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NOTICES 

INSERT FLYER FOR APPLICANTS USING FORM 398 REGARDING IMPLEMENTATION OF THE 
NIH/ADAMHA POLICY CONCERNING INCLUSION OF WOMEN AND MINORITIES I N  CLINICAL 
RESEARCH STUDY POPULATIONS 

-& 
P.T. 34; K.W. 1014006 
Nat iona l  I n s t i t u t e s  o f  Hea l th  

Alcohol ,  Drug Abuse, and Mental  Hea l th  Admin i s t r a t ion  


The purpose  o f  t h i s  n o t i c e  is t o  p rov ide  s p e c i a l  i n s t r u c t i o n s  t o  r e s e a r c h  

g r a n t  and c o o p e r a t i v e  agreement a p p l i c a n t s  u s i n g  Form PHS 398, r e g a r d i n g  t h e  

Nat iona l  I n s t i t u t e s  o f  Hea l th  ( N I H )  and t h e  Alcohol ,  Drug Abuse, and Mental  

Hea l th  Admin i s t r a t ion  (ADAMHA) p o l i c i e s  concern ing  t h e  i n c l u s i o n  o f  women and 

m i n o r i t i e s  i n  c l i n i c a l  r e s e a r c h  s t u d y  p o p u l a t i o n s .  These p o l i c i e s  were 

pub l i shed  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  on September 28, 1990,

Vol. 19, No. 35 f o r  i n c l u s i o n  o f  m i n o r i t i e s  i n  s t u d y  p o p u l a t i o n s  and on August

24, 1990, Vol.  19, No. 31 f o r  i n c l u s i o n  o f  women i n  s t u d y  p o p u l a t i o n s .  


PRIORITY ANNOUNCEMENT 


SPECIAL INSTRUCTIONS TO APPLICANTS USING FORM PHS 398 REGARDING IMPLEMENTATION 

OF THE NIH/ADAMHA POLICY CONCERNING INCLUSION OF WOMEN AND MINORITIES I N  

C L I N I C A L  RESEARCH STUDY POPULATIONS 


NOTE: THESE INSTRUCTIONS APPLY ONLY TO THE LIMITED NUMBER OF GRANT AND 

COOPERATIVE AGREEMENT APPLICANTS WHO PROPOSE C L I N I C A L  RESEARCH STUDIES THAT 

INCLUDE HUMAN BIOMEDICAL AND BEHAVIORAL STUDIES OF ETIOLOGY, EPIDEMIOLOGY,

PREVENTION (AND PREVENTIVE STRATEGIES), DIAGNOSIS, OR TREATMENT OF DISEASES,

DISORDERS OR CONDITIONS, I N C L U D I N G  BUT NOT LIMITED TO C L I N I C A L  TRIALS. 


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  NIHIADAMHA c l i n i c a l  r e s e a r c h  

g r a n t s ,  c o o p e r a t i v e  agreements ,  and c o n t r a c t s  w i l l  be  r e q u i r e d  t o  i n c l u d e  

m i n o r i t i e s  and women i n  s t u d y  p o p u l a t i o n s  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  pe r sons  a t  r i s k  o f  t h e  d i s e a s e ,  d i s o r d e r ,  o r  c o n d i t i o n  under  

s t u d y ;  s p e c i a l  emphasis  should  be  p l aced  on t h e  need f o r  i n c l u s i o n  o f  

m i n o r i t e s  and women i n  s t u d i e s  o f  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  affect  them. If women o r  m i n o r i t i e s  are n o t  i nc luded  o r  

are inadequa te ly  r e p r e s e n t e d  i n  c l i n i c a l  r e s e a r c h ,  p a r t i c u l a r l y  i n  proposed 

popu la t ions -based  s t u d i e s ,  a clear compel l ing  r a t i o n a l e  shou ld  be p rov ided .  


-
A p p l i c a n t s  are urged  t o  assess c a r e f u l l y  t h e  f e a s i b i l i t y  o f  i n c l u d i n g  t h e  

b r o a d e s t  p o s s i b l e  r e p r e s e n t a t i o n  o f  m i n o r i t y  groups .  However, N I H  and ADAMHA 

r e c o g n i z e  t h a t  it may n o 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  i n c l u d e  r e p r e s e n t a t i o n  o f  t h e  f u l l  a r r a y  o f  United S t a t e s  r a c i a l l e t h n i c  

m i n o r i t y  p o p u l a t i o n s  ( i . e ,  Na t ive  Americans (American I n d i a n s  o r  Alaskan 

N a t i v e s ) ,  A s i a n / P a c i f i c  I s l a n d e r s ,  Blacks ,  H i s p a n i c 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  m i n o r i t y  p o p u l a t i o n  groups  should  be p rov ided .  


Beginning immedia t e ly ,  a l l  a p p l i c a t i o n s  submi t t ed  to NIHIADAMHA w i l l  be 

r e q u i r e d  t o  a d d r e s s  t h i s  p o l i c y .  


INSTRUCTIONS TO APPLICANTS 

A p p l i c a n t s  must i n c l u d e  a d e s c r i p t i o n  o f  t h e  composi t ion  o f  t h e  proposed s t u d y
p o p u l a t i o n  i n  terms o f  gender  and r a c i a W e t h n i c  group and a r a t i o n a l e  f o r  i ts  
c h o i c e .  I n  a d d i t i o n ,  gender  and r a c i a l / e t h n i c  i s s u e s  shou ld  be  addres sed  i n  
deve loping  a r e s e a r c h  d e s i g n  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  o f  t h e  s t u d y .  T h i s  i n fo rma t ion  shou ld  be  inc luded  i n  t h e  form PHS 
398 i n  S e c t i o n  2, A-D o f  t h e  Research  P lan  AND summarized i n  S e c t i o n  2, E ,
Human S u b j e c t s .  

A p p l i c a t i o n s  must employ a s t u d y  d e s i g n  w i t h  gender  and/or  m i n o r i t y
r e p r e s e n t a t i o n  (by  age  d i s t r i b u t i o n ,  r i s k  f a c t o r s ,  i nc idence /p reva lence ,  o r  
o t h e r )  a p p r o p r i a t e  t o  t h e  s c i e n t i f i c  o b j e c t i v e s  o f  t h e  d i s e a s e ,  d i s o r d e r ,  o r  
c o n d i t i o n  be ing  s t u d i e d .  

It i s  n o t  an  au tomat i c  requi rement  f o r  t h e  s t u d y  d e s i g n  t o  p rov ide  s t a t i s t i c a l  
power t o  answer t h e  q u e s t i o n s  posed f o r  men and women and r a c i a l l e t h n i c  groups
s e p a r a t e l y ;  however, whenever t h e r e  a r e  s c i e n t i f i c  r e a s o n s  t o  a n t i c i p a t e
d i f f e r e n c e s  between men and women wi th  r e g a r d  t o  t h e  h y p o t h e s i s  under  
i n v e s t i g a t i o n ,  a p p l i c a n t s  should  i n c l u d e  an  e v a l u a t i o n  o f  gender  and m i n o r i t y  

-' group d i f f e r e n c e s  i n  t h e  proposed s t u d y .  

If adequa te  i n c l u s i o n  o f  women o r  m i n o r i t i e s  is imposs ib l e  o r  i n a p p r o p r i a t e
w i t h  r e s p e c t  t o  t h e  purpose  of t h e  r e s e a r c h ,  t h e  h e a l t h  o f  t h e  s u b j e c t s ,  or 
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o t h e r  r e a s o n s ,  o r  i f  t h e  o n l y  a v a i l a b l e  s t u d y  p o p u l a t i o n  h a s  a 

d i s p r o p o r t i o n a t e  r e p r e s e n t a t i o n  o f  one gender  o r  m i n o r i t y / m a j o r i t y  group, t h e  

r a t i o n a l e  f o r  t h e  s t u d y  p o p u l a t i o n  must be  w e l l  e x p l a i n e d  and j u s t i f i e d  by t h e  

a p p l i c a n t .  


The u s u a l  N I H  p o l i c i e s  conce rn ing  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 exc luded .  However, e v e r y  e f f o r t  shou ld  be made 

t o  i n c l u d e  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 

impor t an t  t o  a p p l y  t h e  r e s u l t s  o f  t h e  s t u d y  b r o a d l y ,  and t h i s  shou ld  be 

a d d r e s s e d  by a p p l i c a n t s .  


PEER REVIEW 

Execu t ive  S e c r e t a r i e s  o f  t h e  I n i t i a l  Review Groups ( I R G s )  w i l l  r e q u e s t  w r i t t e n  
c l a r i f i c a t i o n  from t h e  a p p l i c a n t  when t h e  a p p l i c a t i o n  does n o t  d e s c r i b e  and 
j u s t i f y  t h e  gender  o r  m i n o r i t y  composi t ion o f  t h e  s t u d y  p o p u l a t i o n .  If such 
i n f o r m a t i o n  i s  n o t  c o n t a i n e d  w i t h i n  t h e  a p p l i c a t i o n ,  and i s  n o t  p rov ided  upon 
r e q u e s t ,  t h e  a p p l i c a t i o n  w i l l  b e  d e f e r r e d  wi thou t  I R G  review u n t i l  it is 
complete  o r  w i l l  b e  r e t u r n e d  t o  t h e  a p p l i c a n t .  I n  t h e  case o f  r e s p o n s e s  t o  
RFAs  w i t h  s i n g l e  r e c e i p t  d a t e s ,  a p p l i c a t i o n s  t h a t  are n o t  brought  i n t o  
compliance w i l l  be r e t u r n e d  wi thou t  review r a t h e r  t h a n  d e f e r r e d .  

Execu t ive  S e c r e t a r i e s  o f  a l l  s c i e n t i f i c  I R G s  w i l l  i n s t r u c t  t h e  I R G  members 
t h a t  t h e  assessment  o f  s c i e n t i f i c  and t e c h n i c a l  merit o f  a p p l i c a t i o n s  must 
i n c l u d e  a n  e v a l u a t i o n  o f  t h e  proposed gender  and m i n o r i t y  composi t ion o f  t h e  
s t u d y  p o p u l a t i o n  and i t s  a p p r o p r i a t e n e s s  t o  t h e  s c i e n t i f i c  o b j e c t i v e s  o f  t h e  
s t u d y  and t o  t h i s  p o l i c y .  If t h e  r e p r e s e n t a t i o n  o f  women and m i n o r i t i e s  i n  a 
s t u d y  d e s i g n  i s  inadequa te  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  addres sed  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 t u d y  p o p u l a t i o n  is  inadequa te ,  it w i l l  b e  
c o n s i d e r e d  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 t u d y  d e s i g n  and shou ld  
be r e f l e c t e d  i n  t h e  a s s i g n e d  s c o r e  g iven  t o  t h e  a p p l i c a t i o n .  When p r e p a r i n g
t h e  summary s t a t e m e n t ,  t h e  Execu t ive  S e c r e t a r y  w i l l  summarize t h e  f i n d i n g s  and 
recommendations of  t h e  rev iewers  on t h i s  p o l i c y  i n  a spec ia l  s e c t i o n  a t  t h e  
end o f  t h e  C r i t i q u e  sub-headed: Women and Minor i ty  S u b j e c t s .  

R e g a r d l e s s  o f  t h e  p r i o r i t y  s c o r e ,  p e r c e n t i l e  r a n k i n g ,  o r  program r e l e v a n c e  of  
t h e  proposed r e s e a r c h ,  t h e  N I H  and ADAMHA fund ing  components w i l l  n o t  
fund/award g r a n t s  t h a t  do n o t  comply w i t h  t h i s  p o l i c y .  

APPLICANTS SHOULD CONTACT NIH/ADAMHA PROGRAM STAFF FOR ADDITIONAL GUIDANCE I N  1IJ 

INTERPRETING THIS POLICY I N  THE CONTEXT OF ANY SPECIFIC INSTITUTE, CENTER OR 
DIVISION RESEARCH PROGRAM OF NIH/ADAMHA. 

ANNUAL ASSURANCE UPDATE AND REPORT ON ACTIVITIES RELATED TO POSSIBLE 
MISCONDUCT I N  SCIENCE 

P.T. 34; K.W. 1014004, 1014006 

P u b l i c  H e a l t h  S e r v i c e  

E f f e c t i v e  Date: J a n u a r y  1, 1991 

The P u b l i c  Hea l th  S e r v i c e  (PHS) s c i e n t i f i c  misconduct r e g u l a t i o n s ,  42 CFR 50 
Subpar t  A ,  " R e s p o n s i b i l i t i e s  o f  PHS Awardee and App l i can t  I n s t i t u t i o n s  f o r  
Dea l ing  With and Repor t ing  P o s s i b l e  Misconduct i n  Science",  r e q u i r e
i n s t i t u t i o n s  t o  make an annua l  r e p o r t  t o  t h e  Office o f  S c i e n t i f i c  I n t e g r i t y
(OSI ) ,  about  t h e  h a n d l i n g  o f  a l l e g a t i o n s ,  i n q u i r i e s ,  and i n v e s t i g a t i o n s  i n t o  
p o s s i b l e  s c i e n t i f i c  misconduct,  i n  connec t ion  w i t h  r e s e a r c h  f o r  which PHS 
funds  have been r e q u e s t e d  o r  r e c e i v e d ,  a l o n g  w i t h  a n  annua l  upda te  o f  t h e  
i n s t i t u t i o n a l  a s s u r a n c e  t o  t h e  OSI. 

The o f f i c i a l  forms f o r  t h e  annua l  r e p o r t  w i t h  a s i g n a t u r e  page f o r  t h e  
r e q u i r e d  a s s u r a n c e  u p d a t e  were mailed by t h e  OS1 i n  December 1990, t o  t h e  
o f f i c i a l s  o f  i n s t i t u t i o n s  t h a t  f i l e d  an a s s u r a n c e  w i t h  OS1 f o r  1990. The 
completed form must be  r e t u r n e d  t o  OS1 no l a t e r  t h a n  Janaury  10, 1991. OS1 
s t a f f  w i l l  review and u s e  t h e  form t o  upda te  t h e  PHS a s s u r a n c e  f i l e s .  An 
upda ted ,  a c t i v e  a s s u r a n c e  is  r e q u i r e d  i n  o r d e r  f o r  each i n s t i t u t i o n  t o  be 
e l i g i b l e  t o  a p p l y  f o r  and r e c e i v e  PHS g r a n t s ,  f e l l o w h s i p s ,  and c o o p e r a t i v e  
agreements  f o r  r e s e a r c h  d u r i n g  c a l e n d a r  y e a r  1991. 
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For f u r t h e r  i n f o r m a t i o n  c o n t a c t :  


D r .  Alan R .  P r i c e  o r  Ms. Carolyn Bowman 

Office o f  S c i e n t i f i c  I n t e g r i t y 

N I H  

B u i l d i n s  31, Room BlC39 


-J 	 Bethesda, MD 20892 
Telephone: (301) 496-2624 ( t h i s  is n o t  a t o l l - f r e e  number)
Fax: (301) 402-0238 

N I D C D  RESTRICTIONS ON REQUESTED BUDGETS FOR PROGRAM PROJECT AND C L I N I C A L  
RESEARCH CENTER APPLICATIONS 

P.T. 04, 34; K . W .  1014006 

N a t i o n a l  I n s t i t u t e  on Deafness  and Other  Communication D i s o r d e r s  

The N a t i o n a l  I n s t i t u t e  on Deafness and Other  Communication D i s o r d e r s  ( N I D C D )  
announces a new p o l i c y  on t h e  maximum amount o f  d i r e c t  c o s t s  f o r  a p p l i c a t i o n s
f o r  program p r o j e c t s  and c l i n i c a l  r e s e a r c h  c e n t e r s .  E f f e c t i v e  f o r  t h e  
submission d e a d l i n e  o f  June  1, 1991, a p p l i c a t i o n s  f o r  new program p r o j e c t s  and 
c l i n i c a l  r e s e a r c h  c e n t e r s  may n o t  r e q u e s t  more t h a n  $750,000 d i r e c t  c o s t s  f o r  
t h e  f irst  y e a r  o f  s u p p o r t .  A p p l i c a t i o n s  exceeding t h i s  l i m i t  w i l l  b e  r e t u r n e d  
t o  t h e  a p p l i c a n t  w i thou t  f u r t h e r  r ev iew.  

Competing c o n t i n u a t i o n  a p p l i c a t i o n s  f o r  program p r o j e c t s  and c l i n i c a l  r e s e a r c h  
c e n t e r s  a l r e a d y  r e c e i v e d  and a w a i t i n g  review o r  award may be awarded a t  an 
amount i n  e x c e s s  o f  $750,000 f o r  t h e  f i rs t  y e a r  o f  c o n t i n u a t i o n  s u p p o r t  (when
a p p r o p r i a t e l y  recommended by i n i t i a l  review groups and t h e  N a t i o n a l  Advisory
C o u n c i l ) .  c u r r e n t  payment c r i t e r i a ) .  

Competing c o n t i n u a t i o n  a p p l i c a t i o n s  f o r  program p r o j e c t s  and c l i n i c a l  r e s e a r c h  
c e n t e r s  r e c e i v e d  by t h e  October 1 ,  1991 d e a d l i n e  may r e q u e s t  t h e  amount of  t h e  
l a s t  y e a r  o f  t h e i r  c u r r e n t  p r o j e c t  p e r i o d  o r  $750,000, whichever i s  g r e a t e r ,
f o r  t h e  first y e a r  o f  renewal  s u p p o r t .  

P r i n c i p a l  I n v e s t i g a t o r s  ( P I )  w i t h  g r a n t s  t h a t  now exceed o r  w i l l  exceed 
$750,000 d i r e c t  c o s t s  must p r e p a r e  t o  r educe  t h e  s ize  o f  t h e i r  g r a n t  p r o p o s a l
when t h e y  a p p l y  f o r  a renewal  a t  t h e  end of  t h e i r  c u r r e n t  p r o j e c t  p e r i o d .  The 

I Hea l th  S c i e n t i s t  A d m i n i s t r a t o r  r e s p o n s i b l e  f o r  t h e  g r a n t  w i l l  work w i t h  t h e  PI  

t o  approach t h e  $750,000 l i m i t a t i o n .  


The N I D C D  r e g r e t s  t h a t  budge ta ry  c o n s t r a i n t s  have d i c t a t e d  t h e  i s s u a n c e  o f  

t h i s  new p o l i c y .  For a d d i t i o n a l  i n f o r m a t i o n  and f o r  N I D C D  G u i d e l i n e s  f o r  t h e  

p r e p a r a t i o n  o f  program p r o j e c t  and c l i n i c 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 , 

p l e a s e  c o n t a c t :  


Act ing  D i r e c t o r  f o r  Extramural  A c t i v i t i e s  

N a t i o n a l  I n s t i t u t e  on Deafness  and Other  Communication D i s o r d e r s  

6120 Execu t ive  P l a z a  South,  S u i t e  750a 

Bethesda, MD 20892 


NOTICES OF AVAILABILITY (RFPs AND RFAs) 

SUPPORT FOR THE PREPARATION OF THE ANNUAL REPORTS ON CARCINOGENS 

RFP: NIH-ES-91-07 

P.T. 34; K . W .  0715035, 0725000 

N a t i o n a l  I n s t i t u t e  o f  Environmental  H e a l t h  S c i e n c e s  

The N a t i o n a l  I n s t i t u t e  o f  Environmental  Hea l th  S c i e n c e s  (NIEHS), N a t i o n a l  
I n s t i t u t e s  o f  Hea l th  ( N I H ) ,  is s o l i c i t i n g  a p r o p o s a l  from t h e  s o u r c e  
i d e n t i f i e d  below t o  p r o c u r e  a s s i s t a n c e  i n  p r e p a r i n g  t h e  Annual Repor t s  on 
Carcinogens f o r  p r i n t i n g .  With r e s p e c t  t o  chemica l s  t h a t  are known t o  be o r  
r e a s o n a b l y  a n t i c i p a t e d  t o  be  c a r c i n o g e n s ,  t h e  C o n t r a c t o r  s h a l l  a ss i s t  t h e  
Government i n  i d e n t i f y i n g ,  g a t h e r i n g ,  c o l l a t i n g ,  and summarizing e x i s t i n g
d a t a ,  estimates and i n f o r m a t i o n  on t h e  n a t u r e  o f  exposure,  i ts l e v e l ,  t h e  
number o f  p e r s o n s  exposed, and t h e  r e g u l a t o r y  s t a t u s  f o r  each chemical  t o  be  
i n c l u d e d  i n  t h e  Annual Repor t s  on Carcinogens.  The C o n t r a c t o r  s h a l l  p r o v i d e  

1' 	s u p p o r t  f o r  i n c l u s i o n  o f  approximately 20 new chemica l s  p e r  y e a r  i n  t h e  Annual 
Report  on Carcinogens,  as  w e l l  as  u p d a t i n g  t h e  i n f o r m a t i o n  c o n t a i n e d  i n  t h e  
immediately p r e c e d i n g  r e p o r t .  Each Annual Report  s h a l l  be  a s e l f - c o n t a i n e d  
document. The Government estimates t h a t  t h e  p r o j e c t  w i l l  r e q u i r e  
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approx ima te ly  1 . 4  p r o f e s s i o n a l  pe r son  y e a r s  and .8 t e c h n i c a l  p e r s o n  y e a r s  o f  
e f f o r t  p e r  c o n t r a c t  y e a r .  The proposed c o n t r a c t  i s  se t  a s i d e  f o r  Rao 
E n t e r p r i s e s ,  I n c . / d b a  I n t e g r a t e d  Labora to ry  Systems, P.O. Box 13501,  Research 
T r i a n g l e  Park,  NC 27709. The RFP was r e l e a s e d  on o r  about  December 13,  1990 
w i t h  t h e  p r o p o s a l  due t o  be r e c e i v e d  Janua ry  15,  1991. 

Requests  shou ld  r e f e r e n c e  RFP NIH-ES-91-07 and shou ld  be  forwarded t o :  
W 

N a t i o n a l  I n s t i t u t e  o f  Environmental  Hea l th  S c i e n c e s  

C o n t r a c t s  and Procurement Management Branch, OM 

ATTN: Mr. Donald Gula, C o n t r a c t  S p e c i a l i s t 

79 T.W. Alexander Dr ive ,  4401 Research Commons B u i l d i n g 

P.O. Box 12874 

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

Telephone: (919)  541-7893 


C L I N I C A L  TRIALS TO EVALUATE THERAPIES FOR H I V  DISEASE 

RFP AVAILABLE: RFP-NIH-NIAID-DAIDS-91-29 

P.T. 34; K.W. 0715008, 0755015, 0740012, 0795005 

N a t i o n a l  I n s t i t u t e  o f  A l l e r g y  and I n f e c t i o u s  Diseases 


The D i v i s i o n  o f  Acquired Immunodeficiency Syndrome (DAIDS) o f  t h e  N a t i o n a l  

I n s t i t u t e  o f  A l l e r g y  and I n f e c t i o u s  Diseases ( N I A I D )  h a s  a need f o r  

o r g a n i z a t i o n s  hav ing  t h e  c a p a b i l i t y  and f a c i l i t i e s  t o  conduct  C l i n i c a l  T r i a l s  

t o  E v a l u a t e  T h e r a p i e s  f o r  H I V  Disease. The purpose o f  t h i s  r equ i r emen t  i s  t o  

e v a l u a t e  p o t e n t i a l  t h e r a p i e s  f o r  H I V  d i s e a s e  and i ts  a s s o c i a t e d  o p p o r t u n i s t i c 

i n f e c t i o n s  and ma l ignanc ie s  i n  Phase I ,  1/11, and I1 c l i n i c a l  t r i a l s .  


The DAIDS w a s  e s t a b l i s h e d  t o  a d d r e s s  n a t i o n a l  r e s e a r c h  needs  c r e a t e d  by t h e  

advent and spread o f  t h e  a c q u i r e d  immunodeficiency syndrome (AIDS) epidemic. 

I n t e g r a l  t o  t h e  mis s ion  o f  t h e  D i v i s i o n  i s  r e s p o n s i b i l i t y  f o r  e n s u r i n g  t h a t  

s c i e n t i f i c  i n v e s t i g a t i o n  o f  i n f e c t i o n  w i t h  t h e  human immunodeficiency v i r u s  

( H I V )  i s  focused  on t h e  most c r i t i c a l  b iomed ica l  r e s e a r c h  i s s u e s  engendered by

t h e  AIDS epidemic.  The Treatment  Research Program o f  t h e  DAIDS d i r e c t s  two 

n a 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  programs f o r  e v a l u a t i n g  new t r e a t m e n t s  f o r  H I V  

i n f e c t i o n  and i ts  a s s o c i a t e d  o p p o r t u n i s t i c  i n f e c t i o n s  and c a n c e r s .  These two 

programs are t h e  AIDS C l i n i c a l  T r i a l s  Group (ACTG) and t h e  Community Programs 1.1 


f o r  C l i n i c a l  Research on AIDS (CPCRA). 


The purpose  o f  t h i s  Request f o r  P r o p o s a l s  (RFP) is t o  p r o v i d e  t h e  DAIDS w i t h  

an a d d i t i o n a l  c l i n i c a l  t r i a l s  mechanism, s e p a r a t e  and d i s t i n c t  from b o t h  t h e  

ACTG and t h e  CPCRA. T h i s  mechanism w i l l  e n a b l e  t h e  D i v i s i o n  t o  r a p i d l y 

a d d r e s s  c r i t i c a l  q u e s t i o n s  about  t h e r a p e u t i c  a g e n t s  o r  i n n o v a t i v e  t r e a t m e n t  

approaches and t o  e v a l u a t e  p o t e n t i a l l y  e f f e c t i v e  t h e r a p i e s  t h a t  may f a l l  

o u t s i d e  t h e  immediate p r i o r i t i e s  o f  t h e  ACTG o r  t h e  CPCRA. T h i s  c o n t r a c t  

s p e c i f i c a l l y  w i l l  NOT REPLICATE t h e  r e s e a r c h  conducted t h r o u g h  t h e  e x i s t i n g 

ACTG and CPCRA systems b u t ,  r a t h e r ,  i s  expec ted  t o  complement t h e s e  r e s e a r c h  

a c t i v i t i e s  . 

The s u c c e s s f u l  o f f e r o r ( s 1  t o  t h i s  RFP must have t h e  demonstrated s c i e n t i f i c , 

t e c h n i c a l ,  and o p e r a t i o n a l  c a p a b i l i t i e s  t o  p l a n ,  develop,  implement, and 

manage a c l i n i c a l  t r i a l s  system t o  respond t o  t h e  DAIDS need t o  r a p i d l y 

implement p i l o t  and o t h e r  e a r l y  s t u d i e s  o f  new a g e n t s  and i n t e r v e n t i o n s  f o r  

t h e  t r e a t m e n t  o f  H I V  i n f e c t i o n  and i t s  s e q u e l a e .  These c a p a b i l i t i e s  i n c l u d e  

deve lop ing ,  implementing and a n a l y z i n g  p r o t o c o l s ,  a c q u i r i n g  and d i s t r i b u t i n g 

i n v e s t i g a t i o n a l  a g e n t s ,  and mon i to r ing  t h e  p r o g r e s s  o f  t h e  ongoing t r i a l s  i n  

accordance w i t h  F e d e r a l  r e g u l a t i o n s  and t h e  DAIDS s t a n d a r d s ,  i n c l u d i n g 

r e p o r t i n g  a d v e r s e  d rug  r e a c t i o n s .  


T h i s  NIAID-sponsored p r o j e c t  w i l l  t a k e  approx ima te ly  5 y e a r s  t o  complete .  It 

is a n t i c i p a t e d  two complet ion t y p e  c o n t r a c t s  w i l l  b e  made. T h i s  i s  an 

announcement f o r  an a n t i c i p a t e d  RFP. RFP-NIH-NIAID-DIADS-91-29 s h a l l  be  

i s s u e d  on o r  about  J anua ry  4,  1991, w i t h  a c l o s i n g  d a t e  t e n t a t i v e l y  s e t  f o r  

March 13, 1991. Reques t s  f o r  t h e  RFP shou ld  be  d i r e c t e d  i n  w r i t i n g  t o :  


W i l l i a m  Rober t s  

C o n t r a c t  Management Branch 

N a t i o n a l  I n s t i t u t e s  o f  H e a l t h  

C o n t r o l  Data Corp. B u i l d i n g 

6003 Execu t ive  B lvd . ,  Room 222P 

Bethesda,  MD 20892 *I' 


To r e c e i v e  a copy o f  t h e  RFP, p l e a s e  supp ly  t h i s  o f f i c e  w i t h  two 
s e l f - a d d r e s s e d  m a i l i n g  l a b e l s .  A l l  r e s p o n s i b l e  s o u r c e s  may submit a p r o p o s a l  
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t h a t  w i l l  b e  c o n s i d e r e d .  T h i s  adve r t i s emen t  does  n o t  commit t h e  Government t o  
award a c o n t r a c t .  

INSTITUTIONAL PHYSICIAN SCIENTIST DEVELOPMENT AWARD PROGRAM 

-*" RFA AVAILABLE : MH-91-02 

P.T. 34; K.W. 0710030, 0785035 

N a t i o n a l  I n s t i t u t e  o f  Mental  Hea l th  
Na t iona l  I n s t i t u t e  on Drug Abuse 

A p p l i c a t i o n  Rece ip t  Date:  March 20, 1991 

The Na t iona l  I n s t i t u t e  o f  Mental  Hea l th  ( N I M H )  and t h e  N a t i o n a l  I n s t i t u t e  on 
Drug Abuse ( N I D A )  is i s s u i n g  t h i s  Request f o r  A p p l i c a t i o n s  (RFA),
I n s t i t u t i o n a l  Phys ic i an  S c i e n t i s t  Development Award Program, MH-91-02, whose 
purpose i s  t o  deve lop  e x c e p t i o n a l  r e s e a r c h  s k i l l s  i n  p h y s i c i a n s  beg inn ing  a 
r e s e a r c h  career.  It is  des igned  t o  e n a b l e  a r e s e a r c h  c a r e e r  f o r  j u n i o r
f a c u l t y  from i n s t i t u t i o n s  l a c k i n g  a s t r o n g  r e s e a r c h  base  by o f f e r i n g
h i g h - q u a l i t y  r e s e a r c h  c a r e e r  development expe r i ence  i n  a r e s e a r c h - i n t e n s i v e  
environment where a c r i t i c a l  mass o f  s c i e n t i s t s  are a v a i l a b l e  t o  p rov ide  a 
complete  developmental  expe r i ence .  

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  i n s t i t u t i o n s ,  and p r o f e s s i o n a l
o r g a n i z a t i o n s  and a s s o c i a t i o n s  may app ly .  For N I M H ,  j u n i o r  f a c u l t y  t o  be  
suppor t ed  by t h e  program must have an  M . D .  deg ree  and must have completed a t  
l ea s t  1 y e a r  o f  p o s t r e s i d e n c y  t r a i n i n g  i n  p s y c h i a t r y .  For N I D A ,  j u n i o r
f a c u l t y  who have an M . D .  and are c u r r e n t l y  i n  r e s i d e n c y  are encouraged.  T h i s  
program shou ld  i n c l u d e  bo th  women and t h e  b r o a d e s t  p o s s i b l e  r e p r e s e n t a t i o n  o f  
m i n o r i t y  groups .  If women and m i n o r i t y  group members a r e  n o t  r e p r e s e n t e d ,  
r e a s o n s  f o r  t h e i r  e x c l u s i o n  must be  exp la ined  o r  j u s t i f i e d .  

A p p l i c a t i o n s  w i l l  be  accep ted  by N I M H  and N I D A  on t h e  s i n g l e  r e c e i p t  d a t e  o f  
March 20, 1991. A maximum o f  s i x  awards ( t h r e e  from each  I n s t i t u t e )  w i l l  b e  
suppor t ed  i n i t i a l l y .  Each I n s t i t u t e  w i l l  s e t  a s i d e  approximate ly  $1,000,000
f o r  t h i s  program. 

P o t e n t i a l  a p p l i c a n t s  may s e e k  a d d i t i o n a l  i n fo rma t ion  and c o n s u l t a t i o n  from 
-' N I M H  o r  N I D A :  

Leonard Lash, Ph.D. 

D i v i s i o n  of C l i n i c a l  Research ,  NIMH 

Room 10-99 

Telephone: (301)  443-3264 


Kenneth Lut terman,  Ph.D. 

D i v i s i o n  o f  Applied and S e r v i c e s  Research,  NIMH 

Room 118C-26 

Telephone:  ( 3 0 1 )  443-3685 


Harold Jones, Ph.D. 

Office o f  P o l i c v  and E x t e r n a l  A f f a i r s .  N I D A  

Room 10A-43 

Telephone:  (301)  443-1801 


The m a i l i n g  a d d r e s s  f o r  a l l  of t h e  above is: 


5600 F i s h e r s  Lane 

Rockv i l l e ,  MD 20857 


CLINICAL TREATMENT AND CORRELATES OF UPPER G I  CARCINOMA 


RFA AVAILABLE: CA-91-03 


P.T. 34; K.W. 0715035, 0715085 


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


Letter o f  I n t e n t  Date: February 25, 1991 

A p p l i c a t i o n  Rece ip t  Date:  A p r i l  8, 1991 


PURPOSE 


The D i v i s i o n  of Cancer Treatment  (DCT) o f  t h e  Na t iona l  Cancer I n s t i t u t e  ( N C I ) 

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  (Ro l l  from i n t e r e s t e d  i n v e s t i g a t o r s  t o  
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assess new c l i n i c a l  c o r r e l a t e s  and develop  new t r e a t m e n t  m o d a l i t i e s  i n  upper
g a s t r o i n t e s t i n a l  ( G I )  carcinoma by means o f  an  i n t e g r a t e d  r e s e a r c h  program o f  
l a b o r a t o r y  expe r imen ta t ion  and concur ren t  c l i n i c a l  t r i a l s .  N e w ,  as w e l l  a s  
expe r i enced ,  i n v e s t i g a t o r s  i n  r e l e v a n t  f i e l d s  and d i s c i p l i n e s  may app ly  t o  
fund new t h e r a p e u t i c  c l i n i c a l  t r i a l s  o r  new c o r r e l a t i v e  l a b o r a t o r y  s t u d i e s  
t h a t  are r e l a t e d  t o  c l i n i c a l  t r i a l s .  

BACKGROUND 

Carcinoma o f  t h e  o rgans  o f  t h e  upper  G I  t r a c t  (esophagus and s tomach)  are 
l e t h a l  tumors .  Development o f  r e s i s t a n c e  t o  t r e a t m e n t  (as  man i fe s t ed  by tumor 
p r o g r e s s i o n )  is r a p i d  even when chemotherapy, w i t h  o r  w i thou t  r a d i a t i o n  
t h e r a p y ,  i s  e f f e c t i v e .  Taken c o l l e c t i v e l y ,  t h e  inc idence  o f  t h e s e  tumors  
r e p r e s e n t s  a major h e a l t h  haza rd  t o  3 5 , 0 0 0  p a t i e n t s  p e r  y e a r .  Except f o r  t h e  
11 p e r c e n t  o f  p a t i e n t s  w i t h  g a s t r i c  cance r  l i m i t e d  t o  t h e  stomach, who a r e  
a b l e  t o  undergo c u r a t i v e  r e s e c t i o n ,  and a s i m i l a r  group o f  p a t i e n t s  w i th  
esophagea l  c a n c e r ,  t h e  average  l i f e  span f o r  p a t i e n t s  w i t h  t h e s e  c a n c e r s  i s  4 
t o  6 months. The r e p o r t e d  r e sponse  rates f o r  c y t o t o x i c  t h e r a p y  range  from 5 
p e r c e n t  t o  40 p e r c e n t .  R e l a t i v e l y  f e w  complete  r e s p o n s e s  are no ted  and no 
p a t i e n t  w i t h  m e t a s t a t i c  d i s e a s e  i s  c u r e d .  Recen t ly ,  however, p romis ing
r e s u l t s  u t i l i z i n g  combina t ions  o f  r a d i a t i o n  o r  s u r g e r y  and chemotherapy have 
been r e p o r t e d  f o r  esophagea l  c a n c e r .  

The N C I  s u p p o r t s  b a s i c  r e s e a r c h  e f f o r t s  t o  d e s c r i b e  and unde r s t and  t h e  tumor 
b io logy  and t r e a t m e n t  r e s i s t a n c e  o f  ma l ignanc ie s .  Such e f f o r t s  form t h e  b a s i s  
f o r  t h e  development o f  new t r e a t m e n t  m o d a l i t i e s .  R e l a t i v e l y  f e w  
i n v e s t i g a t i o n s  are suppor t ed  i n  upper  g a s t r o i n t e s t i n a l  carcinoma t o  move new 
advances i n  t h e  l a b o r a t o r y  i n t o  t h e  c l i n i c .  T h i s  Request f o r  A p p l i c a t i o n s
(RFA) encourages  a p p l i c a n t s  t o  a d d r e s s  t h e i r  r e s e a r c h  e f f o r t s  towards  t h e  
upper  G I  ca rc inomas  and t h e  development o f  new c l i n i c a l  t h e r a p i e s .  For 
example, monoclonal a n t i b o d i e s  d i r e c t e d  a g a i n s t  g a s t r o i n t e s t i n a l  tumor 
s p e c i f i c  a n t i g e n s  have been developed ,  c h a r a c t e r i z e d ,  and a p p l i e d  f o r  
d i a g n o s t i c  pu rposes .  The p o t e n t i a l  o f  t h e s e  a n t i b o d i e s  t o  improve c l i n i c a l  
management and/or t h e r a p y  of  t h e s e  diseases needs  f u r t h e r  i n v e s t i g a t i o n .
C l i n i c a l  c o r r e l a t i o n s  of  oncogenes,  growth f a c t o r s ,  o r  markers  o f  drug
r e s i s t a n c e  may prove  u s e f u l  i n  s u b s e t s  o f  p a t i e n t s  t h a t  would respond t o  
s p e c i f i c  t r e a t m e n t  t h e r a p i e s .  

RESEARCH GOALS AND SCOPE 

The major g o a l  o f  t h i s  RFA is t o  f o s t e r  i n t e r a c t i o n s  between b a s i c  s c i e n c e  
l a b o r a t o r i e s  and c l i n i c i a n s  per forming  c l i n i c a l  t r i a l s  in* upper  G I  carcinoma 
t o  improve t r e a t m e n t  r e s u l t s  and c l i n i c a l  outcome. To accomplish t h i s  g o a l ,  
two t y p e s  o f  s t u d i e s  w i l l  be  suppor t ed :  ( 1 )  t h e  development o f  new 
t h e r a p e u t i c  c l i n i c a l  t r i a l s  and ( 2 )  new c o r r e l a t i v e  s t u d i e s  r e l e v a n t  t o  
c l i n i c a l  t r i a l s .  A p p l i c a t i o n s  shou ld  be  focused  on i n t e g r a t i n g  c l i n i c a l  g o a l s
w i t h  l a b o r a t o r y  r e s e a r c h  areas.  

T h i s  RFA e n v i s i o n s  funding  new t h e r a p e u t i c  c l i n i c a l  t r i a l s  i n  upper  G I  
ca rc inomas  t h a t  t es t  and e x p l o i t  b a s i c  f i n d i n g s  concern ing  d rug  r e s i s t a n c e  o r  
c e l l u l a r  t a r g e t s  o f  t r e a t m e n t .  C l i n i c a l  s t u d i e s  shou ld  be  des igned  t o  improve 
cance r  t r e a t m e n t .  N e w  c l i n i c a l  s t u d i e s  d e a l i n g  w i t h  t r e a t m e n t  u s i n g
chemotherapeut ic  d rugs ,  b i o l o g i c s ,  r a d i a t i o n ,  o r  s u r g e r y ,  whether  used as a 
s i n g l e  a g e n t l m o d a l i t y  o r  i n  combinat ion,  are a p p r o p r i a t e .  Examples o f  
c l i n i c a l  t r i a l s  based on new t h e r a p e u t i c  approaches  i n c l u d e :  ( 1 )  t r e a t m e n t  
t h e r a p i e s  f o r  overcoming d rug  o r  r a d i a t i o n  r e s i s t a n c e ;  (2 )  t r e a t m e n t  t h e r a p i e s
based on nove l  mechanisms o f  a c t i o n ;  ( 3 )  b i o l o g i c s  i n  combinat ion w i t h  drug  o r  
r a d i a t i o n  regimens;  (4) immunotherapies i n c l u d i n g  monoclonal an t ibody  t h e r a p y ,
radioimmunotherapy, and t h e  u s e  o f  new immunotoxins; (5) new t h e r a p i e s
combining endoc r ine  man ipu la t ions  wi th  chemotherapeut ic  a g e n t s ;  (6) more 
e f f e c t i v e  combina t ions  o f  chemotherapy and r a d i a t i o n  t h e r a p y ;  o r  (7) r a d i a t i o n  
m o d i f i e r s  t o  enhance c e l l  k i l l  o r  p r o t e c t  normal t i s s u e .  

T h i s  RFA h a s  a second r e s e a r c h  g o a l  o f  fund ing  new c o r r e l a t i v e  l a b o r a t o r y
s t u d i e s  t h a t  are r e l e v a n t  t o  t h e r a p e u t i c  c l i n i c a l  t r i a l s .  Some examples o f  
t h e r a p e u t i c  c o r r e l a t e s  i n c l u d e :  ( 1 )  phenotypic  o r  geno typ ic  a l t e r a t i o n s  which 
appear  t o  c o r r e l a t e  w i th  t h e  development of  drug  o r  r a d i a t i o n  r e s i s t a n c e ;  (2 )  
oncogenes,  growth f a c t o r s ,  and s p e c i f i c  a n t i g e n  e x p r e s s i o n  on tumor ce l l s  f o r  
an t ibody  development;  ( 3 )  pharmacokine t ic  and pharmacodynamic measurements;
and (4) biochemica l  pharmacologic  pa rame te r s .  The t h e r a p e u t i c  c o r r e l a t e s  must 
have a f u t u r e  c l i n i c a l  a p p l i c a t i o n  such  as development o f  new t r e a t m e n t  
s t r a t e g i e s  o r  i d e n t i f i c a t i o n  o f  p a t i e n t  s u b s e t s  f o r  s p e c i f i c  t r e a t m e n t  
t h e r a p i e s .  T h i s  RFA does  n o t  suppor t  r e s e a r c h  i n v e s t i g a t i o n s  on d i a g n o s t i c
markers  o r  c l i n i c a l  c o r r e l a t e s  t h a t  w i l l  have no impact on t h e  c l i n i c a l  
t r e a t m e n t  of p a t i e n t s .  The l a b o r a t o r y  a s s a y s  must u t i l i z e  p a t i e n t  specimens
from new o r  ongoing c l i n i c a l  t r i a l s  and have been demonst ra ted  t o  be  
a p p l i c a b l e  t o  t i s s u e  samples  and/or  body f l u i d s ,  e t c .  I n v e s t i g a t o r s  are 
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encouraged t o  o b t a i n  p a t i e n t  specimens from m u l t i - i n s t i t u t i o n a l  c l i n i c a l  
t r i a l s  t o  e n s u r e  adequa te  sample s ize  f o r  s t a t i s t i c a l  a n a l y s i s .  

Research i n v e s t i g a t o r s  are n o t  l i m i t e d  t o  t h e  above areas o f  p o t e n t i a l
s t u d i e s .  C l i n i c a l  p r o t o c o l s  shou ld  be inc luded  i n  t h e  Appendix o f  t h e  
a p p l i c a t i o n .  A s e c t i o n  on s t a t i s t i c a l  s u p p o r t  shou ld  be  i n c l u d e d  i n  t h e  g r a n t  

i' 	a p p l i c a t i o n  t o  e n s u r e  p r o p e r  c o r r e l a t i o n  o f  a s s a y  pa rame te r s  w i t h  c l i n i c a l  
outcome. 

SPECIAL INSTRUCTIONS FOR INCLUSION OF WOMEN AND MINORITIES I N  C L I N I C A L  
RESEARCH STUDIES 

For p r o j e c t s  i n v o l v i n g  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  o f  women and m i n o r i t i e s  i n  s t u d y
p o p u l a t i o n s .  If women o r  m i n o r i t i e s  are n o t  i nc luded  i n  t h e  s t u d y  p o p u l a t i o n s
f o r  c l i n i c a l  s t u d i e s ,  a s p e c i f i c  j u s t i f i c a t i o n  f o r  t h i s  e x c l u s i o n  must be  
p rov ided .  A p p l i c a t i o n s  wi thou t  such documentation w i l l  n o t  be  accep ted  f o r  
review.  

MECHANISM OF SUPPORT 

Support  of t h e  program w i l l  b e  th rough  t h e  Na t iona l  I n s t i t u t e s  o f  Hea l th  ( N I H )
g r a n t - i n - a i d .  A p p l i c a n t s  w i l l  b e  r e s p o n s i b l e  f o r  t h e  p l ann ing ,  d i r e c t i o n ,  and 
e x e c u t i o n  o f  t h e  proposed p r o j e c t .  Approximately $ 1 , 5 0 0 , 0 0 0  i n  t o t a l  c o s t s  
p e r  y e a r  f o r  t h r e e  y e a r s  w i l l  b e  committed t o  s p e c i f i c a l l y  fund a p p l i c a t i o n s
t h a t  are submi t t ed  i n  r e sponse  t o  t h i s  RFA. It i s  a n t i c i p a t e d  t h a t  6 t o  8 
awards w i l l  b e  made. T h i s  funding l e v e l  is  dependent on t h e  r e c e i p t  o f  a 
s u f f i c i e n t  number o f  a p p l i c a t i o n s  o f  h i g h  s c i e n t i f i c  merit .  The t o t a l  p r o j e c t
p e r i o d  f o r  a p p l i c a t i o n s  submi t t ed  i n  r e sponse  t o  t h e  p r e s e n t  RFA shou ld  n o t  
exceed t h r e e  ( 3 )  y e a r s .  The ea r l i e s t  f e a s i b l e  start  d a t e  f o r  t h e  i n i t i a l  
award w i l l  b e  December 1 ,  1 9 9 1 .  

Non-profi t  o r g a n i z a t i o n s  and i n s t i t u t i o n s ,  governments and t h e i r  a g e n c i e s  are 
e l i g i b l e  t o  a p p l y .  F o r - p r o f i t  o r g a n i z a t i o n s  are a l s o  e l i g i b l e  to a p p l y .
A p p l i c a t i o n s  can  be  from s i n g l e  i n s t i t u t i o n s  o r  m u l t i p l e  i n s t i t u t i o n s  
( c o l l a b o r a t i n g  i n s t i t u t i o n s ,  c o n s o r t i a ,  c o o p e r a t i v e  g r o u p s ) .  We encourage 
new, as w e l l  as  expe r i enced ,  i n v e s t i g a t o r s  t o  a p p l y .  

LETTER OF INTENT 

I 	P r o s p e c t i v e  a p p l i c a n t s  are asked t o  submit by February 25, 1991,  a l e t t e r  o f  
i n t e n t  t h a t  i n c l u d e s  a d e s c r i p t i v e  t i t l e  o f  t h e  proposed r e s e a r c h ,  t h e  name 
and a d d r e s s  o f  t h e  P r i n c i p a l  I n v e s t i g a t o r ,  t h e  names o f  o t h e r  key p e r s o n n e l ,
t h e  p a r t i c i p a t i n g  i n s t i t u t i o n s ,  t h e  number and t i t l e  o f  t h e  RFA i n  r e sponse  t o  
which t h e  a p p l i c a t i o n  i s  b e i n g  submi t t ed .  

Although a l e t t e r  of i n t e n t  is n o t  r e q u i r e d ,  is n o t  b i n d i n g ,  and does n o t  
e n t e r  i n t o  t h e  review o f  subsequent  a p p l i c a t i o n s ,  it i s  r e q u e s t e d  i n  o r d e r  t o  
p r o v i d e  a n  i n d i c a t i o n  o f  t h e  number and scope o f  a p p l i c a t i o n s  t o  b e  reviewed.  

The l e t t e r  o f  i n t e n t  shou ld  b e  s e n t  t o :  

BY US POSTAL 

Ms. Diane Bronze r t  

Program D i r e c t o r  

Cancer Therapy E v a l u a t i o n  Program

D i v i s i o n  o f  Cancer Treatment 

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

Execu t ive  P l a z a  North,  Room 734 

Bethesda,  MD 20892 

Telephone: ( 3 0 1 )  496-8866 

FAX: ( 3 0 1 )  496-9384 


BY DIRECT DELIVERY 

Ms. Diane Bronze r t  

Program D i r e c t o r  

Cancer Therapy E v a l u a t i o n  Program

D i v i s i o n  o f  Cancer Treatment 

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

Execu t ive  P l a z a  North,  Room 7 3 4  

6130 Execu t ive  Blvd. 

R o c k v i l l e ,  MD 20852 


d' 
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INQUIRIES 

W r i t t e n  o r  t e l e p h o n e  i n q u i r i e s  conce rn ing  t h e  o b j e c t i v e s  and scope o f  t h i s  RFA 
o r  i n q u i r i e s  abou t  whether o r  n o t  s p e c i f i c  proposed r e s e a r c h  would be  
r e s p o n s i v e  are  encouraged and shou ld  be d i r e c t e d  t o  M s .  Diane Bronze r t  a t  t h e  
above a d d r e s s .  The program d i r e c t o r  welcomes t h e  o p p o r t u n i t y  t o  c l a r i f y  any
i s s u e s  o r  q u e s t i o n s  from p o t e n t i a l  a p p l i c a n t s .  

SPECIALIZED CENTERS OF RESEARCH I N  RHEUMATOID ARTHRITIS (RA SCOR)
SPECIALIZED CENTERS OF RESEARCH I N  OSTEOARTHRITIS ( O A  SCOR)
SPECIALIZED CENTERS OF RESEARCH I N  OSTEOPOROSIS (OP SCOR) 

RFA AVAILABLE: AR-91-01 

P.T. 04; K.W.  0715010, 0705050, 0710030 

N a t i o n a l  I n s t i t u t e  o f  A r t h r i t i s  and Muscu loske le t a l  and Sk in  Diseases 

Letter o f  I n t e n t  Rece ip t  Date f o r  RA and OP SCORs: J u l y  1 ,  1991 
A p p l i c a t i o n  Rece ip t  Date f o r  RA and OP SCORs: October 15, 1991 

L e t t e r  of I n t e n t  Rece ip t  Date f o r  OA SCORs: November 1, 1991 
A p p l i c a t i o n  R e c e i p t  Date f o r  OA SCORs: February 14, 1992 

BACKGROUND 

The N a t i o n a l  I n s t i t u t e  o f  A r t h r i t i s  and Muscu loske le t a l  and Sk in  Diseases 

(NIAMS) i n v i t e s  g r a n t  a p p l i c a t i o n s  from i n t e r e s t e d  i n s t i t u t i o n s  f o r  

S p e c i a l i z e d  C e n t e r s  of  Research (SCORs) i n  t h r e e  areas o f  s p e c i a l  importance 

t o  t h e  I n s t i t u t e :  rheumatoid a r t h r i t i s ,  o s t e o a r t h r i t i s ,  and o s t e o p o r o s i s . 

T h i s  r e p r e s e n t s  t h e  f i rs t  r e c o m p e t i t i o n  o f  t h e  NIAMS SCOR program, begun i n  

1987. A t  t h i s  t i m e  t h e  number o f  SCOR g r a n t s  ( n i n e )  and t h e  d i s t r i b u t i o n , 

t h r e e  each i n  RA, OA, and OP, w i l l  remain t h e  same. 


RESEARCH GOALS AND SCOPE 


A SCOR c o n s i s t s  o f  a c l u s t e r  of i n d i v i d u a l ,  b u t  i n t e r r e l a t e d ,  b a s i c  and 

c l i n i c a l  r e s e a r c h  p r o j e c t s ,  each w i t h  h i g h  s c i e n t i f i c  merit and c lear  r e s e a r c h  

o b j e c t i v e s .  Examples o f  d i s c i p l i n e s  t h a t  c o u l d  c o n t r i b u t e  t o  a SCOR i n c l u d e , 

b u t  are n o t  l i m i t e d  t o :  b iochemis t ry ,  g e n e t i c s ,  mo lecu la r  b i o l o g y ,  YL 


immunology, pa tho logy ,  epidemiology,  rheumatology, o r t h o p e d i c  s u r g e r y , 

b i o e n g i n e e r i n g ,  and s t a t i s t i c s .  Each c e n t e r  h a s  a c e n t r a l  r e s e a r c h  theme t h a t  

p r o v i d e s  f o r  r e s e a r c h  on s i g n i f i c a n t  problems o f  e t i o l o g y ,  p a t h o g e n e s i s , 

d i a g n o s i s ,  p r e v e n t i o n ,  and t r e a t m e n t  r e l a t e d  t o  t h e  program area.  Other  

c h a r a c t e r i s t i c s  o f  t h e  SCOR i n c l u d e :  a r e s e a r c h  p l a n  emphasizing c u r r e n t  

m u l t i d i s c i p l i n a r y  fundamental  and c l i n i c a l  r e s e a r c h ;  a n  environment 

encouraging a c t i v e  c o l l a b o r a t i o n s  among i n d i v i d u a l  c l i n i c a l  and b a s i c  r e s e a r c h  

i n v e s t i g a t o r s  w i t h i n  t h e  SCOR, and among o t h e r  SCORs. 


Support  f o r  l a r g e  c l i n i c a l  t r i a l s  o r  f o r  a p p l i c a t i o n s  t h a t  c o n t a i n  e x c l u s i v e l y 

c l i n i c a l  o r  e x c l u s i v e l y  b a s i c  s t u d i e s  w i l l  n o t  b e  p rov ided  w i t h i n  t h i s  SCOR 

program. A p p l i c a n t s  from i n s t i t u t i o n s  which have a General  C l i n i c a l  Research 

Cente r  (GCRC) funded by t h e  N I H  N a t i o n a l  Cen te r  for Research Resources  may

wish t o  i d e n t i f y  t h e  GCRC as a r e s o u r c e  f o r  conduc t ing  t h e  proposed r e s e a r c h .  

I n  such  a case, a l e t t e r  o f  agreement from e i t h e r  t h e  GCRC program d i r e c t o r  o r  

p r i n c i p a l  i n v e s t i g a t o r  c o u l d  be  i n c l u d e d  w i t h  t h e  a p p l i c a t i o n .  


SPECIAL INSTRUCTIONS FOR INCLUSION OF WOMEN AND MINORITIES I N  C L I N I C A L  

RESEARCH STUDIES 


For p r o j e c t s  i n v o l v i n g  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  o f  women and m i h o r i t i e s  i n  s t u d y 

p o p u l a t i o n s .  If women o r  m i n o r i t i e s  are n o t  i n c l u d e d  i n  t h e  s t u d y  p o p u l a t i o n s 

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

prov ided .  A p p l i c a t i o n s  wi thou t  such documentat ion w i l l  n o t  be  a c c e p t e d  f o r  

r ev iew.  


MECHANISM OF SUPPORT 


The a d m i n i s t r a t i v e  and fund ing  mechanism w i l l  b e  t h e  S p e c i a l i z e d  Cen te r  of  

Research (P50)  g r a n t  award. R e g u l a t i o n s  and p o l i c i e s  t h a t  govern t h e  r e s e a r c h  

g r a n t  programs o f  t h e  P u b l i c  Hea l th  S e r v i c e  w i l l  p r e v a i l .  The award w i l l  

s u p p o r t  research p r o j e c t s  and c o r e  f u n c t i o n s .  


To be  e l i g i b l e  f o r  an award, a n  a p p l i c a t i o n  must i n c l u d e  b o t h  b a s i c  

( l a b o r a t o r y - b a s e d )  and c l i n i c a l  i n v e s t i g a t i o n .  Each 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  must s t a n d  on i t s  own merit and complement o t h e r  p r o j e c t s .  Thus, a 
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p r o j e c t ,  r ega rded  as h i g h l y  m e r i t o r i o u s  i n  i s o l a t i o n  cou ld  be  recommended f o r  
d e l e t i o n  from t h e  program i f  it is p e r c e i v e d  as b e i n g  t o t a l l y  independent  from 
t h e  program as a whole. 

S e p a r a t e  c o r e s  are n o t  a mandatory component, a l t hough  e x p e r i e n c e  h a s  shown 
them t o  be u s e f u l  and economic. A c o r e  i s  d e f i n e d  as  a r e s o u r c e  s h a r e d  by 

-J 	 m u l t i p l e  i n v e s t i g a t o r s  t h a t  should enhance r e s e a r c h  p r o d u c t i v i t y  and i n c r e a s e  
t h e  f u n c t i o n a l  c a p a c i t y  o f  t h e  SCOR. Examples o f  c o r e  f u n c t i o n s  i n c l u d e  
biochemical  a n a l y s i s ,  e l e c t r o n  microscopy, o r  d a t a  management. 

W 

The award o f  g r a n t s  p u r s u a n t  t o  t h i s  Request f o r  A p p l i c a t i o n s  (RFA) i s  
c o n t i n g e n t  upon t h e  r e c e i p t  o f  a p p l i c a t i o n s  judged by p e e r  review t o  be  o f  
e x c e l l e n t  t o  o u t s t a n d i n g  meri t  and t h e  a v a i l a b i l i t y  o f  a p p r o p r i a t e d  funds  f o r  
t h i s  pu rpose .  The y e a r l y  d i r e c t  c o s t  budget r e q u e s t e d  must n o t  exceed $ 1  
m i l l i o n .  SCOR awards w i l l  b e  i s s u e d  f o r  a p e r i o d  o f  f i v e  (5) y e a r s  and may be  
renewable on a c o m p e t i t i v e  b a s i s .  

REVIEW PROCEDURES AND CRITERIA 

A l l  a p p l i c a t i o n s  submi t t ed  i n  r e sponse  t o  t h e  RFA w i l l  be reviewed first f o r  
completeness  and r e s p o n s i v e n e s s  t o  t h i s  RFA. A p r e l i m i n a r y  e v a l u a t i o n  
( t r i a g e )  by a p e e r  review group t o  de t e rmine  t h e  r e l a t i v e  merit o f  a n  
a p p l i c a t i o n  r e l a t i v e  t o  o t h e r  a p p l i c a t i o n s  may be  performed.  The f u r t h e r  
e v a l u a t i o n  o f  remaining a p p l i c a t i o n s  f o r  s c i e n t i f i c  and t e c h n i c a l  merit  w i l l  
b e  by a n  i n i t i a l  review group which w i l l  be convened 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 .  A s i t e  v i s i t  is n o t  planned.  Each p roposa l  shou ld ,  t h e r e f o r e ,
be  complete  i n  i t s e l f  and be  p repa red  as i f  no s i t e  v i s i t  is  e x p e c t e d .  

F a c t o r s  t o  be  c o n s i d e r e d  i n  e v a l u a t i o n  o f  t h e  s c i e n t i f i c  merit o f  each 
a p p l i c a t i o n  w i l l  b e  t h o s e  used i n  t h e  review o f  t r a d i t i o n a l  r e s e a r c h  p r o j e c t  
g r a n t s  a p p l i c a t i o n s ,  i n c l u d i n g  t h e  s c i e n t i f i c  merit  o f  each proposed p r o j e c t
and t h e  s c i e n t i f i c  meri t  o f  combining t h e  component p a r t s  i n t o  a SCOR. 
A p p l i c a t i o n s  judged t o  be  nonresponsive t o  t h e  RFA w i l l  be r e t u r n e d  t o  t h e  
a p p l i c a n t  . 
Following assessment by t h e  i n i t i a l  review group, a p p l i c a t i o n s  w i l l  b e  
e v a l u a t e d  by t h e  N a t i o n a l  A r t h r i t i s  and Muscu loske le t a l  and S k i n  Diseases 
Advisory Counc i l .  

METHOD OF APPLYING 

P r o s p e c t i v e  a p p l i c a n t s  s h o u l d  o b t a i n  t h e  supplemental  program g u i d e l i n e s
developed by NIAMS f o r  i ts  SCOR program from t h e  C e n t e r s  Program D i r e c t o r  
l i s t e d  below. P r o s p e c t i v e  a p p l i c a n t s  are encouraged t o  submit t o  t h e  C e n t e r s  
Program D i r e c t o r  a nonbinding l e t t e r  o f  i n t e n t  t o  a p p l y  by J u l y  15, 1991 (RA
and OP SCORs) o r  November 14, 1991 (OA SCOR). The l e t t e r  shou ld  i n c l u d e  a 
d e s c r i p t i v e  t i t l e ,  t h e  name and a d d r e s s  o f  t h e  P r i n c i p a l  I n v e s t i g a t o r  and 
o t h e r  key i n v e s t i g a t i o n s ,  and t h e  names and a d d r e s s  o f  any o t h e r  p a r t i c i p a t i n g
i n s t i t u t i o n s .  

The l e t t e r  of i n t e n t  is  n o t  mandatory and does n o t  i n f l u e n c e  review o r  fund ing
decisions, b u t  it w i l l  assist t h e  NIAMS t o  p l a n  t h e  review.  I t  w i l l  also 
e n s u r e  t h a t  each p o t e n t i a l  a p p l i c a n t  receives r e l evan t  program i n f o r m a t i o n  
p r i o r  t o  expending c o n s i d e r a b l e  e f f o r t  i n  p r e p a r i n g  t h e  a p p l i c a t i o n .  

A p p l i c a t i o n s  must be submi t t ed  on t h e  s t a n d a r d  PHS 398 a p p l i c a t i o n  form ( r e v .
10/88) 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 Gran t s ,  N I H  ( t e l e p h o n e  number: 301-496-7441). On item 2 of t h e  
f a c e  page o f  t h e  a p p l i c a t i o n ,  a p p l i c a n t s  must e n t e r :  RFA AR-91-01 S p e c i a l i z e d
C e n t e r s  o f  Research i n  A r t h r i t i s  and Muscu loske le t a l  Diseases. The RFA l a b e l  
( found i n  t h e  10188 r e v i s i o n  o f  a p p l i c a t i o n  form PHS 398) must be  a f f i x e d  t o  
t h e  bottom o f  t h e  face page o f  t h e  o r i g i n a l  copy o f  t h e  a p p l i c a t i o n .  F a i l u r e  
t o  u s e  t h i s  l a b e l  cou ld  r e s u l t  i n  de l ayed  p r o c e s s i n g  o f  your a p p l i c a t i o n  such 
t h a t  it w i l l  n o t  r e a c h  t h e  review committee i n  t ime f o r  review. 

Send t h e  o r i g i n a l  and s i x  c o p i e s  o f  t h e  a p p l i c a t i o n  t o  t h e  N I H  D i v i s i o n  o f  
Research Gran t s  ( D R G ) ,  no l a t e r  t h a n  October 15, 1991, f o r  a n  RA o r  OP SCOR 
and February 14, 1992, f o r  a n  OA SCOR. 
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IDENTIFICATION OF CONTACT POINTS 


I n q u i r i e s  r e g a r d i n g  t h i s  announcement, t h e  g u i d e l i n e s  f o r  s t r u c t u r i n g  a 

S p e c i a l i z e d  Cen te r  o f  Research a p p l i c a t i o n ,  and method o f  a p p l y i n g  shou ld  b e  

d i r e c t e d  t o :  


J u l i a  B .  Freeman, Ph.D. 

C e n t e r s  Program D i r e c t o r  

N a t i o n a l  I n s t i t u t e  o f  A r t h r i t i s  and Muscu loske le t a l  and S k i n  Diseases 

Westwood B u i l d i n g ,  Room 403 

Bethesda,  MD 20892 

Telephone: ( 3 0 1 )  496-7496 

FAX: (301)  496-7881 


T h i s  program is d e s c r i b e d  i n  t h e  Ca ta log  o f  F e d e r a l  Domestic A s s i s t a n c e ,  No. 

93.046.  Gran t s  are awarded under t h e  a u t h o r i t y  o f  t h e  P u b l i c  Hea l th  S e r v i c e  

A c t ,  S e c t i o n  301  (42  USC 241) 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  a t  42 CFR P a r t  52 and 4 5  CFR P a r t  74.  

T h i s  program is n o t  s u b j e c t  t o  review by a H e a l t h  Systems Agency. 


DIABETES INTERDISCIPLINARY RESEARCH PROGRAM 


RFA AVAILABLE: DK-91-05 


P.T. 34; K.W.  0715075, 0710030, 1002019, 0710070, 1002004, 1002008 


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


Letter  o f  I n t e n t  Rece ip t  Date: March 15, 1991 

A p p l i c a t i o n  Rece ip t  Date: May 17, 1991 


The N a t i o n a l  I n s t i t u t e  o f  D i a b e t e s  and D i g e s t i v e  and Kidney Diseases ( N I D D K ) 

and t h e  J u v e n i l e  Diabetes Foundat ion I n t e r n a t i o n a l  (JDFI)  i n v i t e  

i n v e s t i g a t o r - i n i t i a t e d  program p r o j e c t  g r a n t  a p p l i c a t i o n s  t h a t  i n c o r p o r a t e  an 

i n t e r d i s c i p l i n a r y  r e s e a r c h  approach t o  t h e  e t i o l o g y  and p a t h o g e n e s i s  o f  

i n su l in -dependen t  d i a b e t e s  m e l l i t u s  ( I D D M )  o r  t o  t h e  g e n e t i c  s u s c e p t i b i l i t y 

f o r  t h e  long-term c o m p l i c a t i o n s  o f  d i a b e t e s .  T h i s  s o l i c i t a t i o n  i s  i n t e n d e d  t o  

s t i m u l a t e  t h e  a p p l i c a t i o n  o f  advances i n  b a s i c  molecu la r  b io logy ,  g e n e t i c s , 

immunology, c e l l  b i o l o g y ,  and b i o p h y s i c s  t o  t h e  s t u d y  o f  IDDM and i t s  

c o m p l i c a t i o n s .  I t  is  expec ted  t h a t  t h i s  w i l l  b e  accomplished by b r i n g i n g  t o  -.IF 


t h e  d i a b e t e s  a r e n a  t h o s e  who are s k i l l e d  i n  t h e s e  approaches  by t h e  s u p p o r t  o f  

m e r i t o r i o u s ,  s y n e r g i s t i c ,  m u l t i d i s c i p l i n a r y  r e s e a r c h  program p r o j e c t 

a p p l i c a t i o n s .  P r o p o s a l s  shou ld  i n c l u d e  t h e  involvement o f  b o t h  b a s i c  and 

a p p l i e d  s c i e n t i s t s  i n  c o l l a b o r a t i v e  endeavor s .  


The mechanism o f  s u p p o r t  w i l l  b e  t h e  program p r o j e c t  g r a n t  award. A program

p r o j e c t  g r a n t  i s  f o r  t h e  s u p p o r t  of  a broadly-based m u l t i d i s c i p l i n a r y  o r  

m u l t i f a c e t e d  r e s e a r c h  program t h a t  h a s  a s p e c i f i c  major o b j e c t i v e  o r  c e n t r a l  

theme. The award may s u p p o r t  r e s e a r c h  components and c o r e  f u n c t i o n s .  

C o l l e c t i v e l y ,  t h e s e  components shou ld  demons t r a t e  e s s e n t i a l  e l emen t s  o f  u n i t y 

and in t e rdependence  and r e s u l t  i n  a g r e a t e r  c o n t r i b u t i o n  t o  program g o a l s  t h a n  

i f  each  a c t i v i t y  w e r e  pursued i n d i v i d u a l l y .  


A p p l i c a t i o n s  w i l l  b e  submi t t ed  t o  t h e  N I H  and w i l l  b e  reviewed by N I H  

a c c o r d i n g  t o  normal N I H  p e e r  review p r o c e d u r e s .  A p p l i c a t i o n s  judged 

m e r i t o r i o u s  b u t  n o t  funded by t h e  N I H  may be  c o n s i d e r e d  by t h e  JDFI  f o r  

p o s s i b l e  fund ing .  A p p l i c a n t s  w i sh ing  t o  have t h e i r  a p p l i c a t i o n  c o n s i d e r e d  by

t h e  J D F I  must a u t h o r i z e  t h e  N I D D K  t o  p r o v i d e  a copy o f  t h e i r  l e t t e r  o f  i n t e n t , 

a p p l i c a t i o n ,  and NIH-prepared summary s t a t e m e n t  o f  t h e  i n i t i a l  review t o  t h e  

JDFI . 

The N I D D K  p l a n s  t o  make one o r  two awards i n  FY 1992 c o n t i n g e n t  on t h e  r e c e i p t 

o f  h i g h l y  m e r i t o r i o u s  a p p l i c a t i o n s  i n  r e sponse  t o  t h i s  s o l i c i t a t i o n .  The JDFI 

p l a n s  t o  make two t o  f o u r  awards.  With r e s p e c t  t o  post-award a d m i n i s t r a t i o n , 

t h e  c u r r e n t  p o l i c i e s  and r equ i r emen t s  t h a t  govern t h e  r e s e a r c h  g r a n t  programs 

o f  t h e  N I H  o r  t h e  JDFI w i l l  p r e v a i l  depending on t h e  fund ing  s o u r c e .  

A p p l i c a n t s  shou ld  n o t e  t h a t  g r a n t s  funded by t h e  J D F I  w i l l  b e  s u b j e c t  t o  t h e  

i n d i r e c t  c o s t  p o l i c y  o f  JDFI. 


The c r i t e r i a  f o r  review o f  a p p l i c a t i o n s  w i l l  b e  t h o s e  used r e g u l a r l y  f o r  t h e  

review o f  program p r o j e c t  g r a n t  a p p l i c a t i o n s  by t h e  N I D D K .  These c r i t e r i a  

concern t h e  s c i e n t i f i c  and t e c h n i c a l  mer i t ,  o r i g i n a l i t y ,  and f e a s i b i l i t y  o f  

t h e  c o n s t i t u e n t  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 s ;  t h e  u t i l i t y  and q u a l i t y  o f  t h e  

proposed c o r e  f a c i l i t i e s ;  t h e  cohes iveness ,  synergy,  s i g n i f i c a n c e ,  and o v e r a l l  '*b 


s c i e n t i f i c  and t e c h n i c a l  meri t  o f  t h e  e n t i r e  program p r o j e c t ;  and t h e  

q u a l i f i c a t i o n s ,  e x p e r i e n c e ,  and commitment o f  t h e  p a r t i c i p a t i n g  p e r s o n n e l .  A 

complete  and d e t a i l e d  d e s c r i p t i o n  o f  t h e s e  c r i t e r i a  i s  c o n t a i n e d  i n  t h e  
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p u b l i c a t i o n  e n t i t l e d  " N I D D K  Program P r o j e c t  Gran t s :  A d m i n i s t r a t i v e  
Gu ide l ines"  t h a t  is a v a i l a b l e  by r e q u e s t .  

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

-.< 	 For p r o j e c t s  i n v o l v i n g  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  o f  women and m i n o r i t i e s  i n  s t u d y
p o p u l a t i o n s .  If women o r  m i n o r i t i e s  are n o t  i nc luded  i n  t h e  s t u d y  p o p u l a t i o n s
f o r  c l i n i c a l  s t u d i e s ,  a s p e c i f i c  j u s t i f i c a t i o n  f o r  t h i s  e x c l u s i o n  must  be  
p rov ided .  A p p l i c a t i o n s  wi thou t  such documentation w i l l  n o t  be  accep ted  f o r  
review.  

P o t e n t i a l  a p p l i c a n t s  are s t r o n g l y  encouraged t o  submit a l e t te r  o f  i n t e n t .  

The l e t t e r  o f  i n t e n t  may i n c l u d e  o n l y  1 )  names o f  t h e  P r i n c i p a l 

I n v e s t i g a t o r / p r o g r a m  d i r e c t o r  and p r i n c i p a l  c o l l a b o r a t o r s ,  2 )  d e s c r i p t i v e 

t i t l e  o f  t h e  p o t e n t i a l  a p p l i c a t i o n ,  and 3 )  i d e n t i f i c a t i o n  o f  t h e  

o r g a n i z a t i o n ( s )  i nvo lved .  The l e t t e r  o f  i n t e n t  shou ld  be  s e n t  t o :  


D r .  Robert  D .  Hammond 

Chie f ,  Review Branch 

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 ,  N I H  

Westwood B u i l d i n g ,  Room 406 

Bethesda, MD 20892 


A p p l i c a n t s  must submit a b r i e f  l e t t e r  t o  t h e  N I D D K  i n d i c a t i n g  whether o r  n o t  

t h e y  wish t h e i r  a p p l i c a t i o n s  t o  be  c o n s i d e r e d  f o r  fund ing  by t h e  JDFI. While 

a p p l i c a n t s  may r e q u e s t  t h a t  t h e i r  a p p l i c a t i o n s  be  c o n s i d e r e d  o n l y  by t h e  N I D D K  

and n o t  by t h e  JDFI, it i s  n e c e s s a r y  t h a t  t h e  r e c o r d  i n d i c a t e  t h e  a p p l i c a n t ' s 

c o n s i d e r a t i o n  o f  t h i s  o p p o r t u n i t y .  Le t t e r s  o f  a u t h o r i z a t i o n  shou ld  be 

p r e p a r e d  by 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 co-signed by t h e  o f f i c i a l  s i g n i n g 

f o r  t h e  a p p l i c a n t  o r g a n i z a t i o n .  T h i s  l e t t e r  may be  combined w i t h  Letters o f  

I n t e n t  o r  may be  submi t t ed  as cove r  l e t te rs  accompanying a p p l i c a t i o n s .  


Reques t s  f o r  t h e  f u l l  t e x t  o f  t h i s  RFA and i n q u i r i e s  shou ld  b e  d i r e c t e d  t o  t h e  

f o l l o w i n g  N I D D K  Program S t a f f :  


Joan T. Harmon, Ph.D. 

Execu t ive  D i r e c t o r ,  D i a b e t e s  Research Program 


II 	 D i a b e t e s  Programs Branch 
N I D D K ,  DDEM 
Westwood B u i l d i n g ,  Room 622 
Bethesda,  MD 20892 
Telephone: (301) 496-7731 

PHYSICAL FRAILTY I N  MINORITY OLDER POPULATIONS - REVISION 

RFA I AG-9 1 -03 

P.T. 3 4 ,  CC, FF; K.W. 0710010 ,  0715043 ,  0710095 ,  1002019 ,  0745027 

N a t i o n a l  I n s t i t u t e  on Aging 


The Not i ce  o f  A v a i l a b i l i t y  f o r  t h i s  RFA w a s  p u b l i s h e d  i n  t h e  N I H  Guide f o r  

Grants  and C o n t r a c t s  on December 7, 1990, Vol. 19, No. 44. 


No award w i l l  b e  made i n  e x c e s s  o f  $200,000 i n  t o t a l  c o s t  ( d i r e c t  p l u s 

i n d i r e c t )  f o r  first y e a r  expenses  and, i n  g e n e r a l ,  i nc remen t s  no more t h a n  

f o u r  p e r c e n t  f o r  each  succeed ing  y e a r .  


For f u r t h e r  i n fo rma t ion ,  c o n t a c t  : 


S t a n l e y  L .  S l a t e r ,  M.D.  

Geriatrics Program

N a t i o n a l  I n s t i t u t e  on Aging

B u i l d i n g  31, Room 5C27 

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

Bethesda,  MD 20892 

Telephone: (301) 496-6761 
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O N G O I N G  PROGRAM ANNOUNCEMENTS 

SURGICAL ONCOLOGY 


PA: PA-91-16 


P.T. 34; K.W. 0785140, 0785210 


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  Dates: June  1 ,  October  1,  February 1 


PURPOSE 


The t r e a t m e n t  o f  cance r  h a s  evolved  as a m u l t i - d i s c i p l i n a r y  e f f o r t  i n v o l v i n g 

( b u t  n o t  l i m i t e d  t o )  t h e  d i s c i p l i n e s  o f  s u r g i c a l  oncology,  medical  oncology, 

p e d i a t r i c  oncology,  and r a d i a t i o n  oncology.  The d i s c i p l i n e s  o f  medical  

oncology,  p e d i a t r i c  oncology,  and r a d i a t i o n  oncology have developed s t r o n g 

c a d r e s  o f  academic i n v e s t i g a t o r s  wh i l e  academic development i n  s u r g i c a l 

oncology h a s  n o t  k e p t  pace .  It is b e l i e v e d  t h a t  s u r g i c a l  oncology is  n o t  

keeping  pace  because  o f  an i n s u f f i c i e n t  number o f  s u r g i c a l  oncology r e s e a r c h  

programs and an i n s u f f i c i e n t  number of  su rgeons  unde r t ak ing  r e s e a r c h  r e l a t e d  

t o  c a n c e r .  Cont inued development o f  s u p e r i o r  m u l t i - d i s c i p l i n a r y  t r e a t m e n t  o f  

cance r  is  t h e  long-range o b j e c t i v e  of t h e  D i v i s i o n  of  Cancer Treatment  ( D C T ) 

and t h e  a t t a i n m e n t  o f  t h e  g o a l  r e q u i r e s  s u f f i c i e n t  academic s t r e n g t h  i n  

i n v e s t i g a t i v e  s u r g i c a l  oncology.  


RESEARCH OBJECTIVES 


The DCT, N a t i o n a l  Cancer I n s t i t u t e ,  i s  s e e k i n g  a p p l i c a t i o n s  f o r  r e s e a r c h  

g r a n t s  (R01, R29, PO11 concerned w i t h  r e s e a r c h  i n  s u r g i c a l  oncology.  Examples

of  r e l e v a n t  s t u d i e s  i n c l u d e  mechanisms o f  m e t a s t a s e s ,  e f fec t  o f  s u r g e r y  on 

t u m o r  cell k i n e t i c s ,  and tumor h o s t  responses  t o  s u r g e r y .  P r e c l i n i c a l  and 

c l i n i c a l  r e s e a r c h  is encompassed i n  t h i s  program. C a t e g o r i e s  of r e s e a r c h  

i n c l u d e  ( b u t  a r e  n o t  conf ined  t o )  t h e  f o l l o w i n g :  ( 1 )  Pa thophys io log ic  s t u d i e s  

r e l a t e d  t o  s u r g e r y  and cance r  i n  l a b o r a t o r y  models o r  i n  humans; ( 2 ) 

Labora tory  and c l i n i c a l  s t u d i e s  t h a t  examine t h e  b iochemica l ,  c y t o k i n e t i c , 

immunological,  o r  n u t r i t i o n a l  e f fec ts  o f  cance r  su rge ry ;  (3) Therapeu t i c 

s t u d i e s  i n  which s u r g e r y  o r  a s u r g i c a l  q u e s t i o n  i s  t h e  pr imary  t r e a t m e n t  

moda l i ty ;  ( 4 )  Novel immunotherapy p rocedures  such as assessment  o f  s p e c i f i c  “.R 


lymphokines,  s t i m u l a t e d  ce l l s ,  and au to logous  v a c c i n e s  which r e q u i r e  s u r g i c a l 

i n p u t ;  ( 5 )  N e w  s u r g i c a l  t e c h n i q u e s  r e l e v a n t  t o  s t a g i n g  o r  care o f  p a t i e n t s ; 

( 6 )  S t u d i e s  t o  i d e n t i f y  p r o g n o s t i c  f a c t o r s  r e l e v a n t  t o  t h e  treatment o f  cance r  

p a t i e n t s ;  ( 7 )  S u r g i c a l  s u p p o r t i v e  care; (8)  Regional  chemotherapy o r  

hyper thermia  o r  r a d i a t i o n  i n  which a s u r g i c a l  approach t o  t h e  t r e a t m e n t  s i t e  

is a major a s p e c t  of  t h e  p rocedure .  T h i s  Program Announcement is n o t  

r e s t r i c t e d  t o  t h e  a r e a s  o f  s u r g i c a l  oncology r e s e a r c h  l i s t e d  above.  


MECHANISM OF SUPPORT 


T h i s  program w i l l  be  suppor t ed  th rough  t h e  N I H  g r a n t - i n - a i d  mechanism (R01,

R29, P o l ) .  Awards w i l l  be  a d m i n i s t e r e d  under  P u b l i c  Hea l th  S e r v i c e  g r a n t s 

p o l i c y  as s t a t e d  i n  t h e  PHS Gran t s  P o l i c y  S ta t emen t ,  DHHS P u b l i c a t i o n  No. 

(OASH) 82-50,000, r e v i s e d  Janua ry  1 ,  1987. The t o t a l  p r o j e c t  p e r i o d  f o r  

a p p l i c a t i o n s  submi t t ed  i n  r e sponse  t o  t h e  Program Announcement shou ld  n o t  

exceed f i v e  y e a r s .  


T h i s  Program Announcement is  a con t inuous  announcement u n t i l  r e t r a c t e d .  

Genera l ly  f u t u r e  u n s o l i c i t e d  competing renewal  a p p l i c a t i o n s  w i l l  compete as 

r e s e a r c h  p r o j e c t  a p p l i c a t i o n s  wi th  a l l  o t h e r  i n v e s t i g a t o r - i n i t i a t e d 

a p p l i c a t i o n s .  A p p l i c a t i o n s  w i l l  compete f o r  a v a i l a b l e  funds  w i t h  a l l  o t h e r  

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


ELIGIBILITY 

A p p l i c a t i o n s  may be  submi t t ed  by 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  f o r - p r o f i t
o r g a n i z a t i o n s  such  as u n i v e r s i t i e s ,  c o l l e g e s ,  h o s p i t a l s ,  l a b o r a t o r i e s ,  u n i t s  
of  S t a t e  o r  l o c a l  governments,  and e l i g i b l e  a g e n c i e s  of t h e  F e d e r a l  
Government. A p p l i c a t i o n s  from m i n o r i t y  i n d i v i d u a l s  and women are encouraged.  

REVIEW PROCEDURES 

A p p l i c a t i o n s  w i l l  be  a s s i g n e d  on t h e  b a s i s  o f  e s t a b l i s h e d  P u b l i c  Hea l th  
S e r v i c e  referral  g u i d e l i n e s .  A p p l i c a t i o n s  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 r e g u l a r  s t u d y  s e c t i o n s  o f  t h e  N I H ,  o r  i n  t h e  case o f  P o l s ,
by t h e  rev iew group o f  t h e  r e l e v a n t  i n s t i t u t e  i n  accordance  w i t h  t h e  u s u a l  N I H  
p e e r  review p rocedures  and c r i t e r i a .  Fol lowing s t u d y  s e c t i o n  review,  t h e  
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a p p l i c a t i o n s  w i l l  r e c e i v e  a second- l eve l  review by t h e  a p p r o p r i a t e  n a t i o n a l  
a d v i s o r y  c o u n c i l .  

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

.rrJ 
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  NIHlADAMHA c l i n i c a l  r e s e a r c h  
g r a n t s  and c o o p e r a t i v e  agreements  w i l l  b e  r e q u i r e d  t o  i n c l u d e  m i n o r i t i e s  and 
women i n  s t u d y  p o p u l a t i o n s  so t h a t  r e s e a r c h  f i n d i n g s  can be o f  b e n e f i t  t o  a l l  
p e r s o n s  a t  r i s k  o f  t h e  d i s e a s e ,  d i s o r d e r  o r  c o n d i t i o n  under s t u d y ;  s p e c i a l
emphasis shou ld  be  p l a c e d  on t h e  need f o r  i n c l u s i o n  o f  m i n o r i t i e s  and women i n  
s t u d i e s  o f  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  affect  
them. T h i s  p o l i c y  i s  i n t e n d e d  t o  a p p l y  t o  males and females o f  a l l  a g e s .  If 
women o r  m i n o r i t i e s  are  excluded o r  i n a d e q u a t e l y  r e p r e s e n t e d  i n  c l i n i c a l  
r e s e a r c h ,  p a r t i c u l a r l y  i n  proposed populat ion-based s t u d i e s ,  a c lear  
compell ing r a t i o n a l e  shou ld  be p rov ided .  

The composi t ion o f  t h e  proposed s t u d y  p o p u l a t i o n  must be  d e s c r i b e d  i n  terms o f  
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  
shou ld  be  addres sed  i n  deve lop ing  a r e s e a r c h  d e s i g n  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  o f  t h e  s t u d y .  T h i s  i n f o r m a t i o n  
shou ld  be i n c l u d e d  i n  t h e  form PHS 398 i n  S e c t i o n  2, A-D o f  t h e  Research P lan  
AND summarized i n  S e c t i o n  2, E,  Human S u b j e c t s .  A p p l i c a n t s / o f f e r o r s  are urged 
t o  assess c a r e f u l l y  t h e  f e a s i b i l i t y  o f  i n c l u d i n g  t h e  b r o a d e s t  p o s s i b l e
r e p r e s e n t a t i o n  o f  m i n o r i t y  groups.  However, N I H  r e c o g n i z e s  t h a t  it may n o 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  i n c l u d e  r e p r e s e n t a t i o n  o f  
t h e  f u l l  a r r a y  o f  United S t a t e s  r a c i a l l e t h n i c  m i n o r i t y  p o p u l a t i o n s  ( i . e . ,
Na t ive  Americans ( i n c l u d i n g  American I n d i a n s  o r  Alaskan N a t i v e s ) ,
A s i a n l P a c i f i c  I s l a n d e r s ,  Blacks,  H i s p a n i c 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  m i n o r i t y  p o p u l a t i o n  groups shou ld  be  
p rov ided .  

For t h e  purpose o f  t h i s  p o l i c y ,  c l i n i c a l  r e s e a r c h  i n c l u d e s  human biomedical  
and b e h a v i o r a l  s t u d i e s  o f  e t i o l o g y ,  epidemiology, p r e v e n t i o n  (and p r e v e n t i v e
s t r a t e g i e s ) ,  d i a g n o s i s ,  o r  t r e a t m e n t  o f  d i s e a s e s ,  d i s o r d e r s  o r  c o n d i t i o n s ,
i n c l u d i n g  b u t  l i m i t e d  t o  c l i n i c a l  t r i a l s .  

The u s u a l  N I H  p o l i c i e s  conce rn ing  r e s e a r c h  on human s u b j e c t s  a l s o  a p p l y .
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, e v e r y  e f f o r t  shou ld  be  made 
t o  i n c l u d e  human t i s s u e s  from women and r a c i a l l e t h n i c  m i n o r i t i e s  when it is 
impor t an t  t o  a p p l y  t h e  r e s u l t s  o f  t h e  s t u d y  b r o a d l y ,  and t h i s  shou ld  be  
addres sed  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  o f  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  o f  m i n o r i t y  d i f f e r s  i n  o t h e r  c o u n t r i e s ,  t h e  a p p l i c a n t  must d i s c u s s  
t h e  r e l e v a n c e  o f  r e s e a r c h  i n v o l v i n g  f o r e i g n  p o p u l a t i o n  groups t o  t h e  United 
S t a t e s '  p o p u l a t i o n s ,  i n c l u d i n g  m i n o r i t i e s .  

If t h e  r e q u i r e d  i n f o r m a t i o n  is not  c o n t a i n e d  w i t h i n  t h e  a p p l i c a t i o n ,  t h e  
a p p l i c a t i o n  w i l l  b e  r e t u r n e d .  

Pee r  reviewers w i l l  a d d r e s 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 a n  i n  t h e  
a p p l i c a t i o n  conforms t o  t h e s e  p o l i c i e s .  If t h e  r e p r e s e n t a t i o n  o f  women o r  
m i n o r i t i e s  i n  a s t u d y  d e s i g n  i s  inadequa te  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  addres sed  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 t u d y  p o p u l a t i o n
is inadequa te ,  it w i l l  b e  c o n s i d e r e d  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 t u d y  d e s i g n  and w i l l  b e  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 ca 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  submi t t ed  t o  N I H  are r e q u i r e d  t o  
a d d r e s s  t h e s e  p o l i c i e s .  N I H  fund ing  components w i l l  n o t  award g r a n t s  or 
c o o p e r a t i v e  agreements  t h a t  do n o t  comply w i t h  t h e s e  p o l i c i e s .  

METHOD OF APPLYING 

A p p l i c a t i o n s  shou ld  be  submi t t ed  on t h e  g r a n t  a p p l i c a t i o n s  f o r  PHS 398 (Rev.
10/88) and w i l l  b e  accep ted  a t  t h e  r e g u l a r  a p p l i c a t i o n  d e a d l i n e s .  A p p l i c a t i o n
k i t s  are a v a i l a b l e  a t  most i n s t i t u t i o n a l  b u s i n e s s  and g r a n t / c o n t r a c t  o f f i c e s  
o r  may be  o b t a i n e d  from t h e  D i v i s i o n  o f  Research Gran t s ,  N a t i o n a l  I n s t i t u t e s  
o f  H e a l t h ,  Bethesda,  MD 20892. The t i t l e  and number o f  t h i s  announcement 
shou ld  be  t y p e d  i n  l i n e  2 on t h e  face page o f  t h e  a p p l i c a t i o n .  

4 
The o r i g i n a l  a p p l i c a t i o n  and s i x  (6) s i g n e d  exact pho tocop ies  shou ld  be  
submi t t ed  o r  d e l i v e r e d  t o :  
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D i v i s i o n  o f  Research Gran t s  

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

Westwood Bu i ld ing ,  Room 240 

Bethesda,  MD 20892XX 


A p p l i c a n t s  a r e  s t r o n g l y  encouraged t o  c o n t a c t  D r .  Wu p r i o r  t o  a p p l i c a t i o n 

p r e p a r a t i o n  : 


ROY S. W U ,  Ph.D. 

Cancer Therapy E v a l u a t i o n  Program

D i v i s i o n  o f  Cancer Treatment  

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

EPN, Room 734 

Bethesda,  MD 20892 

Telephone:  ( 3 0 1 )  496-8866 


Request f o r  f u r t h e r  i n fo rma t ion  should  be  d i r e c t e d  t o  D r .  Wu a t  t h e  a d d r e s s  

g iven  above.  


Before  s u b m i t t i n g  a PO1 a p p l i c a t i o n ,  p l e a s e  submit  a l e t t e r  of i n t e n t  t o  

D r .  Wu. 


T h i s  program is d e s c r i b e d  i n  t h e  Ca ta log  of  Fede ra l  Domestic A s s i s t a n c e  No 

9 3 . 3 9 5 ,  Cancer Treatment  Research .  Gran t s  w i l l  be  awarded under  t h e  a u t h o r i t y 

o f  t h e  P u b l i c  Hea l 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,  

as amended; 42 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 r a l  

Regu la t ions  a t  42 CFR P a r t  52 and 45 CFR P a r t  7 4 .  T h i s  program is  n o t  s u b j e c t  

t o  t h e  intergovernmental .  review requ i r emen t s  o f  Execut ive  Order 12372 o r  

Hea l th  Systems Agency rev iew.  


XXTHE MAILING ADDRESS GIVEN FOR SENDING APPLICATIONS TO THE DIVISION OF 

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

CENTRAL MAILING ADDRESS FOR THE NATIONAL INSTITUTES OF HEALTH APPLICANTS WHO 

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

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

B U I L D I N G  I S :  


5333 Westbard Avenue 

Bethesda ,  Maryland 20816 
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