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NOTICES 

MANDATORY USE OF LATEST FELLOWSHIP APPLICATION KITS 

P.T. 22; K.W. 0720005,  1014006 

D i v i s i o n  o f  Research Gran t s  

Beginning w i t h  t h e  September 1 0 ,  1 9 8 9 ,  r e c e i p t  d e a d l i n e ,  a l l  a p p l i c a n t s  f o r  
t h e  i n d i v i d u a l  p o s t d o c t o r a l  f e l l o w s h i p  (F321 o r  s e n i o r  f e l l o w s h i p  (F331 must 
u s e  t h e  l a t e s t  a p p l i c a t i o n  k i t s  (PHS 416-1 ,  Revised 7 / 8 8  o r  4 / 8 9 ) .  Only t h e  
7 / 8 8  and 4 / 8 9  r e v i s i o n s  a r e  a c c e p t a b l e .  Submissions on ea r l i e r  v e r s i o n s  o f  
t h e  PHS 416-1 are incompa t ib l e  w i t h  new p rocedures  f o r  t h e  e x p e d i t e d  review o f  
f e l l o w s h i p  a p p l i c a t i o n s  and w i l l  be r e t u r n e d  wi thou t  r ev iew.  

AVAILABILITY OF FISH O I L  TEST MATERIALS 

P.T. 34; K.W. 0780005 

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  

SUMMARY AND PURPOSE 

FISH O I L  TEST MATERIALS PROGRAM 

The F i s h  O i l  T e s t  M a t e r i a l s  Program was e s t a b l i s h e d  i n  1986 t h rough  t h e  
c o o p e r a t i o n  o f  t h e  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 ) ,  t h e  Alcohol ,  Drug
Abuse, and Mental H e a l t h  A d m i n i s t r a t i o n  (ADAMHA), and t h e  N a t i o n a l  Oceanic and 
Atmospheric Administration/Department o f  Commerce (NOA.A/DOC).  T h i s  program,
which i s  a d m i n i s t e r e d  by t h e  D i v i s i o n  o f  N u t r i t i o n  Research Coord ina t ion  i n  
t h e  Office of Disease P r e v e n t i o n ,  N I H ,  was designed t o  p r o v i d e  a long-term,
c o n s i s t e n t  s u p p l y  o f  quality-assured/quality-controlled t es t  materials t o  
r e s e a r c h e r s  i n  o r d e r  t o  f a c i l i t a t e  t h e  e v a l u a t i o n  o f  t h e  r o l e  t h a t  omega-3
f a t t y  a c i d s  p l a y  i n  h e a l t h  and d i s e a s e .  

F i s h  O i l  T e s t  M a t e r i a l s  Advisory Committee: 

The F i s h  O i l  T e s t  Materials Advisory Committee (FOTMAC) i s  c o c h a i r e d  by
s c i e n t i f i c  s t a f f  from ADAMHA and N I H  and is  composed o f  s c i e n t i s t s.J 	 r e p r e s e n t i n g  t h e  fund ing  a g e n c i e s  ( N I H ,  ADAMHA), t h e  r e s e a r c h  community, t h e  
Department o f  Commerce ( D O C )  and t h e  Food and Drug A d m i n i s t r a t i o n  (FDA). The 
FOTMAC p r o v i d e s  s c i e n t i f i c  a d v i c e  t o  t h e  DOC r e g a r d i n g  t h e  t y p e s  o f  materials 
needed by r e s e a r c h  s c i e n t i s t s ,  s h i p p i n g  p rocedures  f o r  t h e  materials,  and 
a d d i t i o n a l  q u a l i t y  c o n t r o l  and p r o d u c t i o n  i s s u e s .  The committee i s  a d v i s o r y  
t o  t h e  F i s h  O i l  T e s t  Materials Program on g e n e r a l  programmatic i s s u e s ,  such as 
f u t u r e  d i r e c t i o n s ,  and h a s  produced a Good Lab P r a c t i c e s  f o r  P o l y u n s a t u r a t e
Handling Manual. I n  a d d i t i o n ,  t h e  committee provided guidance t o  DOC d u r i n g
t h e  p r o d u c t i o n  of t h e  Drug Master F i l e  t h a t  was submi t t ed  t o  t h e  FDA by t h e  
FOTMAC. A manual on A n a l y t i c a l  Methods f o r  t h e  Q u a l i t y  Assurance o f  F i s h  O i l  
w a s  produced by t h e  DOC.  

F i s h  O i l  T e s t  Materials D i s t r i b u t i o n  Committee: 

A F i s h  O i l  T e s t  Materials D i s t r i b u t i o n  Committee (FOTMDC) is composed o f  N I H  
and o t h e r  F e d e r a l  s c i e n t i s t s  t h a t  do n o t  u s e  t h e s e  p r o d u c t s .  The D i s t r i b u t i o n  
committee p r o c e s s e s  t h e  a p p l i c a t i o n s  r e c e i v e d  from i n v e s t i g a t o r s ,  a d v i s e s  t h e  
DOC o f  a p p l i c a t i o n s  t h a t  have f u l f i l l e d  t h e  a p p l i c a t i o n  r equ i r emen t s ,  and 
makes recommendations r e g a r d i n g  t h e  d i s t r i b u t i o n  o f  r e q u e s t e d  mater ia ls .  

The awarded materials are p rov ided  t o  i n v e s t i g a t o r s  f ree  o f  c h a r g e .
A v a i l a b i l i t y  o f  materials are c o n t i n g e n t  on D Q C / N O M  p r o d u c t i o n  c a p a b i l i t i e s .
When p r i o r i t i z a t i o n  i s  n e c e s s a r y ,  t h e  o r d e r  w i l l  b e :  1 )  NIHIADAMHA funded, 2 )
o t h e r  government funded, 3 )  peer-reviewed, p r i v a t e l y  funded, 4 )  NIH/ADAMlIA
approved, n o t  funded, and 5 )  o t h e r .  

REQUIREMENTS 

To q u a l i f y  t o  r e c e i v e  materials d e s c r i b e d  i n  t h i s  announcement, t h e  a p p l i c a n t  
must:  1 )  be engaged i n  peer-reviewed r e s e a r c h ,  and 2 )  submit a c o r r e c t l y  
completed a p p l i c a t i o n  form and a s i g n e d  waiver  o f  l i a b i l i t y .  The committee 
w i l l  n o t  be r e s p o n s i b l e  f o r  a s s e s s i n g  t h e  s c i e n t i f i c  m e r i t  o f  t h e  a p p l i c a t i o n .
R e g u l a t i o n s  on human s u b j e c t s  and animal  r e s e a r c h  a p p l y .  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 ,  a n  I N D  number w i l l  b e  r e q u i r e d  f o r  t h e  u s e  o f  t h e s e  

.-' 	 materials i n  human s t u d i e s .  The FOTMAC h a s  e s t a b l i s h e d  a d rug  master f i l e  a t  
t h e  FDA t h a t  i n c l u d e s  manufactur ing,  chemical  composi t ion,  and t o x i c o l o g i c a l  
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d a t a  r e l e v a n t  t o  t h e s e  p r o d u c t s .  I n v e s t i g a t o r s  u s i n g  DOWNOAA materials may
r e f e r e n c e  t h i s  f i l e  i n  o r d e r  t o  e x p e d i t e  t h e i r  I N D  r e q u e s t s .  

TEST MATERIALS CURRENTLY AVAILABLE 

o 	 n-3 e t h y l  ester c o n c e n t r a t e ,  p repa red  from menhaden o i l ,  b u l k  
packed o r  s o f t - g e l  e n c a p s u l a t e d  (80 p e r c e n t  n-3 f a t t y  a c i d s  
i n c l u d i n g  EPA and DHA) 

o 	 E t h y l  esters o f  o l i v e  o i l  (70  p e r c e n t  o l e i c ) ,  b u l k  packed o r  
s o f t - g e l  e n c a p s u l a t e d  

o Deodorized menhaden o i l ,  b u l k  packed o r  s o f t - g e l  e n c a p s u l a t e d  

o 	 Commercial p r e p a r a t i o n s  o f  co rn ,  o l i v e ,  o r  s a f f l o w e r  o i l ,  s o f t - g e l
e n c a p s u l a t e d  o n l y  

PROCESSING AND SPECIFICATIONS OF BIOMEDICAL TEST MATERIALS 

o n-3 E t h y l  E s t e r  Concen t r a t e  

The n-3 e t h y l  ester c o n c e n t r a t e  i s  p r e p a r e d  from vacuum-deodorized menhaden 
o i l  u s i n g  t r a n s e s t e r i f i c a t i o n ,  u r e a  adduc t ion  and s h o r t - p a t h  d i s t i l l a t i o n .  
The c o n c e n t r a t e  c o n t a i n s  approx ima te ly  8 0  p e r c e n t  n-3 f a t t y  a c i d  e t h y l  es te rs  
(44 p e r c e n t  EPA, 24 p e r c e n t  DlIA, 10-12 p e r c e n t  o t h e r  n-3 f a t t y  a c i d  e t h y l
es te rs ) ,  3 p e r c e n t  C 1 8  ( o t h e r  t h a n  n-31, 6 p e r c e n t  C16 and t h e  remainder  as  
o t h e r  es ters .  I t  c o n t a i n s  0 . 2  my/g TBHQ as a n t i o x i d a n t ,  2 mg/g t o c o p h e r o l s
and 2 . 0  mg/g c h o l e s t e r o l .  The c o n c e n t r a t e  i s  a v a i l a b l e  i n  1 g s o f t - g e l
c a p s u l e s  (100 c a p s u l e s / b o t t l e )  o r  packaged i n  b u l k  i n  q u a n t i t i e s  s u i t a b l e  t o  
i n v e s t i g a t o r s  needs .  

o Placebo E t h y l  Esters 

The e t h y l  esters o f  v i r g i n  o l i v e  o i l  a r e  p repa red  by t r a n s e s t e r i f i c a t i o n .  The 
p r e p a r a t i o n  c o n t a i n s  approx ima te ly  70 p e r c e n t  o l e i c  a c i d ,  1 3  p e r c e n t  C16, and 
15 p e r c e n t  C 1 8  ((1 p e r c e n t  n-3) f a t t y  a c i d  e t h y l  es ters .  I t  c o n t a i n s  0 . 2  mg/g
TBHQ as a n t i o x i d a n t  and 2 mg/g t o c o p h e r o l s .  The p r e p a r a t i o n  is a v a i l a b l e  i n  1 
g s o f t - g e l  c a p s u l e s  (100 c a p s u l e s / b o t t l e )  o r  packaged i n  b u l k  i n  q u a n t i t i e s
s u i t a b l e  t o  i n v e s t i g a t o r s  needs .  

o Deodorized Menhaden O i l  

Deodorized menhaden o i l  i s  p r e p a r e d  from o i l  t h a t  h a s  been w i n t e r i z e d  and 
a l k a l i  r e f i n e d ;  it i s  p rocessed  th rough  a two-stage wiped-film e v a p o r a t o r  t o  
remove c h o l e s t e r o l ,  v o l a t i l e  o x i d a t i o n  p r o d u c t s ,  and any t r aces  of  o r g a n i c
con taminan t s .  The o i l  c o n t a i n s  approx ima te ly  3 0  p e r c e n t  n-3 f a t t y  a c i d s  i n  
t h e  t r i g l y c e r i d e  form; 14 p e r c e n t  EPA, 8 p e r c e n t  DIIA, 8 p e r c e n t  o t h e r  n-3.  It 
c o n t a i n s  0 . 2  mg/g TBHQ a s  a n t i o x i d a n t ,  2 mg/g t o c o p h e r o l s ,  and 2 . 0  mg/g
c h o l e s t e r o l .  The deodor i zed  o i l  i s  a v a i l a b l e  i n  1 g s o f t - g e l  c a p s u l e s  (100
c a p s u l e s / b o t t l e )  o r  i n  b u l k  q u a n t i t i e s  s u i t a b l e  t o  i n v e s t i g a t o r s  needs .  
S p e c i a l  r e q u e s t s  f o r  a n t i o x i d a n t - f r e e  o i l  w i l l  be c o n s i d e r e d .  

o P lacebo  O i l s  

Commercial p r e p a r a t i o n s  o f  c o r n ,  o l i v e ,  arid s a f f l o w e r  o i l  have been s o f t - g e l
e n c a p s u l a t e d  t o  s e r v e  as  p l a c e b o s  �or s t u d i e s  i n v o l v i n g  e n c a p s u l a t e d  menhaden 
o i l .  These o i l s  c o n t a i n  0 . 2  mg/g TBHQ as a n t i o x i d a n t  and 2 mg/g t o c o p h e r o l s .
The major f a t t y  a c i d s  f o r  each o i l  a re :  c o r n  ( 5 8  p e r c e n t  18:2n-6, 26 p e r c e n t
1 8 : l n - 9 ) ,  o l i v e  (17  p e r c e n t  18:2n-6,  57 p e r c e n t  1 8 : l n - 9 ) ,  s a f f l o w e r  (80 
p e r c e n t  18:2n-6, 9 p e r c e n t  1 8 : l n - 9 ) .  They a r e  a v a i l a b l e  i n  1 g s o f t - g e l
c a p s u l e s  ( 1 0 0  c a p s u l e s / h o t t l e ) .  Although v e g e t a b l e  o i l s  w i l l  n o t  be s u p p l i e d
i n  b u l k  form, i n v e s t i g a t o r s  may r e q u e s t  a n a l y s i s  o f  a n t i o x i d a n t  and t o c o p h e r o l
l e v e l s  i n  v e g e t a b l e  o i l s  t h a t  t h e y  p u r c h a s e .  

T e s t  Materials A v a i l a b l e  i n  t h e  F u t u r e :  

Test  m a t e r i a l s  and t h e  r e l e v a n t  a p p l i c a t i o n  p r o c e s s  w i l l  be announced 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  as new materials become a v a i l a b l e .  

0 t h e r  In fo rma t  i o n  : 

The i n v e s t i g a t o r  w i l l  b e  p rov ided  wi th  complete  q u a l i t y  a s s u r a n c e  d a t a  f o r  
each l o t  of t e s t  material  sh ipped ,  g e n e r a l  d i e t  p r e p a r a t i o n  i n f o r m a t i o n ,  and 
i n s t r u c t i o n s  f o r  f o r m u l a t i o n  o f  p l a c e b o s  c o n t a i n i n g  a n t i o x i d a n t s  ba l anced  t o  
t h e  l e v e l  i n  t h e  t e s t  m a t e r i a l .  
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INQUIRIES AND APPLICATIONS 

I n v e s t i g a t o r s  may o b t a i n  f u r t h e r  i n fo rma t ion  on a v a i l a b l e  f i s h  o i l  t e s t  

materials and r e q u e s t  a n  a p p l i c a t i o n  form from: 


M s .  Melissa Workman 

Program A s s i s t a n t  

F i s h  O i l  T e s t  M a t e r i a l s  Program

D i v i s i o n  o f  N u t r i t i o n  Research Coord ina t ion  

B u i l d i n g  31, Room 4B63 

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,  Plaryland 20892 

Telephone : ( 3 0  1 1 496-2323 


DATED ANNOUNCXJENTS (RFPs  AND R F A s )  

HUMAN IMMUNODEFICIENCY VIRUS I N H I B I T O R Y  FACTORS I N  HUMAN SALIVA 

RFA AVAILABLE: 89-DE-2 

P.T. 34; K . W .  0715008, 0760035, 1002045 

N a t i o n a l  I n s t i t u t e  o f  Den ta l  Research 

A p p l i c a t i o n  Rece ip t  Date: November 1 0 ,  1989 

I N T R O D U C T I O N  

The P e r i o d o n t a l  and S o f t  T i s s u e  Di seases  Branch o f  t h e  Extramural  Programs o f  
t h e  N a t i o n a l  I n s t i t u t e  o f  Den ta l  Research ( N I D R )  i n v i t e s  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 o  s t u d y  s a l i v a r y  i n h i b i t i o n  o f  human immunodcficiency v i r u s  
( I f I V )  i n f e c t i v i t y .  I n  view o f  r e c e n t l y  r e p o r t e d  p r e l i m i n a r y  f i n d i n g s
i n d i c a t i n g  t h a t  human s a l i v a  e x h i b i t s  HIV-inhibi tory a c t i v i t y  ( 1  -3) t h e  N I D R  
i s  s o l i c i t i n g  a p p l i c a t i o n s  t o  v e r i f y  and ampl i fy  t h e s e  i n i t i a l  f i n d i n g s ,  t o  
beg in  s t u d i e s  t o  i s o l a t e ,  i d e n t i f y ,  and c h a r a c t e r i z e  a c t i v e  f a c t o r s ,  and t o  
de t e rmine  t h e i r  mechanisms o f  a c t i o n .  

ril T h i s  Request f o r  A p p l i c a t i o n s  (RFA) is  f o r  a s i n g l e  c o m p e t i t i o n  w i t h  a r e c e i p t
d e a d l i n e  o f  November 1 0 ,  1989. A p p l i c a t i o n s  shou ld  be p repa red  and submi t t ed  
i n  accordance w i t h  t h e  aims and r equ i r emen t s  o u t l i n e d  below. A d d i t i o n a l  
i n f o r m a t i o n  may be o b t a i n e d  from t h e  s c i e n t i s t  a d m i n i s t r a t o r s  i d e n t i f i e d  i n  
t h e  s e c t i o n  APPLICATION AND REVIEW PROCEDURES below. 

BACKGROUND 

D e s p i t e  t h e  f r equency  and s e v e r i t y  o f  o r a l  l e s i o n s  a s s o c i a t e d  wi th  H I V  
i n f e c t i o n  and AIDS, and t h e  p re sence  o f  H I V  i n  g i n g i v a l  c r e v i c e  f l u i d ,  r e c e n t  
s t u d i e s  i n d i c a t e  t h a t  H I V  is  d e t e c t e d  o n l y  i n f r e q u e n t l y  i n  human s a l i v a .  
S ince  it is  l i k e l y  t h a t  t h e  o r a l  t i s s u e s  o f  h i g h  r i s k  i n d i v i d u a l s  are  
r e p e a t e d l y  exposed t o  t h e  v i r u s ,  it was proposed t h a t  human s a l i v a  might
c o n t a i n  f a c t o r s  i n h i b i t o r y  t o  H I V .  Subsequen t ly ,  i n i t i a l  f i n d i n g s  were made 
i n  approx ima te ly  35 i n d i v i d u a l s ,  i n d i c a t i n g  t h a t  HIV-inhibi tory a c t i v i t y  may
be  p r e s e n t  i n  whole s a l i v a  and i n  submandibular/sublingual s a l i v a  from 
HIV-seronegative men, women and c h i l d r e n  and from s e r o p o s i t i v e  men. These 
expe r imen t s  s u g g e s t  t h a t  t h e  i n h i b i t o r y  a c t i v i t y  i s  due t o  s a l i v a r y  components
which may coaggrega te  n o n s p e c i f i c a l l y  w i t h  t h e  v i r u s  o r  w i t h  HIV-infected 
macrophages t o  form complexes t h a t  have t h e  e f f e c t  o f  i s o l a t i n g  t h e  v i r u s  from 
s u s c e p t i b l e  t i s s u e  c e l l s .  Another p o s s i b i l i t y  i s  t h a t  p r o t e o l y t i c  a c t i v i t y  i n  
t h e  s a l i v a  may damage o r  d e s t r o y  H I V  d i r e c t l y ,  o r  degrade t h e  r e v e r s e  
t r a n s c r i p t a s e  enzyme, which i s  t h e  b a s i s  f o r  a s s a y i n g  t h e  v i r u s .  I n h i b i t i o n  
cou ld  a l s o  occur  by t h e  blockage o f  s p e c i f i c  mechanisms invo lved  i n  t h e  
i n f e c t i v e  p r o c e s s .  

RESEARCH GOALS 

Although t h e  ev idence  f o r  i n h i b i t o r y  f a c t o r s  is n o t  c o n c l u s i v e ,  it is 
s u f f i c i e n t l y  p r o v o c a t i v e  t o  war ran t  a c c e l e r a t e d  e f f o r t s  t o  v e r i f y  and ampl i fy
t h e  i n i t i a l  f i n d i n g s ,  t o  beg in  e f f o r t s  t o  i s o l a t e ,  i d e n t i f y ,  p u r i f y  and 
characterize them, and t o  c l a r i f y  t h e i r  mechanisms of  a c t i o n ,  whether t h e y
i n v o l v e  s a l i v a r y  e f fec ts  on t h e  v i r u s  i t s e l f  o r  on v i r u s - c o n t a i n i n g
macrophages.- It is e n v i s i o n e d  t h a t  s t u d i e s  funded from t h i s  RFA w i l l  r e q u i r e  t h e  j o i n t
c o l l a b o r a t i v e  e f f o r t s  o f  a competent v i r o l o g i s t  and an e x p e r t  s a l i v a r y
b iochemis t .  An e x p e r t  i n  t h e  immunology o f  o r a l  s e c r e t i o n s  may a l s o  be  
needed. Proposed s t u d i e s  may f o c u s  on human s a l i v a  from normal,  
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non-HIV-infected i n d i v i d u a l s  ( s e r o n e g a t i v e )  o r  from HIV-se ropos i t i ve
i n d i v i d u a l s  w i thou t  s i g n s  and symptoms of  AIDS. 

The N I D R  a n t i c i p a t e s  fund ing  m e r i t o r i o u s  p r o p o s a l s  r e s u l t i n g  from t h i s  RFA a s  
e a r l y  a s  March 1 ,  1990.  To e x p e d i t e  t h e  d i s s e m i n a t i o n  and e x p l o i t a t i o n  o f  new 
d a t a  r e s u l t i n g  from t h e s e  s t u d i e s ,  N I D R  r e q u e s t s  t h a t  i n v e s t i g a t o r s  funded 
from t h i s  RFA p r o v i d e  w r i t t e n  p r o g r e s s  r e p o r t s  a t  six-month i n t e r v a l s .  These 
r e p o r t s  shou ld  be  submi t t ed  t o  D r .  Rizzo a t  t h e  a d d r e s s  g iven  i n  t h e  s e c t i o n  
APPLICATION AND REVIEW PROCEDURES below. 

1 .  F u l t z ,  P . N .  Components o f  s a l i v a  i n a c t i v a t e  human immunodeficiency v i r u s .  
Lancet i i : 1 2 1 5 ,  1986. 

2. 	 Fox, P .C . ,  Wolff ,  A , ,  Yeh. C-K., Atkinson,  J . C . ,  and Baum, B . J .  S a l i v a  
i n h i b i t s  HIV-1 i n f e c t i v i t y .  JADA 116:635,  1988. 

3. 	 Fox, P . C . ,  Wolff,  A . ,  Yeh, C - K . ,  Atkinson,  J . C . ,  and Baum, B . J .  S a l i v a  
i n h i b i t i o n  o f  H I V - 1  i n f e c t i v i t y :  F u n c t i o n a l  p r o p e r t i e s  and d i s t r i b u t i o n  i n  
men, women and c h i l d r e n .  J A D A  I n  p r e s s ,  June  1989. 

MECHANISM OF SUPPORT 

Awards w i l l  be made as r e g u l a r  r e s e a r c h  p r o j e c t  g r a n t s  ( R o l l .  A p p l i c a n t s  may 
r e q u e s t  up t o  3 y e a r s  o f  s u p p o r t .  Subsequent s u p p o r t  i n  t h i s  r e s e a r c h  area 
w i l l  b e  dependent upon submission by t h e  a p p l i c a n t  o f  a renewal a p p l i c a t i o n
th rough  e s t a b l i s h e d  N I H  p rocedures  f o r  r e s e a r c h  g r a n t s  r e l a t e d  t o  AIDS. 
P o l i c i e s  t h a t  govern r e s e a r c h  g r a n t  programs o f  t h e  N a t i o n a l  I n s t i t u t e s  o f  
Hea l th  w i l l  p r e v a i l .  

The N I D R  w i l l  a l l o c a t e  funds  t o  s u p p o r t  p r o j e c t s  from t h i s  RFA d u r i n g
1990-1992; however, such awards are  c o n t i n g e n t  upon r e c e i p t  of a p p r o p r i a t e d
funds .  I t  is a n t i c i p a t e d  t h a t  a t  l e a s t  t h r e e  awards w i l l  b e  made, p rov ided
that research p l a n s  are  of s u f f i c i e n t  s c i e n t i f i c  m e r i t  and p romise ,  and 
i n v o l v e  t h e  a p p r o p r i a t e  e x p e r t  c o l l a b o r a t o r s .  A p p l i c a n t s  are encouraged t o  
c o n s i d e r  c o l l a b o r a t i v e  arrangements  w i th  i n v e s t i g a t o r s  from o t l i e r  
o r g a n i z a t i o n s ,  such as t h e  N I D R  and o t h e r  N I H  i n s t i t u t e s .  

APPLICATION AND REVIEW PROCEDURES 

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 i s  RFA w i l l  be reviewed f o r  s c i e n t i f i c  
merit by a S p e c i a l  Review Committee convened by t h e  N I D R  S c i e n t i f i c  Review 
Branch. Secondary review w i l l  be c a r r i e d  o u t  by t h e  N a t i o n a l  Advisory Den ta l  
Research Counc i l .  S u c c e s s f u l  a p p l i c a t i o n s  w i l l  be funded as  e a r l y  as  March 1 ,
1990. 

Review c r i t e r i a  f o r  t h e  p r o p o s a l s  submi t t ed  w i l l  i n c l u d e  t h e  u s u a l  
c o n s i d e r a t i o n s  made by N I H  review g roups ,  a s  w e l l  as  s p e c i a l  a t t e n t i o n  t o  t h e  
need for h i g h l y  s p e c i f i c  e x p e r t i s e  i n  r e t r o v i r u s  b i o l o g y ,  s a l i v a r y
b i o c h e m i s t r y  and immunology. 

A p p l i c a t i o n s  shou ld  be submi t t ed  on form PHS-398 (Rev. 1 0 / 8 8 ) ,  a v a i l a b l e  i n  
t h e  b u s i n e s s  o r  g r a n t s  o f f i c e  o f  most academic o r  r e s e a r c h  i n s t i t u t i o n s  or 
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 .  
A p p l i c a t i o n s  r e c e i v e d  a f t e r  November 10,  1989, and t h o s e  which are deemed 
nonrespons ive  t o  t h e  RFA w i l l  be a s s i g n e d  t o  a D i v i s i o n  o f  Research Gran t s  
Study S e c t i o n  f o r  i n i t i a l  review and will be reviewed w i t h  o t h e r  u n s o l i c i t e d  
g r a n t  a p p l i c a t i o n s  r e c e i v e d  d u r i n g  t h a t  review c y c l e .  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 r e sponse  t o  t h i s  RFA, check "yes" on i t e m  2 o f  page 1 o f  t h e  
a p p l i c a t i o n  and e n t e r  RFA: 09-DE-2 "Human Immunodeficiency V i r u s  I n h i b i t o r y
F a c t o r s  i n  Human S a l i v a . "  The RFA l a b e l  a v a i l a b l e  i n  t h e  10/88 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.
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 may n o t  r e a c h  t h e  review committee i n  t i m e  f o r  
r ev iew.  

The o r i g i n a l  and 22 c o p i e s  shou ld  be r e c e i v e d  by November 1 0 ,  1989, a t :  

Grant  A p p l i c a t i o n  Rece ip t  Office 
D i v i s i o n  o f  Research Gran t s  
H a t i o n a l  I n s t i t u t e s  o f  Hea l th  
Westwood B u i l d i n g ,  Room 240 
Bethesda,  Maryland 20892-4500zX 
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Two c o p i e s  shou ld  be  s e n t  t o :  

Anthony A. Rizzo,  D . M . D .  
C h i e f ,  P e r i o d o n t a l  & S o f t  T i s s u e  

Diseases Research Branch 
u N a t i o n a l  I n s t i t u t e  o f  Den ta l  Research 

Westwood B u i l d i n g ,  Room 509 
Bethesda,  Maryland 20892-4500 
Telephone: ( 3 0 1 )  496-7784 

I n q u i r i e s  conce rn ing  t h i s  RFA may b e  addres sed  t o  D r .  Anthony Rizzo o r  D r .  
Matthew Kinnard a t  ( 3 0 1 )  496-7784.  

T h i s  program i s  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  A s s i s t a n c e  No. 1 3 . 1 2 2 .  
Awards w i l l  b e  made under  a u t h o r i z a t i o n  o f  t h e  P u b l i c  H e a l t h  S e r v i c e  A c t ,
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), and a d m i n i s t e r e d  
under PHS g r a n t s  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  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  in t e rgove rnmen ta l  review 
requ i r emen t s  o f  Execu t ive  Order 12372 o r  Hea l th  Systems Agency r ev iew.  

DEVEL,OPMENT AND CHARACTERIZATION OF IMMORTALIZED SALIVARY GLAND EPITHELIAL 
CELL LINES 

RFA AVAILABLE: 89-DE-3 

P.T. 3 4 ;  K.W. 0780000,  0780015,  1002058,  0790005 

N a t i o n a l  I n s t i t u t e  o f  Den ta l  Research 

A p p l i c a t i o n  Rece ip t  Date: December 1 3 ,  1989 

The Caries, R e s t o r a t i v e  Materials, and S a l i v a r y  Research Branch o f  t h e  
Ex t ramura l  Program of t h e  N a t i o n a l  I n s t i t u t e  o f  Den ta l  Research i n v i t e s  
r e g u l a r  r e s e a r c h  p r o j e c t  g r a n t  ( R o l l  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  i n  a s i n g l e
c o m p e t i t i o n  f o r  s u p p o r t  o f  r e s e a r c h  on t h e  development and f u n c t i o n a l ,
s t r u c t u r a l ,  and a n t i g e n i c  c h a r a c t e r i z a t i o n  o f  immortal ized normal human and 
r o d e n t  s a l i v a r y  g l and  ( a l l  t y p e s ,  b o t h  major and minor)  e p i t h e l i a l  ( a l l  t y p e s ,
b o t h  a c i n a r  and d u c t a l )  c e l l  l i n e s  c a p a b l e  o f  m a i n t a i n i n g  t h e  d i f f e r e n t i a t e d  

mcyi 	 p a r e n t a l  s t r a i n  phenotype.  Es t ab l i shmen t  o f  such c e l l  l i n e s  would g r e a t l y
f a c i l i t a t e  d e f i n i t i v e  s t u d i e s  o f  s a l i v a r y - s p e c i f  i c  gene e x p r e s s i o n  i n  
deve lop ing  and a d u l t  g l a n d s ,  molecular  mechanisms o f  s a l i v a r y  g l and
e x o c y t o s i s ,  and r e g u l a t i o n  o f  f l u i d  and e l e c t r o l y t e  t r a n s p o r t .  

It is  a n t i c i p a t e d  t h a t  up t o  f o u r  awa.rds w i l l  b e  made, i f  a s u f f i c i e n t  number 
o f  h i g h  q u a l i t y  a p p l i c a t i o n s  i s  r e c e i v e d .  The ea r l i e s t  fund ing  d a t e  is J u l y
1 ,  1 9 9 0 .  

A p p l i c a t i o n s  shou ld  b e  p r e p a r e d  and submi t t ed  i n  accordance w i t h  t h e  

o b j e c t i v e s  and r equ i r emen t s  d e s c r i b e d  i n  t h e  f u l l  RFA, a v a i l a b l e  from: 


G .  G .  ROUSSOS, Ph.D. 

C h i e f ,  Caries ,  R e s t o r a t i v e  Materials, 


and S a l i v a r y  Research Branch 
N a t i o n a l  I n s t i t u t e  o f  Den ta l  Research 
Westwood B u i l d i n g ,  Room 505 
Bethesda,  Maryland 20892-4500 
Telephone: ( 3 0 1 )  496-7884 

Awards i n  r e sponse  t o  t h i s  announcement w i l l  b e  made t o  f o r e i g n  i n s t i t u t i o n s  
o n l y  f o r  r e s e a r c h  o f  v e r y  unusual  merit,  need, and promise,  and i n  accordance 
w i t h  P u b l i c  Hea l th  S e r v i c e  p o l i c y  governing such awards.  

ENVIRONMENTAL FACTORS PREDISPOSING TO THE ACQUISITION OF DRUG ABUSE 

RFA AVAILABLE: DA-89-05 

P.T. 3 4 ;  K.W. 0404009,  0411005,  0725000 

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

A p p l i c a t i o n  R e c e i p t  Dates: February 1 5 ,  1990 and 
d' May 1 5 ,  1990 

The N a t i o n a l  I n s t i t u t e  on Drug Abuse ( N I D A )  i n v i t e s  a p p l i c a t i o n s  f o r  b a s i c  
l a b o r a t o r y  r e s e a r c h  on t h e  environmental  f a c t o r s  t h a t  p r e d i s p o s e  t o  t h e  
a c q u i s i t i o n  o f  d rug  abuse .  
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Purpose 


A f t e r  i n i t i a l  u s e  of  an a b u s a b l e  drug,  i n d i v i d u a l s  v a r y  wide ly  i n  t h e i r  

subsequent  p a t t e r n  o f  use .  Some, f o r  example, a b s t a i n .  O the r s  r a p i d l y 

e s c a l a t e  t o  t h e  p o i n t  o f  compulsive u s e  w h i l e  o t h e r s  r e a c h  t h a t  p o i n t  s l o w l y . 

C l e a r l y ,  t h e r e  are  d i f f e r e n t i a l  r i s k s  f o r  d rug  a b u s e .  The c o n d i t i o n s  which 

c r e a t e  t h e s e  d i f f e r e n t i a l  outcomes are  n o t  w e l l  u n d e r s t o o d .  A d d i t i o n a l  b a s i c  

expe r imen ta l  r e s e a r c h  i s  needed t o  s t u d y  t h e  environmental  f a c t o r s  t h a t  

de te rmine  t h e  d i f f e r e n t i a l  outcomes f o l l o w i n g  i n i t i a l  d rug  u s e .  


Research O b j e c t i v e s  


There is a l a r g e  and growing body o f  b a s i c  r e s e a r c h  on t h e  v a r i a b l e s  which 

a f f e c t  d rug  t a k i n g  once it is e s t a b l i s h e d .  However, f a c t o r s  which p r e d i s p o s e 

i n d i v i d u a l s  t o  t h e  a c q u i s i t i o n  of drug t a k i n g  are  l a r g e l y  unexp lo red .  Some o f  

t h e  p r e d i s p o s i n g  v a r i a b l e s  t h a t  c o n t r i b u t e  t o  t h e  d i f f e r e n t i a l  r i s k  o f  drug 

t a k i n g  may l i e  i n  t h e  i n d i v i d u a l ' s  p a s t ,  such as  s o c i a l  environment .  Other 

v a r i a b l e s  may be  found i n  t h e  i n d i v i d u a l ' s  p r e s e n t  environment ,  i n c l u d i n g 

d r u g - r e l a t e d  f a c t o r s  such as dose and r o u t e  of  a d m i n i s t r a t i o n ,  as  well as  

non-drug f a c t o r s  such  as  d e n s i t y  o f  o t h e r  p o s i t i v e  r e i n f o r c e r s  and p r e s e n c e  o f  

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


Labora to ry  expe r imen t s  on t h e  a c q u i s i t i o n  of  d rug  t a k i n g  and i t s  p r e d i s p o s i n g 

v a r i a b l e s  shou ld  y i e l d  impor t an t  i n fo rma t  i o n  on t h e  v a r i a b l e s  t h a t  f a c i l i t a t e , 

r e t a r d ,  and p r e v e n t  d rug  t a k i n g ,  i n c l u d i n g  answers  t o  q u e s t i o n s  such  as  t h e  

f o l l o w i n g :  Do v a r i a b l e s  which g e n e r a t e  f a s t e r  a c q u i s i t i o n  o f  d rug  t a k i n g  a l s o  

g e n e r a t e  a h i g h e r  d e g r e e  o f  d rug  t a k i n g ?  Do d r u g s  w i t h  h i g h  abuse p o t e n t i a l 

i n  humans g e n e r a t e  f a s t e r  a c q u i s i t i o n  o f  drug t a k i n g  i n  an ima l s?  A r e  t h e r e  

v a r i a b l e s  t h a t  can  produce r a p i d  e s c a l a t i o n  o f  d rug  t a k i n g  from a low l e v e l  

b a s e l i n e ?  A r e  t h e r e  p r e d i s p o s i n g  f a c t o r s  e s s e n t i a l l y  t h e  same f o r  all drugs  

o r  do d i f f e r e n t  d r u g s  have d i f f e r e n t  p r e d i s p o s i n g  f a c t o r s ?  T h i s  r e s e a r c h  

shou ld  be des igned  t o  produce impor t an t  i n f o r m a t i o n  f o r  d e s i g n i n g  p r e v e n t i o n 

s t ra teg ies  as w e l l  as i n t e r v e n t i o n  s t r a t e g i e s .  


Mechanisms of  Support  


The s u p p o r t  mechanism f o r  g r a n t s  i n  t h i s  a r e a  w i l l  b e  t h e  i n d i v i d u a l  r e s e a r c h  

g r a n t  ( R o l l ,  t h e  small g r a n t  ( R 0 3 )  and t h e  FIRST award (R29).  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 i s  RFA w i l l  compete f o r  approx ima te ly  $1 .0  m i l l i o n  

i n  new g r a n t  money expec ted  t o  be a v a i l a b l e  f o r  t h i s  purpose i n  F i s c a l  Year 

1991. T h i s  l e v e l  o f  a c t i v i t y  i s  dependent on t h e  r e c e i p t  of  a s u f f i c i e n t  

number o f  a p p l i c a t i o n s  o f  s u i t a b l e ,  s c i e n t i f i c  mer i t .  Also,  t h e  amount of  

fund ing  a v a i l a b l e  w i l l  depend on a p p r o p r i a t e d  funds  and program p r i o r i t i e s  a t  

t h e  t i m e  of  award. 


A p p l i c a t i o n  and Review Procedures  


A p p l i c a t i o n s  i n  r e sponse  t o  t h i s  announcement w i l l  be reviewed i n  accordance 

w i t h  t h e  u s u a l  P u b l i c  Hea l th  S e r v i c e  p e e r  review p rocedures  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  i n c l u d e  t h e  r e l e v a n c e  o f  t h e  proposed r e s e a r c h  t o  

improving u n d e r s t a n d i n g  o f  t h e  b a s i c  b e h a v i o r a l  f a c t o r s  u n d e r l y i n g  t h e  

development o f  d rug  abuse and t h o s e  t h a t  p r e v e n t  o r  r e t a r d  development o f  drug 

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

improving methods o f  p r e v e n t i o n  o f  d rug  a b u s e .  


I n s e r t  t h e  t i t l e  and number o f  t h i s  RFA,  "ENVIRONMENTAL FACTORS PREDISPOSING 

TO THE ACQUISITION OF DRUG ABUSE" RFA DA-89-05, on l i n e  2 o f  t h e  face page o f  

t h e  a p p l i c a t i o n  (PHS 398, r e v .  1 0 / 8 8 ) .  


The RFA l a b e l  a v a i l a b l e  i n  t h e  10/88 r e v i s i o n  o f  t h e  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  f a c e  page.  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  t h e  a p p l i c a t i o n  such  t h a t  it may n o t  

r e a c h  t h e  review committee i n  t i m e  f o r  r ev iew.  


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


Gran t s  Management Branch 

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

Parklawn B u i l d i n g ,  Room 10-25 

5600 F i s h e r s  Lane 

R o c k v i l l e ,  Maryland 20857 

Telephone:  (301)  443-6710 


Y 

Ip 
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For i n f o r m a t i o n  about  t h e  program, p l e a s e  c o n t a c t :  

D r .  Cora Lee Wetherington
D i v i s i o n  o f  C l i n i c a l  Research 
N a t i o n a l  I n s t i t u t e  on Drug Abuse 
Parklawn B u i l d i n g ,  Room 10A-16 

'- 5600 F i s h e r s  Lane 
Rocl tvi l le ,  Maryland 20857 

Telephone: ( 3 0 1 )  443-1263 


INTERVENTIONS FOR CONTROL OF ASTHMA AMONG BLACK AND HISPANIC C H I L D R E N  


RFA AVAILABLE: 89-HL-ll-L 


P.T.  34, FC, FD; K.W.  0715013, 0795003 


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


A p p l i c a t i o n  Rece ip t  Date: December 1 ,  1989 


The D i v i s i o n  o f  Lung Diseases, Na t iona l  Hea r t ,  Lung, and Blood I n s t i t u t e  

(NHLBI) ,  announces t h e  a v a i l a b i l i t y  o f  a Request f o r  A p p l i c a t i o n s  ( R F A )  on t h e  

above s u b j e c t .  Copies  o f  t h e  RFA a r e  a v a i l a b l e  from t h e  D i v i s i o n .  Awards 

w i l l  n o t  be  made t o  f o r e i g n  i n s t i t u t i o n s .  


Asthma is a major p u b l i c  h e a l t h  problem i n  t h e  United S t a t e s ,  a f f e c t i n g  10  

m i l l i o n  peop le  and r e s u l t i n g  i n  h i g h  medical c a r e  c o s t s  and absen tee i sm from 

work o r  s c h o o l .  However, it i s  p o s s i b l e ,  g e n e r a l l y  th rough  d rug  t r e a t m e n t  and 

self-management, t o  a c h i e v e  adequa te  c o n t r o l  o f  symptoms. 


Asthma a p p e a r s  t o  be  an even g r e a t e r  problem among m i n o r i t y  p o p u l a t i o n s , 

e s p e c i a l l y  R lacks  t h a n  among w h i t e s .  Asthma d e a t h s  have been r e p o r t e d  t o  be  

t h r e e  times h i g h e r  i n  Blacks i n  comparison wi th  w h i t e s  and h o s p i t a l i z a t i o n  

ra tes  f o r  B lacks  are twice t h o s e  o f  w h i t e s .  Impediments t o  a c h i e v i n g  c o n t r o l  

i n c l u d e  n o t  hav ing  access t o  c o n t i n u i t y  of  medical  care, l a c k  o f  adherence t o  

t r e a t m e n t  regimens,  and problems a s s o c i a t e d  w i t h  e f f e c t i v e  self-management. 

Other  a s s o c i a t e d  b a r r i e r s  may i n c l u d e  low e d u c a t i o n a l  and l i t e r a c y  l e v e l s ,  

i nadequa te  housing,  and language and o t h e r  c u l t u r a l  d i f f e r e n c e s  between h e a l t h  

care p r o v i d e r s  and p a t i e n t s  t h a t  may impede e f f e c t i v e  p r o v i d e r - p a t i e n t 

i n t e r a c t  i o n .  


T h i s  program i n v i t e s  g r a n t  a p p l i c a t i o n s  f o r  demons t r a t ion  and e d u c a t i o n  

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

long-term c o n t r o l  o f  asthma among Black and Hi span ic  c h i l d r e n .  A h y p o t h e s i s 

s p e c i f i c a l l y  focused  on t h e  t a r g e t  p o p u l a t i o n  and measurements o f  changes i n  

h e a l t h  s t a t u s  and h e a l t h  behav io r  must be i n c l u d e d .  Funding r e q u e s t s  t o  

s u p p o r t  e x i s t i n g  asthma c o n t r o l  programs wi thou t  a r e s e a r c h  component o r  t o  

i n v e s t i g a t e  t h e  e f f e c t i v e n e s s  o f  c l i n i c a l  t h e r a p i e s  would n o t  b e  c o n s i d e r e d  

r e s p o n s i v e  t o  t h i s  s o l i c i t a t i o n .  


T h i s  s o l i c i t a t i o n  may be of i n t e r e s t  t o  i n v e s t i g a t o r s  from a broad r ange  of 

d i s c i p l i n e s  such  as pulmonary medicine,  p e d i a t r i c s ,  b e h a v i o r a l  s c i e n c e s , 

epidemiology, p u b l i c  h e a l t h ,  h e a l t h  e d u c a t i o n ,  b i o s t a t i s t i c s ,  and 

communication s c i e n c e s .  M u l t i d i s c i p l i n a r y  approaches are a p p r o p r i a t e . 

A p p l i c a n t s  must demons t r a t e  access t o  a d e f i n e d  t a r g e t  p o p u l a t i o n  o f  Black 

and/or  H i span ic  c h i l d r e i i ,  a c o n t r o l  o r  comparison group, and e x p e r t i s e  w i t h i n  

t h e  proposed r e s e a r c h  team t o  c a r r y  o u t  r e s e a r c h  s e n s i t i v e  t o  t h e  needs o f  t h e  

m i n o r i t y  p o p u l a t i o n .  It i s  a n t i c i p a t e d  t h a t  up t o  f o u r  g r a n t s ,  f o r  a maximum 

o f  f i v e  y e a r s  each,  w i l l  b e  awarded under t h i s  program. 


Reques t s  f o r  c o p i e s  o f  t h e  RFA shou ld  b e  a d d r e s s e d  t o :  


Joan M .  Wolle,  Ph.D., M.P.H. 

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  

P r e v e n t i o n ,  Educat ion,  and Research T r a i n i n g  Branch 

D i v i s i o n  o f  Lung Diseases 

Westwood Bu i ld ing ,  Room 640 

5333 Westbard Avenue 

Bethesda,  Maryland 20892 

Telephone: (301) 496-7668 
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XXTHE MAILING ADDRESS GIVEN FOR SENDING A P P L I C A T I O N S  TO THE D I V I S I O N  OF 
RESEARCH GRANTS OR CONTACTING PROGRAE1 S T A F F  I N  THE IJESTWOOD B U I L D I N G  I S  THE 
CENTRAL MAILING ADDRESS FOR THE NATIONAL I N S T I T U T E S  OF HEALTH. A F P L I C A N T S  WHO 
USE E X P R E S S  MAIL OR A COURIER S E R V I C E  ARE ADVISED TO FOLLOW THE C A R R I E R ' S  
REQUIREMENTS FOR SHOWING A S T R E E T  ADDRESS.  THE ADDRESS FOR THE WESTWOOD 
B U I L D I N G  I S :  

5333 Westbard A v e n u e  
Bethesda, Maryland 20816 

eU.5.  COVtRNMENT PRINTING O f f  I t t  :1989-26:-715:17?3? -.e 
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