i t i e s .  


I f  t h e  r equ i r ed  information is no t  conta ined  wi th in  t h e  a p p l i c a t i o n ,  t h e  

review w i l l  be d e f e r r e d  u n t i l  t h e  information i s  provided.  


P e e r  rev iewers  w i l l  add res s  s p e c i f i c a l l y  whether t h e  r e sea rch  p l an  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  of 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 1  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  des ign  and w i l l  be r e f l e c t e d  i n  a s s ign ing  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 sea rch  submit ted t o  N I H  are r e q u i r e d  t o  

addres s  t h e s e  p o l i c i e s .  N I H  funding components w i l l  no t  award g r a n t s  o r  

coopera t ive  agreements t h a t  do no t  comply with t h e s e  p o l i c i e s .  


MECHANISM OF SUPPORT 


The mechanism of suppor t  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  - Research P r o j e c t  Grant ( R o l l  and F i r s t  Independent Research Support 

and T r a n s i t i o n  (FIRST) Award (R29) as a p p l i c a b l e .  


APPLICATION AND REVIEW PROCEDURES 


A .  Deadl ine:  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 ;  i . e . ,  February 1 ,  June 1 ,  

and October 1 .  The ear l ies t  p o s s i b l e  award d a t e s  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  d a t e s .  Appl ica t ions  r ece ived  t o o  l a t e  f o r  

one cyc le  of review w i l l  be he ld  u n t i l  t h e  next  r e c e i p t  d a t e .  
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B .  Method of Applying: App l i ca t ions  w i l l  be r ece ived  by t h e  N I H  D iv i s ion  of 
Research Grants ( D R G )  and r e f e r r e d  t o  an 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  merit 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 
governed by normal 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  
R e f e r r a l  Guide l ines .  The review cr i ter ia  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  Nat iona l  Advisory Council o f  

'I- t h e  ass igned  I n s t i t u t e .  

App l i ca t ions  must be submi t ted  on form PHS 398 ( r e v i s e d  10/88) which is 

a v a i l a b l e  i n  t h e  bus iness  o r  g r a n t s  and c o n t r a c t 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  Of f i ce  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 ,  Westwood Bui ld ing ,  Room 449,

Bethesda, MD 20892, t e 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  as 

a response  t o  t h i s  announcement, check "yes" 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  announcement t i t l e ,  "Environmental Toxicants  and t h e  

Immune System", and PA-91-66. 


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 d i r e c t e d  t o :  


Appl i ca t ions  Receipt Of f i ce  

Div i s ion  of Research Grants 

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

Westwood Bui ld ing ,  Room 240 

Bethesda, MD 20892** 


A D D I T I O N A L  INFORMATION 


Appl icants  are s t r o n g l y  encouraged t o  c o n t a c t  one of t h e  Program

Adminis t ra tors  l i s t e d  below p r i o r  t o  p repa r ing  an a p p l i c a t i o n .  I n q u i r i e s 

r e l a t e d  t o  t h i s  program announcement should be d i r e c t e d  t o :  


D r .  Joseph F .  A lb r igh t 

Program Adminis t ra tor  

Div i s ion  of Al le rgy ,  Immunology and Transp lan ta t ion 

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 

Westwood Bui ld ing ,  Room 757 

Bethesda, MD 20892 

Telephone: (301) 496-7551 


D r .  J e r r y  A .  Robinson 

'4 	Program Adminis t ra tor  

S c i e n t i f i c  Programs Branch 
Div i s ion  of Extramural Research and Tra in ing
Nat iona l  I n s t i t u t e  of Environmental Health Sc iences  
P.O. Box 12233 
Research Tr i ang le  Park,  NC 27709 
Telephone: (919) 541-7724 

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


David L .  Mineo 

Chief ,  Grants Management Branch 

Div i s ion  of  Extramural Research and Tra in ing 

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

P.O.  Box 12233 

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

Telephone: (919) 541-1373 


This  program is desc r ibed  i n  t h e  Catalog of Federa l  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 Health Hazards; 93.113,

Bio log ica l  Response t o  Environmental Heal th  Hazards; and 93.855, Allergy , 

Immunology and Transp lan ta t ion  Research. Awards are made under t h e  a u t h o r i t y 

of Sec t ion  487, Pub l i c  Health Se rv ice  Act 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 Federa l  

Regula t ions ,  P a r t  66. This  program i s  no 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. 


N I H  G U I D E  - Vol. 20, No. 23, June 14, 1991 - Page 8 



B I O L O G Y  OF THE BASEMENT MEMBRANE ZONE OF SKIN AND EPIDERMOLYSIS BULLOSA 

PA: PA-91-67 

P.T. 34; K.W. 0715185, 0790005, 0765033, 1002058, 0780020 

Nat iona l  I n s t i t u t e  of  A r t h r i t i s  and Musculoskeletal  and Skin Diseases 
Nat iona l  I n s t i t u t e  of Chi ld  Heal th  and Human Development 

I .  PURPOSE 

The Skin Diseases  Program of t h e  Nat iona l  I n s t i t u t e  of  A r t h r i t i s  and 
Musculoskeletal  and Skin Diseases (NIAMS) s u p p o r t s  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 diseases of  t h e  s k i n .  The Genet ics  and Teratology Branch of  t h e  
Nat ional  I n s t i t u t e  of  Chi ld  Heal th  and Human Development ( N I C H D )  suppor ts
r e s e a r c h  on g e n e t i c  and c o n g e n i t a l  malformations of s k i n .  T h i s  program 
announcement i s  t o  encourage submission of 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  i n  t h e  
area of basement membrane zone of  t h e  s k i n  i n  normal and diseased s ta tes  wi th  
p a r t i c u l a r  r e f e r e n c e  t o  ep idermolys is  b u l l o s a .  

11. BACKGROUND 

The basement membrane zone of t h e  s k i n  is a n  area of g r e a t  b i o l o g i c
importance.  The many s t r u c t u r e s  w i t h i n  t h i s  zone mediate n o t  on ly  at tachment  
of  t h e  epidermis  t o  t h e  underlying dermis b u t  a l s o  t r a n s p o r t  n u t r i e n t s  from 
t h e  v a s c u l a t u r e  of t h e  dermis t o  t h e  nonvascular ized epidermis  and, i n  t h e  
r e v e r s e  d i r e c t i o n ,  chemicals ,  inc luding  drugs ,  i n t o  t h e  systemic c i r c u l a t i o n  
fol lowing t o p i c a l  a p p l i c a t i o n .  S t u d i e s  o f  s k i n  d i s e a s e s  must c o n s i d e r  t h e  
basement membrane zone i n  e v a l u a t i n g  t h e  under ly ing  mechanisms of  t h e i r  
pathogenes i s .  

Epidermolysis  b u l l o s a  i s  a l a r g e  group of h e r e d i t a r y  and a t  l eas t  two acqui red
s k i n  d i s e a s e s  i n  which t h e  pa thologic  d e f e c t  occurs  w i t h i n  t h e  s k i n  basement 
membrane zone, e i t h e r  w i t h i n  t h e  b a s a l  k e r a t i n o c y t e s ,  t h e  e l e c t r o n  
microscopica l ly  i d e n t i f i e d  basement membrane, or t h e  s u p e r f i c i a l  p a p i l l a r y
dermis. I n  t h e  p a s t  s e v e r a l  y e a r s  many s t r u c t u r e s  have been i d e n t i f i e d  w i t h i n  
t h i s  area of s k i n .  Severa l  have been impl ica ted  i n  t h e  pa thogenes is  of  one o r  
more forms of  ep idermolys is  b u l l o s a .  Thus, t h e s e  diseases r e p r e s e n t  a n  
experiment of  n a t u r e ,  t h e  s tudy  of which can provide  g r e a t  i n s i g h t s  i n t o  
normal f u n c t i o n i n g  of molecules of  t h e  basement membrane zone of  s k i n ,  as w e l l  
as p o t e n t i a l  approaches t o  t h e  d i a g n o s i s  and t r e a t m e n t  of i n d i v i d u a l s  
s u f f e r i n g  wi th  t h e s e  o f t e n  d e b i l i t a t i i n g  o r  even f a t a l  c o n d i t i o n s .  

The NIAMS suppor ts  a Nat iona l  Epidermolysis  Bul losa  R e g i s t r y  t h a t  c o n s i s t s  of 
f o u r  c l i n i c a l  s i t e s  and a c o o r d i n a t i n g  c e n t e r .  The f i r s t  f i v e  y e a r s  of t h i s  
R e g i s t r y  w i l l  conclude i n  September 1991. The R e g i s t r y  f a c i l i t a t e s  r e s e a r c h  
i n  ep idermolys is  b u l l o s a  and t h e  biology of t h e  basement membrane zone by
provid ing  t i s s u e s  from banked sources  a n d l o r  o b t a i n i n g  p a t i e n t s  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  r e s e a r c h .  

RESEARCH GOALS AND SCOPE 

The g o a l  of t h i s  program announcement is t o  s t i m u l a t e  r e s e a r c h  i n  t h e  biology
of t h e  s k i n  basement membrane zone and i n t o  t h e  e t i o p a t h o g e n e s i s  of 
ep idermolys is  b u l l o s a .  Some r e s e a r c h  areas a p p r o p r i a t e  f o r  i n c l u s i o n  i n  
a p p l i c a t i o n s  respons ive  t o  t h i s  announcement are:  

S t u d i e s  of t h e  molecules making up t h e  basement membrane zone, i n  
t h e  normal and/or d i s e a s e d  s t a t e ;  

S t u d i e s  seeking e a r l y  a b e r r a t i o n s  and b i o l o g i c a l  markers of s k i n  
development a t  t h e  t i s s u e ,  c e l l u l a r ,  and molecular l e v e l s ;  

Molecular g e n e t i c  approaches t o  understanding basic d e f e c t s  i n  t h e  
h e r e d i t a r y  forms of epidermolys is  b u l l o s a  u t i l i z i n g  both  candida te  
gene and anonymous marker approaches; 

I n v e s t i g a t i o n s  u t i l i z i n g  t i s s u e  c u l t u r e ,  organ and animal model 
systems, and o t h e r  techniques  as a p p r o p r i a t e  t o  i n v e s t i g a t e  t h e  
mechanisms by which d e f e c t s  i n  t h e  s k i n  basement membrane zone 
r e s u l t  i n  d i s e a s e  phenotype; 

S t u d i e s  l e a d i n g  t o  c l i n i c a l  t r i a l s  and t h e  t r e a t m e n t  of v a r i o u s  
forms of ep idermolys is  b u l l o s a ;  

Epidemiology of s u b s e t s  of ep idermolys is  b u l l o s a .  

111 
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MECHANISM OF SUPPORT 


Research mechanisms t o  suppor t  t h e s e  i n v e s t i g a t i o n s  inc lude  i n d i v i d u a l  

r e s e a r c h  g r a n t s  ( R o l l ,  C l i n i c a l  I n v e s t i g a t o r  Awards (K081, and F i r s t  

Independent Research and T r a n s i t i o n  (FIRST) Awards (R29). 


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  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  NIH/ADAMHA 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 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. Th i s  p o l i c y  is in tended  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 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  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 tudy .  Th i s  in format ion  

should be inc luded  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  S e c t i o n  2, E ,  Human S u b j e c t s .  App l i can t s /o f f e ro r s  a r e  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 i nc lud ing  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  r ecogn izes  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  r a c i a l 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 ) , 

Asian IPac 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  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  inc ludes  human biomedical 

and behav io ra 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 / 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  app l i can t  m u s t  d i s c u s s  

t h e  r e l evance  of research 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  * 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  i s  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 .  


Peer rev iewers  w i l l  add res s  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 an  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  of women o r  

m i n o r i t i e s  i n  a s tudy  des ign  is 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 1  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 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  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  submitted t o  N I H  are r e q u i r e d  t o  

addres s  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 no t  comply with t h e s e  p o l i c i e s .  


APPLICATION AND REVIEW PROCEDURES 


Appl i ca t ions  i n  response  t o  t h i s  announcement w i l l  be reviewed i n  accordance 

with  Pub l i c  Heal th  Se rv ice  pee r  review procedures f o r  r e s e a r c h  g r a n t s .  Review 

c r i t e r i a  inc lude  s i g n i f i c a n c e  and o r i g i n a l i t y  of t h e  r e s e a r c h  g o a l s  and 

approaches; f e a s i b i l i t y  of t h e  r e s e a r c h  and adequacy of t h e  exper imenta l 

des ign ;  t r a i n i n g ,  r e s e a r c h  competence, and d e d i c a t i o n  of t h e  i n v e s t i g a t o r ( s 1 ; 

adequacy of  a v a i l a b l e  f a c i l i t i e s ;  and p rov i s ion  f o r  t h e  humane c a r e  of 

animals.  Decis ions  w i l l  be based on i n i t i a l  review group and Nat iona l  
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Advisory Council  recommendations. App l i ca t ions  must be submi t ted  on form PHS 

398 ( r e v .  101881, a v a i l a b l e  i n  t h e  bus iness  o r  g r a n t s  o f f i c e  a t  most academic 

o r  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  Div i s 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 449, Bethesda,  MD 20894,

t e lephone  (301) 496-7441. 


Appl ica t ions  w i l l  be accepted  i n  accordance wi th  t h e  submission d a t e s  f o r  new 

a p p l i c a t i o n s  on a con t inu ing  b a s i s .  


February 1 ,  June 1 ,  October 1 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 .  


The phrase  "BIOLOGY OF THE BASEMENT MEMBRANE ZONE OF SKIN AND EPIDERMOLYSIS 

BULLOSA, PA-91-67'? must be typed  on l i n e  2 of  t h e  f a c e  page of t h e  

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


Grant Appl ica t ion  Rece ip t  Of f i ce  

Div i s ion  of Research Grants  

Westwood Bui ld ing ,  Room 240 

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

Bethesda, MD 20892-4500** 


For f u r t h e r  in format ion ,  i n v e s t i g a t o r s  are encouraged t o  c o n t a c t  t h e  fo l lowing 

i nd iv idua l  s : 


Alan N .  Moshell ,  M . D .  

Skin Diseases Program D i r e c t o r  

Nat iona l  I n s t i t u t e  of A r t h r i t i s  and Musculoskeletal  and Skin Diseases 

Westwood Bui ld ing ,  Room 405 

Bethesda,  MD 20892 

Telephone: (301) 496-7326 


Delber t  H .  Dayton, M . D .  

Genet ics  and Tera to logy  Branch 

Center  f o r  Research f o r  Mothers and Chi ldren  

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

Execut ive P laza  North Bui ld ing ,  Room 643 

9000 Rockvi l le  P ike  

Bethesda,  MD 20892 

Telephone: (301) 496-5541 


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


Diane M .  Watson 

Grants  Management O f f i c e r  

Nat iona l  I n s t i t u t e  of A r t h r i t i s  and Musculoskeletal  and Skin  Diseases 

Westwood Bu i ld ing ,  Room 407-A 

Bethesda,  MD 20892 

Telephone: (301) 496-7495 


Douglas Shawver 

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

Grants  Management Branch 

Office of  Grants  and Con t rac t s  

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

Execut ive P laza  North,  Room 505 

Bethesda, MD 20892 

Telephone: (301) 496-1303 


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

93.846, A r t h r i t i s ,  Musculoskeletal  and Skin Diseases Research and No. 93.865,

Research f o r  Mothers and Ch i ld ren .  Awards w i l l  be 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  Se rv ice  A c t ,  T i t l e  111, Sec t ion  301(c) (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  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 Execut ive Order 12372 o r  Heal th  

Systems Agency review.  


**THE M A I L I N G  ADDRESS G I V E N  FOR SENDING APPLICATIONS TO THE DIVISION OF 

RESEARCH GRANTS OR CONTACTING PROGRAM STAFF I N  THE WESTWOOD B U I L D I N G  I S  THE 

CENTRAL M A I L I N G  ADDRESS FOR THE N A T I O N A L  INSTITUTES OF HEALTH. APPLICANTS WHO 

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

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

B U I L D I N G  IS :  


'E
5333 Westbard Avenue 
Bethesda, Maryland 20816 
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