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Wtr 6, 

DATED ANNOUNCEMENTS (RFPs AND RFAs AVAILABLE) 

NATIONAL RESEARCH SERVICE AWARDS (NRSA)--INSTITUTIONAL T R A I N I N G  GRANTS 


P.T. 44; K.W. 0720005, 0785130 


Nat iona l  Center  f o r  Nursing Research (NCNR) 


I n i t i a l  App l i ca t ion  Receipt  Date a February 25, 1987 

Subsequent App l i ca t ion  Receipt  Dates: May 10, June 10 ,  September 10, 1987 


The Nat iona l  Center  f o r  Nursing Research (NCNR) wishes t o  b r i n g  t o  t h e  a t t e n t i o n  o 

t h e  d i r e c t o r s  o f  d o c t o r a l  programs i n  nu r s ing  t h a t  o p p o r t u n i t i e s  ex is t  f o r  

i n s t i t u t i o n s  t o  apply f o r  r e sea rch  t r a i n i n g  g r a n t s  t o  suppor t  f o u r  o r  more 

p r e d o c t o r a l  s t u d e n t s .  The i n c l u s i o n  o f  one o r  two p o s t d o c t o r a l  p o s i t i o n s  is 

permi t t ed .  The e n v i r o n m e n t  f o r  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  t r a i n i n g  invo lv ing  mor 

t h a n  one u n i t  o f  a u n i v e r s i t y ,  a r ec ru i tmen t  p l an  t h a t  w i l l  a t t r ac t  t h e  most h igh1 

q u a l i f i e d  cand ida te s  from throughout  t h e  n a t i o n ,  and t h e  a b i l i t y  t o  demonstrate  t h  

gradua te s  o f  t h e  program remain a c t i v e  i n  r e s e a r c h  w i l l  be  o f  p a r t i c u l a r  importanc 

Appl icant  i n s t i t u t i o n s  should have a s t r o n g  g radua te  school  i n  t h e  biomedical  and 

behav io ra l  s c i e n c e s .  


Appl i ca t ions  r ece ived  by February 25, 1987 w i l l  have t h e i r  i n i t i a l  review i n  May f 

c o n s i d e r a t i o n  by t h e  June NCNR Council  w i th  funding a n t i c i p a t e d  f o r  a J u l y  1, 1987 

start d a t e .  Th i s  is  an a c c e l e r a t e d  review schedule .  I n  t h e  f u t u r e ,  a l though t h e  

e s t a b l i s h e d  N I H  NRSA a p p l i c a t i o n  r e c e i p t  d a t e s  ( January  1 0 ,  May 10, September 10) 

w i l l  apply,  a p p l i c a t i o n s  w i l l  be cons idered  only  by t h e  NCNR JanuaryyFebruary 

Council  f o r  g r a n t s  t o  be awarded on t h e  fo l lowing  J u l y  1 .  


For a p p l i c a t i o n  materials, c o n t a c t  : 

O f f i c e  o f  Grants  I n q u i r i e s
Westwood Bui ld ing ,  Room 449 
Nat iona l  I n s t i t u t e s  o f  Heal th  
Bethesda, Maryland 20892 
Telephone: (301) 496-7441 

For a d d i t i o n a l  in format ion ,  c o n t a c t  a 


Nat iona l  Center  f o r  Nursing Research 

Bui ld ing  3 8 A ,  Room B2E17 

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

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-0526 


TARGETING DRUGS TO THE CENTRAL NERVOUS SYSTEM FOR AIDS THERAPY 

RFP AVAILABLE: NIAID-AIDSP-87-16 

P.T. 34; K . W .  0715120, 0740020, 0755025 

Nat iona l  I n s t i t u t e  o f  Al le rgy  and I n f e c t i o u s  Diseases 

The Treatment Branch, AIDS Program, Nat iona l  I n s t i t u t e  of  A l l e rgy  and I n f e c t i o u s  
Diseases ( N I A I D ) ,  N I H ,  ha s  a requirement  f o r  t a r g e t i n g  drugs  f o r  AIDS the rapy  t o  t 
c e n t r a l  nervous system (CNS). The mod i f i ca t ion  t o  a n t i v i r a l  d rugs  i d e n t i f i e d  as 
e f f e c t i v e  a g a i n s t  HTLV-III /LAV/HIV i n  v i t r o  by t h e  sc reen ing  e f f o r t s  o f  N I A I D  o r  
drug d iscovery  groups m a y  be r e q u i r e d  to a l l o w  t h e  d e l i v e r y  of drugs  t o  t h e  CNS. 
The o b j e c t i v e  of  t h i s  proposed p r o j e c t  is t o  ensure t h a t  e f f o r t s  w i l l  be  made now 
develop t h e  e x p e r t i s e  necessary  t o  d e l i v e r  drugs  t o  t h e  CNS. The N I A I D ,  i n  
c o l l a b o r a t i o n  with t h e  United S t a t e s  Army Research Development Command, has  
e s t a b l i s h e d  a r a p i d ,  l a r g e  scale, i n  v i t r o  sc reen ing  program t o  e v a l u a t e  t h e  
e f f e c t i v e n e s s  of  p o t e n t i a l  HTLV-I I I /LAV/HIV drugs .  N I A I D  w i l l  under take  t h e  l e a d  
r o l e  t h i s  yea r ,  i n  c o l l a b o r a t i o n  wi th  t h e  N C I ,  i n  o rgan iz ing  s c i e n t i s t s  i n t o  group
focused on t h e  d iscovery  of  novel  drugs  f o r  t h e  t r ea tmen t  of  AIDS. Through t h e s e  
e f f o r t s  and o t h e r  independent e f f o r t s ,  d rugs  which w i l l  p revent  t h e  r e p l i c a t i o n  of 
r e t r o v i r u s e s  w i l l  be i d e n t i f i e d  and developed by t h e  AIDS Program. 

Drugs which prevent  HTLV-I I I /LAV/HIV r e p l i c a t i o n  may c r o s s  t h e  b lood-bra in  b a r r i e r  
r a p i d l y  (Azidothymidine),  s lowly (Dideoxycyt idine,  R i b a v i r i n ) ,  o r  n o t  a t  a l l .  
Recent r e p o r t s  have shown t h e  a b i l i t y  t o  make d ihydropyr id ine  d e r i v a t i v e s  o f  
nuc leos ides  by t h e  at tachment  o f  a chemical c a r r i e r  through an ester l i n k a g e .  The 
modified drugs  (termed prodrugs)  are g r e a t l y  enhanced i n  t h e i r  a b i l i t y  t o  c r o s s  t h  
blood-brain b a r r i e r .  The s u c c e s s f u l  development o f  improved methods f o r  d e l i v e r y
and t a r g e t i n g  of  e f f e c t i v e  agen t s  t o  t h e  CNS w i l l  be e s p e c i a l l y  b e n e f i c i a l  t o  h a l t  
t h e  p rogres s ion  of t h e  d i s e a s e ,  t h e  spread  o f  t h e  i n f e c t i o n ,  and c o n t r o l  a r e se rvo  
of  t h e  v i r u s .  The purpose of t h i s  s o l i c i t a t i o n  is  two-fold: f irst ,  t o  modify kno 
a n t i r e t r o v i r a l  drugs t o  inc rease  t h e i r  a b i l i t y  t o  c r o s s  t h e  b lood-bra in  b a r r i e r ;
second, t o  encourage t h e  development of  i nnova t ive  approaches f o r  t a r g e t i n g  drugs
t h e  c e n t r a l  nervous system. 

Th i s  announcement i s  a new s o l i c i t a t i o n .  RFP-NIH-NIAID-AIDSP-87-16 s h a l l  be i s sue  
on o r  about January 5 ,  1987, wi th  a c l o s i n g  d a t e  t e n t a t i v e l y  set  f o r  March 3, 1987 



To r e c e i v e  a copy o f  t h e  RFP p l e a s e  supply  t h i s  o f f i c e  wi th  two ( 2 )  self-addressec 

mai l ing  l a b e l s .  


Requests  should  be  addressed  t o :  


Frank M .  Fountain 

Cont rac t  S p e c i a l i s t ,  Cont rac t  Management Branch 

N I A I D ,  N I H  

Westwood Bui ld ing ,  Room 707 

5333 Westbard Avenue 

Bethesda,  Maryland 20892. 


A l l  i n q u i r i e s  must be i n  w r i t i n g ;  t e l ephone  i n q u i r i e s  w i l l  n o t  be  honored. A l l  

r e s p o n s i b l e  sou rces  may submit a proposa l  which s h a l l  be  cons ide red  by t h e  N I A I D .  


T h i s  adver t i sement  does n o t  commit t h e  Government t o  award a c o n t r a c t .  


ii PULMONARY COMPLICATIONS OF HTLV-III /LAV INFECTION 

RFP AVAILABLE: RFP-NHLBI-HR-87-09 

P.T. 3 4 ;  K.W. 0715120, 0715165, 0785035 

1 Nat iona l  Heart, Lung, and Blood I n s t i t u t e  

The D i v i s i o n  o f  Lung Diseases ,  Nat iona l  Heart, Lung, and Blood I n s t i t u t e  ( N H L B I ) ,  

i1 	 cosponsorsh ip  wi th  t h e  AIDS Program, Nat iona l  I n s t i t u t e  o f  A l l e rgy  and I n f e c t i o u s  
Diseases ( N I A I D ) ,  i s  s o l i c i t i n g  p roposa l s  from o f f e r o r s  who are w i l l i n g  t o  cooper 
as c l i n i c a l  c e n t e r s  i n  a l o n g i t u d i n a l  s tudy  on t h e  pulmonary compl i ca t ions
a s s o c i a t e d  wi th  Human T-Lymphotropic Virus ,  t y p e  III/Lymphotropic-Associated Viru  
(HTLV-III/LAV) i n f e c t i o n .  The s p e c i f i c  o b j e c t i v e s  o f  t h i s  program are 1 )  t o  c o l l  
i n fo rma t ion  on pulmonary compl ica t ions  due t o  HTLV-III /LAV i n f e c t i o n  i n  ind iv idua  
i n  v a r i o u s  t r ansmiss ion  c a t e g o r i e s  ( r i s k  groups)  and 2) t o  determine t h e  t y p e s ,
inc idence ,  course ,  and outcome o f  pulmonary d i s o r d e r s  i n  r e c e n t l y  diagnosed p a t i e
wi th  acqu i r ed  immune d e f i c i e n c y  syndrome (AIDS), i n  r e c e n t l y  diagnosed ( i . e . ,  w i t  
3 t o  6 weeks) AIDS r e l a t e d  complex (ARC)  p a t i e n t s ,  and i n  i n d i v i d u a l s  
asymptomatical ly  i n f e c t e d  wi th  HTLV-IIIILAV. 

Phys ic i ans  who have examined many AIDS p a t i e n t s  have t h e  r e c e n t  impression t h a t  a 
s h i f t  is o c c u r r i n g  i n  t h e  t y p e s  and inc idence  o f  pulmonary compl ica t ions  a s s o c i a t  
w i th  HTLV-III/LAV i n f e c t i o n .  There appears  t o  be an  inc reased  inc idence  o f  s e r i o  
i n f e c t i o n  wi th  pyogenic bacter ium; bo th  pulmonary and e x t r a  pulmonary i n f e c t i o n  w 
M .  t u b e r c u l o s i s  h a s  been noted  wi th  inc reased  frequency.  Nonspec i f ic  i n t e r s t i t i a  
pneumonit is  appea r s  t o  be  on t h e  r i s e .  Cases o f  lymphoid i n t e r s t i t i a l  pneumoniti
which is  d i a g n o s t i c  o f  AIDS i n  c h i l d r e n  under 13 y e a r s  o l d  who are HTLV-IIIILAV 
an t ibody  p o s i t i v e ,  are be ing  seen  wi th  inc reased  frequency i n  a d u l t s .  

P a r t i c i p a t i n g  c l i n i c a l  c e n t e r s  w i l l  be  expected t o  r e c r u i t  a minimum o f  200 
p a r t i c i p a n t s ,  age  1 8  y e a r s  and o l d e r ,  du r ing  a 12 month r ec ru i tmen t  p e r i o d .  The 
d i s t r i b u t i o n  o f  p a r t i c i p a n t s  should  be: 50 AIDS p a t i e n t s ,  5 0  ARC p a t i e n t s  and 10 
asymptomat ic  H T L V - I I I / L A V - i n f e c t e d  i n d i v i d u a l s .  O f f e r o r s  will be expected t o  
provide  a p l a n  f o r  e v a l u a t i n g  pulmonary s t a t u s  of  each s tudy  p a r t i c i p a n t  and a p l
f o r  main ta in ing  c o n t a c t  wi th  p a r t i c i p a n t s  over  t h e  f o u r  yea r  r ec ru i tmen t  and s t u d  
phase o f  t h e  p r o j e c t .  A s e p a r a t e  RFP w i l l  be  i s sued  f o r  t h e  c l i n i c a l  c o o r d i n a t i n  
c e n t e r  which w i l l  be  r e s p o n s i b l e  f o r  coord ina t ing  t h e  c o l l e c t i o n ,  s t o r a g e ,  and 
a n a l y s i s  o f  d a t a  r e l a t e d  t o  t h e  s tudy .  

The s tudy  w i l l  be  conducted i n  t h r e e  phases .  Phase I ( 6  months) w i l l  i n c l u d e  t h e  
des ign  o f  t h e  c o l l a b o r a t i v e  p r o t o c o l ,  manual o f  o p e r a t i o n s ,  and d a t a  forms.  Phas 
I1 w i l l  i nvo lve  t h e  r ec ru i tmen t  ( 1  y e a r )  and s tudy  and follow-up (3  y e a r s )  o f  
p a r t i c i p a n t s .  Phase I11 ( 6  months) w i l l  be  devoted t o  d a t a  a n a l y s i s .  

T h i s  announcement is n o t  a Request f o r  Proposa ls  (RFP). It is  a n t i c i p a t e d  t h a t  
RFP-NHLBI-HR-87-09 w i l l  be a v a i l a b l e  on o r  about January  9 ,  1987, w i th  p r o p o s a l s  
on A p r i l  6, 1987. Copies of t h e  RFP may be ob ta ined  by w r i t t e n  r e q u e s t s  addresse  

Douglas W. Frye,  Con t rac t ing  Officer 
f o r  t h e  Div i s ion  o f  Lung Diseases 
Con t rac t s  Opera t ions  Branch 
Na t iona l  Heart, Lung, and Blood I n s t i t u t e  
Westwood Bui ld ing ,  Room 654 
5333 Westbard Avenue 
Bethesda,  Maryland 20892 

T h i s  r e q u e s t  should  inc lude  (3) self  addressed  mai l ing  l a b e l s .  
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CORONARY HEART DISEASE AND STROKE I N  PEOPLE AGED 65 TO 84 YEARS: FIELD CENTERS 

RFP AVAILABLE: NIH-NHLBI-HC-87-04 

,,>;- CORONARY HEART DISEASE AND STROKE I N  PEOPLE AGED 65 TO 84 YEARS: COORDINATING 
' 1 CENTER 

'C' RFP AVAILABLE: NIH-NHLBI-HC-87-11 

P.T. 34; K . W .  0715040, 0715200, 0411005, 0607024, 0706030, 0404000 

Na t iona l  Heart, Lung, and Blood I n s t i t u t e  

The Epidemiology and Biometry Research Program, DECA, NHLBI ,  s e e k s  a c o o r d i n a t i n g  
c e n t e r  and f o u r  f i e l d  c e n t e r s  f o r  a p r o j e c t  i n  which f o u r  f i e l d  c e n t e r s  w i l l  
r e c r u i t ,  examine, and fo l low a t o t a l  o f  5000 men and women (1250 i n  each  c e n t e r )
aged 65 t o  84 y e a r s  a t  t h e  b a s e l i n e  examinat ion i n  a p r o s p e c t i v e  s tudy  o f  coronary
h e a r t  d i s e a s e s  and s t r o k e .  The s tudy  w i l l  emphasize: ( 1 )  t h e  s t u d y  o f  e s t a b l i s h e d  
and suspec ted  r i s k  f a c t o r s  t h a t  may induce c l i n i c a l l y  o v e r t  d i s e a s e  i n  an  o l d e r  
popu la t ion ;  ( 2 )  t h e  p r e d i c t i o n  o f  c l i n i c a l  d i s e a s e  w i l l  be  a s s e s s e d  from measures o f  
p r e c l i n i c a l  d i s e a s e ,  such as c a r o t i d  a theromata measured by u l t r a s o u n d ,  l e f t  
v e n t r i c u l a r  impairment by echocardiography, and ar rhythmias  o r  ep i sodes  o f  
myocardial  ischemia by Ho l t e r  monitor ing;  and (3) t h e  e v a l u a t i o n  o f  p a r t i c i p a n t s  a t  
f r e q u e n t  i n t e r v a l s  f o r  s t a t u s  wi th  r e s p e c t  t o  concurren t  d i s e a s e ,  s o c i a l  suppor t
networks,  s t r e s s f u l  l i f e  s i t u a t i o n s ,  d i e t a r y  and p h y s i c a l  a c t i v i t y ,  h e a l t h  
behav io r s ,  e tc .  Cohort p a r t i c i p a n t s  w i l l  be  examined du r ing  t h e  second and f i f t h  
y e a r s  o f  t h e  s i x  y e a r  s tudy ,  w i th  i n t e r v a l  home v i s i t s  every  s i x  months du r ing  y e a r s  
two through f i v e .  Cohorts  must be n o n - i n s t i t u t i o n a l i z e d  and community-based, o r  
r e p r e s e n t a t i v e  o f  a de f ined  popu la t ion .  

I n  a d d i t i o n  t o  t h e s e  RFPs f o r  t h e  Coordina t ing  Center  and t h e  F i e l d  Cen te r s ,  
s e p a r a t e  RFPs w i l l  be  announced i n  t h e  N I H  Guide as t h e y  become a v a i l a b l e  f o r  t h e  
L ip id  and Hemostasis Center ,  Ultrasound Reading Center ,  and Echocardiography Reading
Center .  

T h i s  is  an  announcement o f  a v a i l a b i l i t y  o f  t h e  Request f o r  P roposa l s  (RFP) f o r  t h e  
F i e l d  Cen te r s .  RFP NHLBI-HC-87-04 w i l l  be  a v a i l a b l e  on o r  about  January  23, 1987,
wi th  p r o p o s a l s  due March 23, 1987. Four awards are a n t i c i p a t e d .  Your w r i t t e n  
r e q u e s t  should  inc lude  t h r e e  ma i l ing  l a b e l s ,  s e l f  addressed ,  and must c i t e  RFP 
NHLBI-HC-87-04. 

' y r l  '-	 T h i s  is  a l s o  a n  announcement o f  a v a i l a b i l i t y  o f  t h e  Request f o r  P roposa l s  (RFP) f o r  
t h e  Coordina t ing  Center .  RFP NHLBI-HC-87-11 w i l l  be  a v a i l a b l e  on o r  about  January
23, 1987, w i th  p roposa l s  due March 23, 1987. One award is  a n t i c i p a t e d .  Your 
w r i t t e n  r e q u e s t  should  inc lude  t h r e e  ma i l ing  l a b e l s ,  se l f  addressed ,  and must c i t e  
RFP No. NHLBI-HC-87-11. 

Requests  f o r  c o p i e s  o f  t h e s e  RFPs should be  s e n t  t o :  


B e t t y  Nordan 

Cont rac t ing  Officer f o r  Epidemiology and 

Biometry Research Program,

ECA Con t rac t s  S e c t i o n  

Nat iona l  Heart, Lung, and Blood I n s t i t u t e  

Federa l  Bldg.,  Room 3C16 

Bethesda, Maryland 20892 


H O L D I N G  FACILITY FOR AUTOIMMUNE MICE 

RFP AVAILABLE: RFP-NIH-NIAMS-87-1 

P.T. 34; K.W. 1002002, 0715015 

Na t iona l  I n s t i t u t e  of A r t h r i t i s  and Musculoske le ta l  and Skin Diseases 

The A r t h r i t i s  and Rheumatism Branch, D iv i s ion  o f  In t r amura l  Research, Na t iona l  
I n s t i t u t e  o f  A r t h r i t i s  and Musculoskeletal  and Skin  Diseases (NIAMS) i s  seek ing  a n  
o r g a n i z a t i o n  having t h e  c a p a b i l i t y  t o  provide  a s t a b l e  environment i n  a b i o l o g i c a l l y
c l e a n  ho ld ing  f a c i l i t y  f o r  approximately 4,000 Government-owned autoimmune m i c e  o f  
numerous s t r a i n s  f o r  use by NIAMS i n v e s t i g a t o r s  i n  t h e  s tudy  o f  sys t emic  l u p u s  and 
r e l a t e d  autoimmune d i s e a s e s .  The f a c i l i t y  must be AAALAC a c c r e d i t e d  and r e g i s t e r e d  
as a r e s e a r c h  f a c i l i t y  with USDA. Care of t h e  mice, and b u i l d i n g  c o n s t r u c t i o n  and 
maintenance s h a l l  be  i n  conformance wi th  DHEW P u b l i c a t i o n  No. 77-23, Guide f o r  t h e  

'1Y Care and U s e  o f  Laboratory Animals. 
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Any o r g a n i z a t i o n  posses s ing  t h e  c a p a b i l i t y  of  performing t h i s  s e r v i c e  may r e q u e s t  

copy o f  t h e  RFP. Requests must be i n  w r i t i n g  and addressed t o :  


P a t r i c k  M .  S u l l i v a n ,  Cont rac t ing  Officer 

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

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

Westwood Bui ld ing ,  Room 602 

Bethesda, Maryland 20892 


T h i s  a c q u i s i t i o n  is  a 100% Small-Business Set-Aside.  


T h i s  RFP w i l l  be  a v a i l a b l e  on o r  about January 15, 1987, with an  a n t i c i p a t e d  c l o s :  

d a t e  o f  February 16, 1987. Your w r i t t e n  r eques t  must i nc lude  two (2) nonfranked 

self addressed  mai l ing  l a b e l s .  Telephone r e q u e s t s  w i l l  n o t  be honored. A 

r easonab le  number o f  t h e  RFP have been prepared and w i l l  be i s sued  on an  

as a v a i l a b l e  b a s i s .  


T h i s  adver t i sement  does no t  commit t h e  Government t o  award a c o n t r a c t .  


GASTROINTESTINAL EPITHELIAL CELL CULTURES - SOURCES SOUGHT 


P.T. 34; K.W. 0780015, 1002004 

Nat iona l  I n s t i t u t e  o f  Diabe tes  and Diges t ive  and Kidney Diseases 


I n  o r d e r  t o  f a c i l i t a t e  r e s e a r c h  on t h e  expres s ion  and r e g u l a t i o n  o f  v a r i o u s  

g a s t r o i n t e s t i n a l  e p i t h e l i a l  c e l l  abso rp t ive ,  s e c r e t o r y ,  d i g e s t i v e ,  endocr ine , 

immune, and o t h e r  f u n c t i o n s ,  t he reby  provid ing  a b a s i s  f o r  unders tanding  t h e  

c e l l u l a r  mechanisms under ly ing  a number of g a s t r o i n t e s t i n a l  ( i n c l u d i n g  d i a r r h e a l ) 

d i s e a s e s ,  t h e  Nat iona l  I n s t i t u t e  o f  Diabe tes  and Diges t ive  and Kidney Diseases 

( N I D D K ) ,  Nat iona l  I n s t i t u t e s  of  Heal th  ( N I H ) ,  is seeking  sources  wi th  t h e  capab i l :  

t o  develop and c h a r a c t e r i z e  immortalized e p i t h e l i a l  ( i n c l u d i n g  c r y p t o i d ,  a b s o r p t i l  

s e c r e t o r y ,  g o b l e t ,  p a r i e t a l ,  endocr ine ,  p a n c r e a t i c  a c i n a r ,  and Peyer 's  pa t ch  M I  c c  

c u l t u r e s  de r ived  from v a r i o u s  segments ( inc lud ing  s m a l l  i n t e s t i n e  and co lon )  o f  t l  

normal g a s t r o i n t e s t i n a l  t r ac t  of  v e r t e b r a t e s .  Cancer c e l l  l i n e s  wi th  d i f f e r e n t i a l  

s u b s e t s  c loned f o r  s p e c i f i c  e p i t h e l i a l  f u n c t i o n s  would a l s o  be u s e f u l  i n  t h i s  

connect ion .  Awardees of  Cooperat ive Agreements, Research P r o j e c t  Grants ,  o r  

Research and Development Con t rac t s  w i l l  be  r equ i r ed  t o  submit new long  l a s t i n g  o r  

immortal ized g a s t r o i n t e s t i n a l  c e l l  l i n e s  t o  t h e  N I H  c e l l  c u l t u r e  bank so t h a t  the1 

can be made g e n e r a l l y  a v a i l a b l e  f o r  r e s e a r c h .  


Sources  t h a t  b e l i e v e  t h e y  have t h e  c a p a b i l i t y  necessary  t o  under t a k e  i n v e s t i g a t i i 

of t h e  t y p e  desc r ibed  above should s p e c i f y  t h e  c e l l  c u l t u r e ( s 1  t h e y  are p a r t i c u l a i 

i n t e r e s t e d  i n  and should submit C a p a b i l i t y  S ta tements ,  no t  exceeding t h r e e  

s ingle-spaced  pages,  which provide  evidence t h a t  t h e r e  are in-house e x p e r t i s e , 

c a p a b i l i t y ,  and f a c i l i t i e s  f o r  c a r r y i n g  ou t  t h e  proposed i n v e s t i g a t i o n s .  


This  announcement is  no t  a Request f o r  Proposa ls  (RFP) .  There is  no commitment b! 

N I D D K  t o  i s s u e  a Request f o r  Proposal ,  b u t ,  i f  such a r eques t  is  i s sued ,  t h o s e  

answering t h i s  Sources  Sought announcement w i l l  be so n o t i f i e d .  Three c o p i e s  of 

t h e  C a p a b i l i t y  S ta t emen t  shou ld  be submit ted t o :  


P a t r i c k  M .  S u l l i v a n ,  Cont rac t ing  Officer 

Nat iona l  I n s t i t u t e  o f  Diabe tes  and Diges t ive  and Kidney Diseases 

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

Westwood Bui ld ing ,  Room 602 

Bethesda, Maryland 20892 


C a p a b i l i t y  S ta tements  must be r ece ived  no l a t e r  t h a n  c l o s e  o f  bus iness ,  5:OO ( l o c ; 

t i m e ) ,  February 27, 1987. 


TARGETING ANTIVIRAL DRUGS TO INFECTED CELLS 


RFA AVAILABLE: 87-AI-06 

P.T.  34; K.W. 0715120, 0740015, 0740020, 0755025, 0760045 

Nat iona l  I n s t i t u t e  o f  Al le rgy  and I n f e c t i o u s  Diseases  

App l i ca t ion  Receipt  Date:  March 30, 1987 

The Nat iona l  I n s t i t u t e  of  A l l e rgy  and I n f e c t i o u s  Diseases ( N I A I D )  i n v i t e s  
a p p l i c a t i o n s  f o r  r e g u l a r  r e s e a r c h  g r a n t s  t o  i n v e s t i g a t e  and develop t echn iques  t h ;  
can be used t o  d e l i v e r  a n t i v i r a l  drugs t o  i n f e c t e d  ce l l s .  Research e f f o r t s  t o  
des ign  new o r  t o  modify e x i s t i n g  p o t e n t i a l l y  e f f e c t i v e  drugs  f o r  t h e  t r ea tmen t  o f  
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AIDS, t o  i n c r e a s e  t h e i r  pe rmeab i l i t y  a c r o s s  t h e  blood b r a i n  b a r r i e r ,  t o  d e l i v e r  
compounds t o  t h e  CNS e i t h e r  by mod i f i ca t ion  of  t h e  drug o r  by t h e  use  o f  p h y s i c a l
methods f o r  i n t r a t h e c a l  t he rapy  and t o  d e l i v e r  drugs  s p e c i f i c a l l y  t o  cel ls  i n f e c t e d  
wi th  HTLV-III /LAV/HIV a r e  cons idered  respons ive  t o  t h i s  RFA. 

-\ 1
\ j BACKGROUND 
L u r  	 A s i g n i f i c a n t  amount of  t i m e  and e f f o r t  is  r e q u i r e d  t o  i d e n t i f y  e f f e c t i v e  a n t i v i r a l  

d rugs  e i t h e r  through sc reen ing  o r  t a r g e t e d  development. However, o f t e n  drugs
i d e n t i f i e d  are of l i m i t e d  use because t h e y  do n o t  c r o s s  t h e  blood b r a i n  b a r r i e r  o r  
t h e  t o x i c i t i e s  a s s o c i a t e d  with t h e  drug are t o o  h igh .  The s u c c e s s f u l  development o f  
methods t o  d e l i v e r  drugs t o  t h e  ce l l s  i n f e c t e d  wi th  t h e  v i r u s  w i l l  i n c r e a s e  t h e  
u s e f u l n e s s  o f  a g iven  drug and perhaps dec rease  t h e  amount of  drug r e q u i r e d  t o  
c o n t r o l  t h e  v i r a l  i n f e c t i o n .  A t  p r e s e n t ,  r e s e a r c h  i n t o  t h e  development o f  compounds
t h a t  c r o s s  t h e  blood b r a i n  b a r r i e r  and t a r g e t  HTLV-I I I /LAV/HIV i n f e c t e d  cel ls  needs 
t o  be emphasized. Accordingly,  t h e  N I A I D  wishes t o  i n v i t e  r e g u l a r  r e s e a r c h  g r a n t
a p p l i c a t i o n s  i n  t h e s e  areas of  i n v e s t i g a t i o n .  

OBJECTIVES AND SCOPE 

The N I A I D  wishes t o  s t i m u l a t e  r e sea rch  on t h e  d e l i v e r y  of drugs  t o  v i r a l - i n f e c t e d  
cells .  Research e f f o r t s  t o  des ign  new o r  t o  modify e x i s t i n g  p o t e n t i a l l y  e f f e c t i v e  
drugs  f o r  t h e  t r ea tmen t  of  AIDS, t o  i n c r e a s e  t h e i r  pe rmeab i l i t y  a c r o s s  t h e  blood 
b r a i n  b a r r i e r ,  t o  d e l i v e r  compounds t o  t h e  CNS e i t h e r  by mod i f i ca t ion  o f  t h e  drug  o r  
by t h e  use  o f  phys i ca l  methods f o r  i n t r a t h e c a l  t he rapy  and t o  t a r g e t  drugs
s p e c i f i c a l l y  t o  cel ls  i n f e c t e d  wi th  HTLV/III/LAV/HIV are cons idered  r e spons ive  t o  
t h i s  RFA. The term “drug” as def ined  i n  t h i s  RFA encompasses any s y n t h e t i c  o r  
n a t u r a l  chemical o r  b i o l o g i c a l  reagent  t h a t  can be used i n  t h e  t r ea tmen t  o f  a v i r a l  
i n f e c t i o n .  I n v e s t i g a t o r s  are encouraged t o  propose s t u d i e s  t h a t  stress innova t ive  
approaches t o  t h e  problem and advance development of  c u r r e n t l y  a v a i l a b l e  methods 
and t echn iques .  Approaches u t i l i z i n g  ester l i n k a g e s  of  carr ier  groups t o  
a n t i v i r a l s ,  l iposomes,  l i p o p h i l i c  carriers, and monoclonal a n t i b o d i e s ,  are expec ted .
I n v e s t i g a t o r s ,  however, are not  cons t r a ined  t o  t h e s e  f o r  response  t o  t h i s  
announcement. 

INQUIRIES 

, - .  Addi t iona l  in format ion  and a copy of t h e  f u l l  RFA may be ob ta ined  from: 

John McGowan, Ph.D. 

P r e c l i n i c a l  Development Program, Treatment Branch 


**W‘ -	 AIDS Program, N I A I D ,  N I H  
Westwood Bui ld ing  - Room 753 
Bethesda, Maryland 20892 
Telephone: ( 3 0 1 )  496-0545 

P I N O R I T Y  FAMILIES AND CHILDREN: BEHAVIORAL AND SOCIETAL VARIABLES AFFECTING 
CHILDREN’S DEVELOPMENT 

RFA AVAILABLE: 87-HD-05 

P.T. 34, AA, FFj K.W. 0404004 

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

App l i ca t ion  Receipt  Date: Apr i l  15, 1987 

The Human Learning and Behavior Branch (HLB) o f  t h e  Center  f o r  Research f o r  Mothers 
and Chi ldren  (CRMC), Nat iona l  I n s t i t u t e  o f  Chi ld  Heal th  and Human Development
( N I C H D )  is  i n v i t i n g  g r a n t  a p p l i c a t i o n s  f o r  t h e  suppor t  o f  r e - sea rch  on Minor i ty
Fami l ies  and Chi ldren :  Behavioral  and S o c i e t a l  V a r i a b l e s  A f f e c t i n g  Chi ldren’s  
Development. The purpose o f  t h i s  s o l i c i t a t i o n  is  t o  encourage s t u d i e s  of 
psychologica l  and s o c i e t a l  v a r i a b l e s  p a r t i c u l a r l y  a f f e c t i n g  t h e  families o f  
Afro-Americans, Asian-Americans, Hispanic-Americans, and Native-Americans; and t h e i r  
impact on t h e  phys ica l  and behaviora l  development o f  c h i l d r e n  from in fancy  through
adolescence .  

T h i s  RFA i s  designed t o  s t i m u l a t e  r e s e a r c h  i n  t h e  above popu la t ions  on f ami ly  
p rocess  inc lud ing  commonalit ies and d i f f e r e n c e s  wi th in  and between e t h n i c  groups;
behav io ra l  development, cover ing  c o g n i t i v e  and s o c i a l  development; and t h e  
i n t e r a c t i o n  of  h e a l t h  and behavior  i n  development. 

It is  a n t i c i p a t e d  t h a t  f i v e  awards w i l l  be made as a r e s u l t  of t h i s  announcement 
through t h e  gran t - in-a id  mechanism ( R o l l .  The FIRST Award mechanism may a l s o  be w w .  u t i l i z e d  where a p p r o p r i a t e .  
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AIDS, t o  i n c r e a s e  t h e i r  pe rmeab i l i t y  a c r o s s  t h e  blood b r a i n  b a r r i e r ,  t o  d e l i v e r  

compounds t o  t h e  CNS e i t h e r  by modi f ica t ion  o f  t h e  drug o r  by t h e  use  o f  p h y s i c a l 

methods f o r  i n t r a t h e c a l  therapy  and t o  d e l i v e r  drugs  spec i f ica l ly  t o  ce l l s  i n f e c t e d  

wi th  HTLV-III /LAV/HIV are cons idered  respons ive  t o  t h i s  RFA. 


BACKGROUND 


A s i g n i f i c a n t  amount of t i m e  and e f f o r t  is  r e q u i r e d  t o  i d e n t i f y  e f f e c t i v e  a n t i v i r a l  

drugs  e i t h e r  through sc reen ing  o r  t a r g e t e d  development. However, o f t e n  drugs 

i d e n t i f i e d  are o f  l i m i t e d  use  because t h e y  do no t  c r o s s  t h e  blood b r a i n  b a r r i e r  o r  

t h e  t o x i c i t i e s  a s s o c i a t e d  with t h e  drug are t o o  h igh .  The s u c c e s s f u l  development o f  

methods t o  d e l i v e r  drugs t o  t h e  ce l l s  i n f e c t e d  wi th  t h e  v i r u s  w i l l  i n c r e a s e  t h e  

u s e f u l n e s s  o f  a g iven  drug and perhaps decrease  t h e  amount of  drug  r e q u i r e d  t o  

c o n t r o l  t h e  v i r a l  i n f e c t i o n .  At: p r e s e n t ,  r e s e a r c h  i n t o  t h e  development o f  compounds

t h a t  c r o s s  t h e  blood b r a i n  b a r r i e r  and t a r g e t  HTLV-III /LAV/HIV i n f e c t e d  ce l l s  needs 

t o  be emphasized. Accordingly,  t h e  N I A I D  wishes t o  i n v i t e  r e g u l a r  r e s e a r c h  g r a n t 

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


OBJECTIVES AND SCOPE 


The N I A I D  wishes t o  s t i m u l a t e  r e s e a r c h  on t h e  d e l i v e r y  of drugs  t o  v i r a l - i n f e c t e d  

cel ls .  Research e f f o r t s  t o  des ign  new o r  t o  modify e x i s t i n g  p o t e n t i a l l y  e f f e c t i v e  

drugs  f o r  t h e  t r ea tmen t  o f  AIDS, t o  i n c r e a s e  t h e i r  pe rmeab i l i t y  a c r o s s  t h e  blood 

b r a i n  b a r r i e r ,  t o  d e l i v e r  compounds t o  t h e  CNS e i t h e r  by mod i f i ca t ion  o f  t h e  drug o r  

by t h e  use  o f  p h y s i c a l  methods f o r  i n t r a t h e c a l  t he rapy  and t o  t a r g e t  drugs 

s p e c i f i c a l l y  t o  cells  i n f e c t e d  wi th  HTLV/II I /LAV/HIV are cons ide red  r e spons ive  t o  

t h i s  RFA. The t e r m  "drug" as def ined  i n  t h i s  RFA encompasses any s y n t h e t i c  o r  

n a t u r a l  chemical o r  b i o l o g i c a l  reagent  t h a t  can be used i n  t h e  t r ea tmen t  o f  a v i r a l  

i n f e c t i o n .  I n v e s t i g a t o r s  are encouraged t o  propose s t u d i e s  t h a t  stress innova t ive  

approaches t o  t h e  problem and advance development o f  c u r r e n t l y  a v a i l a b l e  methods 

and t echn iques .  Approaches u t i l i z i n g  ester l i n k a g e s  of  carr ier  groups t o  

a n t i v i r a l s ,  l iposomes,  l i p o p h i l i c  carriers,  and monoclonal a n t i b o d i e s ,  are expec ted . 

I n v e s t i g a t o r s ,  however, are not  cons t r a ined  t o  t h e s e  f o r  response  t o  t h i s  

announcement. 


INQUIRIES 


Addi t iona l  in format ion  and a copy of  t h e  f u l l  RFA may be ob ta ined  from: 


John McGowan, Ph.D. 

P r e c l i n i c a l  Development Program, Treatment Branch 

AIDS Program, N I A I D ,  N I H  

Westwood Bui ld ing  - Room 753 

Bethesda,  Maryland 20892 

Telephone: (301)  496-0545 


PINORITY FAMILIES AND CHILDREN: BEHAVIORAL AND SOCIETAL VARIABLES AFFECTING 

CHILDREN'S DEVELOPMENT 


RFA AVAILABLE: 87-HD-05 


P.T. 34, AA, FF; K.W. 0404004 


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


Appl ica t ion  Receipt  Date: A p r i l  15, 1987 


The Human Learning and Behavior Branch (HLB) of  t h e  Center  f o r  Research f o r  Mothers 

and Chi ldren  (CRMC), Nat iona l  I n s t i t u t e  of Chi ld  Heal th  and Human Development

( N I C H D )  is  i n v i t i n g  g r a n t  a p p l i c a t i o n s  f o r  t h e  suppor t  o f  r e - sea rch  on Minor i ty 

Famil ies  and Chi ldren :  Behavioral  and S o c i e t a l  Var i ab le s  A f f e c t i n g  Ch i ld ren ' s  

Development. The purpose of t h i s  s o l i c i t a t i o n  is  t o  encourage s t u d i e s  of  

psychologica l  and s o c i e t a l  v a r i a b l e s  p a r t i c u l a r l y  a f f e c t i n g  t h e  families o f  

Afro-Americans, Asian-Americans, Hispanic-Americans, and Native-Americans; and t h e i r  

impact on t h e  phys ica l  and behaviora l  development o f  c h i l d r e n  from infancy  through 

adolescence .  


This  RFA i s  designed t o  s t i m u l a t e  r e s e a r c h  i n  t h e  above popu la t ions  on f ami ly  

process  inc lud ing  commonalit ies and d i f f e r e n c e s  w i t h i n  and between e t h n i c  groups; 

behav io ra l  development, covering c o g n i t i v e  and s o c i a l  development; and t h e  

i n t e r a c t i o n  of  h e a l t h  and behavior  i n  development. 


It is  a n t i c i p a t e d  t h a t  f i v e  awards w i l l  be  	made as a r e s u l t  of t h i s  announcement 
The FIRST Award mechanism may a l s o  bethrough t h e  gran t - in-a id  mechanism ( R o l l .

*W * u t i l i z e d  where a p p r o p r i a t e .  
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For f u r t h e r  in format ion  and a copy o f  t h e  d e t a i l e d  RFA, c o n t a c t :  


Sarah  Friedman, Ph.D. 

Human Learning and Behavior Branch 

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

Bethesda,  Maryland 20892 

Telephone: (301)  496-6591 


O N G O I N G  PROGRAM ANNOUNCEMENTS 

RESEARCH INTO METHODS OF RESEARCH THAT DO NOT USE VERTEBRATE ANIMALS, USE FEWER 
VERTEBRATE ANIMALS, OR PRODUCE LESS PAIN AND DISTRESS I N  VERTEBRATE ANIMALS USED I N  
RESEARCH 

P.T. 3 4 ;  K.W. 0755020, 0710030, 1002027, 0780015, 0780020 

Div i s ion  o f  Research Resources 

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

BACKGROUND 

A s  p a r t  o f  t h e  p l a n  f o r  r e s e a r c h  i n t o  r e s e a r c h  methods t h a t  do no t  use  an imals ,  u s e  
fewer an imals ,  o r  produce less p a i n  and d i s t r e s s  i n  animals  used i n  r e sea rch ,  c a l l e d  
f o r  i n  N I H ' s  a u t h o r i z i n g  l e g i s l a t i o n ,  P.L. 99-158, S e c t i o n  4, t h e  Nat iona l  
I n s t i t u t e s  o f  Heal th  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  t h e  suppor t  o f  development and 
v a l i d a t i o n  o f  r e s e a r c h  methods promoting t h e s e  o b j e c t i v e s .  

Biomedical r e s e a r c h  cannot  be regarded  s e p a r a t e l y  from b i o l o g i c a l  r e sea rch .  
A p p l i c a t i o n s  o f  b a s i c  b io logy  t o  c l i n i c a l  medicine are o f t e n  apparent ,  b u t  cannot ,
i n  g e n e r a l ,  be  p r e d i c t e d .  Some proposals--for  t h e  s tudy  o f  i n v e r t e b r a t e s ,  lower 
v e r t e b r a t e s ,  microorganisms, c e l l  and t i s s u e  c u l t u r e  systems, o r  mathematical  
approaches--can be regarded  as having t h e  same p o t e n t i a l  re levance  t o  biomedical  
r e s e a r c h  as p roposa l s  f o r  work on systems t h a t  are phy logene t i ca l ly  more c l o s e l y
r e l a t e d  t o  humans. Experience i n d i c a t e s  t h a t  in format ion  y i e l d e d  by such systems 
can  c o n t r i b u t e  s u b s t a n t i a l l y  t o  i n c r e a s i n g  knowledge o f  human func t ion .  

While it is  recognized  t h a t  an imals  have been and w i l l  cont inue  t o  be e s s e n t i a l  t o  
t h e  advancement o f  knowledge i n  t h e  biomedical  s c i ences ,  non-animal r e s e a r c h  methods 
can and do provide  a d d i t i o n a l  o p p o r t u n i t i e s  t o  advance our  unders tanding  o f  b a s i c  
mechanisms o f  fundamental  b i o l o g i c a l  p rocesses .  For example, b i o l o g i c a l  models o r  
model sys t ems  de r ived  from o r  c o n s i s t i n g  o f  nonmammalian organisms, o r  c e l l  and 
t i s s u e  c u l t u r e  systems,  may s e r v e  t o  reduce t h e  use  o f  m a m m a l s  i n  t h e  e a r l y  s t a g e s
o f  some i n v e s t i g a t i o n s  and may provide  i n s i g h t s  i n t o  mechanisms o f  b i o l o g i c a l
f u n c t i o n s  t h a t  are more d i f f i c u l t  t o  o b t a i n  from s t u d i e s  o f  whole v e r t e b r a t e  
an imals .  Non-invasive exper imenta l  t echniques ,  p e r m i t t i n g  s t u d i e s  o f  b i o l o g i c a l  
p r o c e s s e s  i n  i n t a c t  animals ,  can reduce t h e  number o f  animals  needed as mul t i - s t ep
phenomena can  be observed wi th in  a s i n g l e  s u b j e c t .  Such t echno log ie s  o f t e n  permi t
s t u d i e s  imposs ib le  t o  perform otherwise .  Mathematical modeling is ano the r  u s e f u l  
i n v e s t i g a t i o n a l  s t r a t e g y  when c lose ly  coupled t o  b io log ica l  exper imenta t ion ,  and 
t h e r e  are o p p o r t u n i t i e s  f o r  mathematical  modeling i n  many a r e a s  o f  biomedical  
r e s e a r c h .  

RESEARCH GOALS 

Grant a p p l i c a t i o n s  are r eques t ed  f o r  p r o j e c t s  t h a t  w i l l  i n c r e a s e  t h e  e x t e n t  and 
depth  o f  knowledge needed t o  develop methods o f  biomedical  r e s e a r c h  and 
exper imenta t ion  t h a t :  

o do n o t  r e q u i r e  t h e  use  o f  v e r t e b r a t e  an imals  
o reduce  t h e  number o f  v e r t e b r a t e  an imals  used i n  r e s e a r c h  
o 	 produce less p a i n  and d i s t r e s s  i n  v e r t e b r a t e  an imals  t h a n  methods 

c u r r e n t l y  used 
o v a l i d a t e  or demonstrate  t h e  r e l i a b i l i t y  o f  non-animal methods 
o 	 develop non-ver tebra te  animal r e s e a r c h  methods t h a t  have been found v a l i d  

and r e l i a b l e  

MECHANISM OF SUPPORT 

The suppor t  mechanism f o r  t h i s  program w i l l  be  t h e  t r a d i t i o n a l  
i n v e s t i g a t o r - i n i t i a t e d  r e s e a r c h  p r o j e c t  g r a n t .  Under t h i s  mechanism, t h e  a p p l i c a n t
w i l l  p l a n ,  d i r e c t ,  and c a r r y  ou t  t h e  r e s e a r c h  program. The p r o j e c t  p e r i o d  du r ing
which t h e  r e s e a r c h  w i l l  be  conducted should  adequate ly  re f lec t  t h e  t i m e  r e q u i r e d  t o  
accomplish t h e  s t a t e d  g o a l s  and be c o n s i s t e n t  w i th  t h e  p o l i c y  f o r  g r a n t  suppor t .
Support  w i l l  be  provided f o r  up t o  f i v e  y e a r s  (renewable f o r  subsequent p e r i o d s )
s u b j e c t  t o  t h e  a v a i l a b i l i t y  of funds and p rogres s  achieved.  
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- -  

Research g r a n t  a p p l i c a t i o n s  may be submi t ted  by both  n o n p r o f i t  and prof i t -making
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 ,  S t a t e  o r  l o c a l  governments and t h e i r  agenc ie s ,  and 
e l i g i b l e  agenc ie s  of  t h e  Federa l  Government. 

fa\ APPLICATIONS AND REVIEW PROCEDURES 

-w. 	 Appl i ca t ions  i n  response  t o  t h i s  s o l i c i t a t i o n  w i l l  be  a p p r o p r i a t e l y  pee r  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.  They w i l l  be judged on t h e  o v e r a l l  s c i e n t i f i c  
mer i t  of t h e  proposed r e sea rch ,  p o t e n t i a l  s i g n i f i c a n c e  o f  t h e  r e s e a r c h  f i n d i n g s ,
adequacy of methodology, a v a i l a b i l i t y  o f  necessary  f ac i l i t i e s ,  and t h e  
q u a l i f i c a t i o n s  of t h e  r e sea rch  team. A secondary review f o r  p o l i c y  and program
relevance  t o  t h e  r e s e a r c h  needs and miss ions  of  t h e  Bureau, I n s t i t u t e ,  o r  D iv i s ion  
t o  which t h e  proposa l  i s  ass igned  w i l l  be made by t h e  r e s p e c t i v e  Nat iona l  Advisory
Counci ls  . 
Appl i ca t ions  w i l l  be r ece ived  by t h e  N I H  D iv i s ion  o f  Research Grants  on PHS Form 
398, "Appl ica t ion  f o r  Pub l i c  Heal th  Se rv ice  Grant," i n  accordance wi th  t h e  usua l  
r e c e i p t  d a t e s  f o r  new a p p l i c a t i o n s :  

February 1 June 1 October 1 

FOR FURTHER INFORMATION CONTACT: 


Div i s ion  o f  Research Resources 

D r .  James D .  Wil le t t  

Chief ,  Biomedical Models and Mate r i a l s  Resources S e c t i o n  

A n i m a l  Resources Program

Bui ld ing  3 1 ,  Room 5B23 

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-5175 


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

D r .  Michael Boyd

Assoc ia t e  D i r e c t o r  f o r  Developmental Therapeut ics 

Landow Bui ld ing ,  Room 5A21B 

Bethesda, Maryland 20892 

Telephone: (301)  496-8720 


Nat iona l  Center  f o r  Nursing Research 

D r .  E i l e e n  Hasselmyer

S p e c i a l  A s s i s t a n t  t o  Act ing Di rec to r  

Bui ld ing  38A, Room 2E17 

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-0523 


Nat iona l  I n s t i t u t e  o f  Al le rgy  and I n f e c t i o u s  Diseases 

D r .  Luz A.  F roeh l i ch  

Deputy D i r e c t o r ,  Extramural A c t i v i t i e s  Program

Westwood Bui ld ing ,  Room 703 

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-7688 


Nat iona l  I n s t i t u t e  on Aaina 
D r .  Dewitt  Hazzard 

Head, Resource Development, Biomedical Research and C l i n i c a l  Medicine 

Bui ld inn  31, Room 5C19 

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-6402 


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

D r .  Steven J .  Hausman 

Deputy D i r e c t o r ,  Extramural A c t i v i t i e s  Program

Westwood Bui ld ing ,  Room 403 

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-7495 


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

D r .  Antonia Novello 

Deputy Di rec to r  

Bui ld ing  31, Room 2A04 

Bethesda, Maryland 20892 

Telephone: (301) 496-1848 


Nat iona l  I n s t i t u t e  of  Diabetes  and Diges t ive  and Kidney DBseases 
'IY D r .  Walter  S t o l z  

D i r e c t o r ,  D iv i s ion  of  Extramural A c t i v i t i e s  

Westwood Bui ld ing ,  Room 657 

Bethesda, Maryland 20892 

Telephone: ( 3 0 1 )  496-7277 
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-- 
Nat iona l  I n s t i t u t e  o f  Denta l  Research 

D r .  Marie U .  Nylen

Assoc ia t e  D i r e c t o r  f o r  Extramural Program

Westwood Bui ld ing ,  Room 5 0 3  

Bethesda, Maryland 20892 

Telephone: (301)  496-7723 


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

D r .  Anne P. Sassaman 

Assoc ia t e  D i r e c t o r ,  Extramural  Program

Bui ld ing  3, Room 301 

P.O. Box 12233 

Research T r i a n g l e  Park,  North Caro l ina  27709 

Telephone: (919)  541-7723 o r  (FTS Number) 8-629-7723 


Nat iona l  I n s t i t u t e  of General  Medical Sc iences  

D r .  David Wolff 

Deputy Assoc ia t e  D i r e c t o r  f o r  Program A c t i v i t i e s  

Westwood Bui ld ing ,  Room 955 

Bethesda, Maryland 20892 

Telephone: (301)  496-7063 


Nat iona l  Heart, Lung, and Blood I n s t i t u t e  

D r .  Amoz I .  Chernoff ,  D i r e c t o r  

Div i s ion  o f  Blood Diseases and Resources 

Federa l  Bui ld ing ,  Room 518 A  

Bethesda,  Maryland 20892 

Telephone: (301)  496-4868 


Nat iona l  Heart, Lung, and Blood I n s t i t u t e  

D r  . M i l l i c e n t  Higgins ,  Act ing  D i r e c t o r  

Div i s ion  o f  Epidemiology and C l i n i c a l  App l i ca t ions 

Federa l  Bui ld ing ,  Room 212B 

Bethesda,  Maryland 20892 

Telephone: ( 3 0 1 )  496-2533 


Nat iona l  Heart, Lung, and Blood I n s t i t u t e  

D r .  W i l l i a m  J .  Zukel, Act ing D i r e c t o r  

Div i s ion  of Heart and Vascular  Diseases 

Federa l  Bui ld ing ,  Room 416A 

Bethesda,  Maryland 20892 

Telephone: (301)  496-5656 


Nat iona l  Hear t ,  Lung, and Blood I n s t i t u t e  

D r .  Suzanne Hurd, D i r e c t o r  

Div i s ion  o f  Lung Diseases  

Westwood Bui ld ing ,  Room 6A16 

Bethesda,  Maryland 20892 

Telephone: ( 3 0 1 )  496-7208 


Nat iona l  I n s t i t u t e  o f  Neurologica l  and Communicative Disorders  

D r .  Eugene Streicher 
D i r e c t o r ,  Fundamental Neurosciences Program

Federa l  Bui ld ing ,  Room 916 

Bethesda, Maryland 20892 

Telephone: (301)  496-5745 


PANCREATITIS: PATHOGENESIS, DIAGNOSIS, AND THERAPY 


P.T. 34; K.W. 0715085, 0745020, 0415000, 0785055, 0760035 


, 

\. 

and S t roke  

Na t iona l  I n s t i t u t e  o f  Diabe tes  and Diges t ive  and Kidney Diseases 

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

PURPOSE 

The Pancreas  Program o f  t h e  Div i s ion  o f  D iges t ive  Diseases and N u t r i t i o n  ( D D D N )  of 
t h e  Na t iona l  I n s t i t u t e  o f  Diabe tes  and Diges t ive  and Kidney Diseases  ( N I D D K )  
s u p p o r t s  r e s e a r c h  and r e l a t e d  t r a i n i n g  i n t o  t h e  s t r u c t u r e ,  func t ion ,  and d i s e a s e s  o f  
t h e  exoc r ine  pancreas .  Toward t h i s  end, t h i s  program seeks  t o  expand i ts  suppor t  of 
b a s i c  and c l i n i c a l  r e s e a r c h  and r e s e a r c h  t r a i n i n g  i n  t h e  broad a r e a  o f  t h e  
pa thogenes is ,  d i agnos i s ,  and t r ea tmen t  o f  t h e  v a r i o u s  d i s e a s e s  c o n s t i t u t i n g  human 
p a n c r e a t i t i s .  Accordingly,  a p p l i c a t i o n s  are i n v i t e d  f o r  r e g u l a r  r e s e a r c h  p r o j e c t  
g r a n t s ,  program p r o j e c t  g r a n t s ,  FIRST awards, career development awards, and 
p o s t d o c t o r a l  f e l lowsh ips  r e l a t i n g  but  n o t  l i m i t e d  t o :  ( a )  t h e  conduct of  
ep idemiologica l  s t u d i e s  t o  i d e n t i f y  t h o s e  i n d i v i d u a l s  who are a t  g r e a t e s t  r i s k  �or 
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p a n c r e a t i c  d i s e a s e  and t o  determine what c h a r a c t e r i s t i c s  ( e .g . ,  t h e  r o l e s  o f  d i e t ,
a l coho l ,  d rugs ,  exposure t o  environmental  p o l l u t a n t s ,  and r e g i o n a l  f a c t o r s )
p red i spose  c e r t a i n  i n d i v i d u a l s  o r  groups of i n d i v i d u a l s  t o  t h e  development o f  
p a n c r e a t i t i s ,  ( b )  t h e  development of t h e  a b i l i t y  t o  s a f e l y  and convenient ly  o b t a i n  
percutaneous o r  t ransduodenal  biopsy samples of t h e  pancreas  from p a t i e n t s  w i th  
p a n c r e a t i t i s  as w e l l  as o t h e r  d i s o r d e r s ,  ( c )  a b e t t e r  unders tanding  o f  t h e  p rocesses  

%b' 	 involved i n  t h e  i n c e p t i o n  and p rogres s ion  of t h e  v a r i o u s  t y p e s  o f  human 
p a n c r e a t i t i s ,  ( d )  t h e  e l u c i d a t i o n  of t h e  mechanisms under ly ing  t h e  d i s t a n t  
m a n i f e s t a t i o n s  ( e . g . ,  hypovolemia, hypocalcemia, and pulmonary f a i l u r e )  o f  a c u t e  
p a n c r e a t i t i s ,  ( e )  t h e  development of c l i n i c a l l y  r e l e v a n t  ( i . e . ,  similar t o  t h e  human 
d i s e a s e ) ,  s imple,  inexpensive,  noninvasive,  and slow t o  evolve exper imenta l  models 
o f  t h e  v a r i o u s  d i s e a s e s  c o n s t i t u t i n g  human p a n c r e a t i t i s ,  ( f )  r i g o r o u s  biochemical  
s t u d i e s  on t h e  t y p e s  of i n h i b i t o r s  known o r  suspec ted  t o  be p r e s e n t  i n  p a n c r e a t i c
j u i c e  from normal man and comparison wi th  t h o s e  i n  p a n c r e a t i c  j u i c e  from p a t i e n t s
wi th  p a n c r e a t i t i s  i n  an a t tempt  t o  de f ine  t h e  breakdown o f  t h e  ce l l ' s  first l i n e  of 
defense  a g a i n s t  premature a c t i v a t i o n  of  p a n c r e a t i c  proenzymes, ( g )  d e t a i l e d  
q u a n t i t a t i v e  s t u d i e s  us ing  f r e e z e - f r a c t u r e  e l e c t r o n  microscopy o f  p a n c r e a t i c  t i s s u e  
a f f l i c t e d  wi th  p a n c r e a t i t i s  t o  determine whether o r  no t  t i g h t  j u n c t i o n s  are 
p r i m a r i l y  or secondar i ly  d i s rup ted ,  ( h )  s t u d i e s  o f  t h e  p o t e n t i a l  r o l e  o f  t h e  immune 
system i n  p a n c r e a t i t i s ,  (i)t h e  development o f  p r e c i s e  and convenient  d i a g n o s t i c
t echn iques  f o r  t h e  v a r i o u s  t y p e s  of human p a n c r e a t i t i s ,  and ( j )  t h e  development o f  
e f f e c t i v e  methods of  prevent ion  and t r ea tmen t  of t h e  v a r i o u s  d i s e a s e s  c o n s t i t u t i n g
human p a n c r e a t i t i s .  

BACKGROUND 

P a n c r e a t i t i s  is  a gene ra l  term des igna t ing  a group of  d i s e a s e s  i n  which t h e  b a s i c  
l e s i o n s  are i n j u r y  o f  a c i n a r  ce l l s  and inflammation of  t h e  pancreas .  Although w e  
know a number of  c l i n i c a l  s e t t i n g s  which are a s s o c i a t e d  with,  and a number o f  
c o n d i t i o n s  thought  t o  cause p a n c r e a t i t i s ,  we know almost no th ing  about  i t s  
pa thogenes i s .  Moreover, t h e r e  is l a c k  o f  agreement r ega rd ing  t h e  morphological
changes which appear  dur ing  e a r l y  s t a g e s  o f  human a c u t e  p a n c r e a t i t i s .  

A r e c e n t  review (M. L. S t e e r :  Workshop on Experimental  P a n c r e a t i t i s .  D iges t ive
Diseases and Sc iences  30 ,  575-581, 1985) of t h e  c u r r e n t  s t a t e  o f  r e s e a r c h  i n  
exper imenta l  p a n c r e a t i t i s  and of  t h e  p o s s i b l e  importance of  lysosomal enzymes i n  t h e  
development o f  p a n c r e a t i t i s  i n d i c a t e s  t h a t  con t rove r sy  con t inues  t o  surround t h e  
i s s u e  o f  whether b a s o l a t e r a l  d i scha rge  o f  d i g e s t i v e  enzymes occur s  i n  supramaximal
s t imula t ion- induced  p a n c r e a t i t i s  as w e l l  as t h e  importance o f  t h i s  phenomenon t o  t h e  
development o f  p a n c r e a t i t i s .  U n c e r t a i n t i e s  a l s o  e x i s t  concerning t h e  c o n d i t i o n s  

L V 	 wi th in  t h e  l a r g e  cytoplasmic vacuoles  found dur ing  d i e t - and supramaximal
s t imula t ion- induced  p a n c r e a t i t i s ,  l e a v i n g  open t h e  ques t ion  o f  whether o r  n o t  t h e s e  
c o n d i t i o n s  would f avor  t ryps inogen  a c t i v a t i o n  by c a t h e p s i n  B .  More r e c e n t l y ,
evidence w a s  provided demonstrat ing t h a t  oxygen-derived free r a d i c a l s  may mediate  a n  
e a r l y  and e s s e n t i a l  s t e p  i n  t h e  pa thogenes is  o f  a c u t e  p a n c r e a t i t i s  i n  t h e  i s o l a t e d ,
per fused ,  ex v ivo  canine  pancreas  model and sugges t ing  t h a t  xan th ine  oxidase  may be 
t h e  sou rce  of  t h e i r  p roduct ion .  Although a l a r g e  number o f  animal models o f  
p a n c r e a t i t i s  have been r epor t ed ,  t h e  u t i l i t y  of in format ion  de r ived  from s t u d i e s  of  
t h e  animal models has  been l i m i t e d  by our  ignorance of t h e  e x t e n t  t o  which t h e  
d i s e a s e  p rocess  i n  animals  resembles p a n c r e a t i t i s  i n  humans. Better unders tanding
of  t h e  pa thogenes i s  o f  human p a n c r e a t i t i s  should f a c i l i t a t e  development o f  
c l i n i c a l l y  r e l e v a n t  an ima l  models. Other  t y p e s  of s y s t e m s  t h a t  could  be exp lo red
for t h e i r  p o t e n t i a l  of being used t o  e s t a b l i s h  models o f  human p a n c r e a t i c  d i s e a s e s  
a r e  p a n c r e a t i c  t i s s u e s  maintained i n  t i s s u e  o r  organ c u l t u r e .  Overa l l ,  however,
t h e r e  is  gene ra l  agreement t h a t  g r e a t  s t r i d e s  i n  ga in ing  an unders tanding  o f  
p a n c r e a t i t i s  have been r e c e n t l y  made, and t h a t ,  t o  a g r e a t  e x t e n t ,  t h i s  is t h e  
r e s u l t  o f  t h e  a v a i l a b i l i t y  of  experimental  models which might be used t o  e v a l u a t e  
t h e  e v o l u t i o n  of  p a n c r e a t i t i s  a t  t h e  c e l l u l a r  and t h e  s u b c e l l u l a r  l e v e l  as w e l l  a s  
models which might be used t o  e v a l u a t e  methods o f  t r e a t i n g  p a n c r e a t i t i s .  T h i s  
r e c e n t  p rogres s  sugges t s  t h a t  even more important  obse rva t ions  may s h o r t l y  be made 
and t h a t  an e f f e c t i v e  means of  t r e a t i n g  and/or p reven t ing  t h i s  d i s e a s e  may emerge. 

Evalua t ion  of  t h e  d i a g n o s t i c  accuracy o f  a symptom, s i g n ,  o r  l a b o r a t o r y  t es t  f o r  
p a n c r e a t i t i s  r e q u i r e s  an independent,  t o t a l l y  r e l i a b l e  i n d i c a t o r  ( a  "gold s tandard")
of  t h e  presence  o r  absence of t h i s  cond i t ion .  For most d i s e a s e s  t h i s  go ld  s t anda rd  
is  t h e  presence  o f  a p p r o p r i a t e  g ross  o r  microscopic  changes i n  t h e  d i seased  organ.
Unfor tuna te ly ,  i n  a c u t e  p a n c r e a t i t i s  t h e  c l i n i c a l  syndrome is nonspec i f i c ,  and 
t i s s u e  seldom is obta ined  f o r  h i s t o l o g i c a l  v e r i f i c a t i o n  of  d i s e a s e .  I n  a d d i t i o n ,
t h e  c o r r e l a t i o n  between t h e  r e s u l t s  of  a l a b o r a t o r y  t e s t  and p a n c r e a t i c  h i s t o l o g y  is 
fa r  from p e r f e c t .  As a r e s u l t ,  t h e  presence  o r  absence of  a c u t e  p a n c r e a t i t i s  is  
documented wi th  c e r t a i n t y  i n  only a small percentage  of p a t i e n t s  i n  whom t h i s  
d i a g n o s i s  is cons idered .  This  l a c k  o f  a c e r t a i n  d i a g n o s i s  makes it v i r t u a l l y
imposs ib le  t o  assess t h e  t r u e  d i a g n o s t i c  accuracy of  t h e  many tests used f o r  t h e  
d i a g n o s i s  o f  a c u t e  p a n c r e a t i t i s .  Knowledge of  t h e  pa thogenes is  o f  p a n c r e a t i t i s  is  

'Crr 	 impor tan t ,  no t  on ly  i n  i t s  own r i g h t ,  bu t  it would a l s o  s e r v e  as a b a s i s  f o r  
developing a r a t i o n a l e  f o r  t h e r a p e u t i c  i n t e r v e n t i o n  i n  t h i s  d i s o r d e r  and would 
f a c i l i t a t e  development o f  p r e c i s e ,  convenient  d i a g n o s t i c  t echn iques .  Precise 
d i a g n o s t i c  t echn iques  a r e  e s s e n t i a l  f o r  any c l i n i c a l  t r i a l  comparing d i f f e r e n t  
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t h e r a p i e s  as w e l l  as f o r  s t u d i e s  designed t o  e l u c i d a t e  t h e  mechanism v i a  which 
v a r i o u s  c l i n i c a l  s e t t i n g s  o r  agen t s  cause  p a n c r e a t i t i s .  

Biopsy of t h e  pancreas  h a s  long  been regarded  a s  a dangerous procedure  because of 
t h e  r i s k  of producing a p a n c r e a t i c  f i s t u l a .  N e w e r  t e chn iques  l i k e  n e e d l e - a s p i r a t i o n
cy to logy  u s i n g  t h i n  need le s  under u l t r a s o n i c  v i s u a l i z a t i o n  have minimized t h i s  

w r  	 problem. Development o f  t h e  a b i l i t y  t o  s a f e l y  and conven ien t ly  o b t a i n  percutaneous  
o r  t ransduodenal  b iopsy  samples o f  t h e  pancreas  would a l low t echn iques  from v a r i o u s  
d i s c i p l i n e s  t o  be a p p l i e d  t o  t h e  a n a l y s i s  and c h a r a c t e r i z a t i o n  o f  t h e  changes i n  t h e  
panc reas  which accompany t h e  onse t  and propagat ion  o f  t h e  v a r i o u s  d i s e a s e  s ta tes .  
When one c o n s i d e r s  t h e  advances made p o s s i b l e  because o f  our  a b i l i t y  t o  b iopsy  t h e  
l i v e r  or s m a l l  i n t e s t i n e ,  it seems l i k e l y  t h a t  e q u a l l y  s i g n i f i c a n t  p r o g r e s s  would 
occur  as a r e s u l t  o f  t h e  a v a i l a b i l i t y  o f  p a n c r e a t i c  b iopsy  specimens.  

MECHANISMS OF SUPPORT AND REVIEW PROCEDURE 

A p p l i c a t i o n s  cons ide red  a p p r o p r i a t e  responses  t o  t h i s  announcement inc lude  t h e  
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  (Ro l l ,  t h e  program p r o j e c t  g r a n t  ( P o l ) ,  t h e  FIRST 
Award (R291, t h e  I n d i v i d u a l  Nat iona l  Research Se rv ice  Award (F321, and t h e  fo l lowing  
c a r e e r  development awards: t h e  Research Career Development Award (K041, t h e  
C l i n i c a l  I n v e s t i g a t o r  Award (K081,  and t h e  I n d i v i d u a l  Phys ic ian  S c i e n t i s t  Award 
(K11). The s p e c i f i c  a p p l i c a t i o n  forms and k i t s  r e q u i r e d  i n  t h i s  connec t ion  are 
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  and c o n t r a c t s  o f f i c e s  o f  most academic and 
r e s e a r c h  i n s t i t d t i o n s  o r  may be obta ined  from: 

Office of Grants  I n q u i r i e s
Div i s ion  of Research Grants ,  N I H  
Westwood Bui ld ing ,  Room 449 
Bethesda, Maryland 20892 
Telephone: (301)  496-7441 

A p p l i c a t i o n s  i n  response  t o  t h i s  announcement w i l l  be  reviewed on a nat ionwide b a s i s  
i n  compet i t ion  wi th  o t h e r  a p p l i c a t i o n s  and i n  accordance wi th  t h e  u s u a l  Na t iona l  
I n s t i t u t e s  o f  Heal th  pee r  review procedures .  The i n i t i a l  review f o r  s c i e n t i f i c  and 
t e c h n i c a l  m e r i t  w i l l  be  by an a p p r o p r i a t e  s tudy  s e c t i o n  o f  e i t h e r  t h e  D i v i s i o n  of 
Research Grants ,  N I H  o r  t h e  NIDDK; secondary review w i l l  be  by t h e  Na t iona l  Diabe tes  
and D i g e s t i v e  and Kidney Diseases Advisory Counci l .  Funding d e c i s i o n s  w i l l  be based 
upon r e l a t i v e  s c i e n t i f i c  m e r i t ,  program re l evance ,  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 .  

t u v  APPLICATION PROCEDURE 

App l i ca t ions  w i l l  be  accepted  on an  i n d e f i n i t e  b a s i s  i n  accordance wi th  t h e  r e c e i p t , 

I n i t i a l  Review Group, Nat iona l  Advisory Counci l ,  and ear l ies t  p o s s i b l e  beginning 

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


On t h e  first ( f a c e )  page, i t e m  2,  o f  t h e  a p p l i c a t i o n ,  t h e  word "Yes"  should  be  

checked and t h e  ph rase  "RESPONSE TO N I D D K  ( D D D N )  ANNOUNCEMENT ON PANCREATITIS: 

PATHOGENESIS, DIAGNOSIS, AND THERAPY" should  be typed  i n  t h e  space  provided . 

A d d i t i o n a l l y ,  a b r i e f  cover ing  l e t t e r  should  accompany t h e  a p p l i c a t i o n  i n d i c a t i n g  it 

is be ing  submi t ted  i n  response t o  t h i s  program announcement. 


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


Appl i ca t ion  Rece ip t  Office 

Div i s ion  o f  Research Grants ,  N I H  

Westwood Bui ld ing ,  Room 240 

Bethesda,  Maryland 20892 


STAFF CONTACT 


For f u r t h e r  in format ion  concerning t h i s  announcement and t h e  mechanisms o f  suppor t 

f o r  r e s e a r c h  and t r a i n i n g  a v a i l a b l e  i n  t h i s  connec t ion ,  i n v e s t i g a t o r s  are encouraged 

t o  c o n t a c t :  


G .  G .  ROUSSOS, Ph.D. 

D i r e c t o r ,  Pancreas  Program, and G a s t r o i n t e s t i n a l  D iges t ion  and Immunology Programs

N I D D K ,  Na t iona l  I n s t i t u t e s  o f  Heal th  

Westwood Bui ld ing ,  Room 3A-18A 

Bethesda,  Maryland 20892 

Telephone: (301)  496-7121 


T h i s  program is desc r ibed  i n  t h e  Cata log  o f  Federa l  Domestic A s s i s t a n c e  No. 13.848,

Diges t ive  Diseases and N u t r i t i o n  Research. Awards w i l l  b e  made under t h e  a u t h o r i t y  


WW 	 o f  t h e  P u b l i c  Heal th  Se rv ice  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 241) and adminis te red  under PHS g r a n t  p o l i c i e s  and Fede ra l  
Regu la t ions  42 CFR P a r t  52 and 45 CFR P a r t  74.  T h i s  program is n o t  s u b j e c t  t o  t h e  
in te rgovernmenta l  review requirements  of  Execut ive Order 12372 o r  Heal th  Systems
Agency review.  
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