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A s  p a r t  of i t s  Sen io r  I n t e r n a t i o n a l  Fellowship Program and i n  c o o p e r a t i o n  
w i t h  c e r t a i n  I n s t i t u t e s  of t h e  N a t i o n a l  I n s t i t u t e s  of Hea l th ,  t h e  Fogarty 
I n t e r n a t i o n a l  Cen te r  announces t h a t  s e v e r a l  S e n i o r  I n t e r n a t i o n a l  Fel lowship 
awards w i l l  be  a l l o c a t e d  each yea r  t o  s p e c i f i e d  f i e l d s  f o r  r e s e a r c h  and 
s tudy  abroad.  The f i e l d s  and coope ra t ing  I n s t i t u t e s  are: 

Aging - Nat iona l  I n s t i t u t e  on Aging 

A r t h r i t i s  - Nat iona l  I n s t i t u t e  o f  A r t h r i t i s ,  Metabolism, 
and D i g e s t i v e  Diseases 

Diabe fes  - Nat iona l  I n s t i t u t e  o f  A r t h r i t i s ,  Metabolism, 
and D i g e s t i v e  Diseases 

Ep i l epsy  - Nat iona l  I n s t i t u t e  of Neuro log ica l  and 
Communicat ive Di so rde r s  and S t r o k e  

T r o p i c a l  
Diseases - 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 

These awards w i l l  be  i n  a d d i t i o n  t o  t h o s e  made under t h e  broad r ange  of 
f i e l d s  o f  i t s  regu la r -p rogram.  The number w i l l  b e  dependent upon t h e  
a v a i l a b i l i t y  o f  s p e c i a l  funds f o r  t h i s  purpose and t h e  merit of a p p l i c a t i o n s .  

The e l i g i b i l i t y  requirements  and g e n e r a l  terms are t h e  same as f o r  r e g u l a r  
Sen io r  I n t e r n a t i o n a l  Fel lowships  except  t h a t  t h e  fo l lowing  p e r t a i n  f o r  
t h e s e  f e l l o w s h i p s  f o r  t h e  i n i t i a l  yea r :  

A p p l i c a t i o n  Deadl ine - March 1, 1979  

N o t i f i c a t i o n  of F i n a l  S e l e c t i o n  Decisions - August 1979 

Fel lowships  may be  a c t i v a t e d  a t  any t i m e  w i t h i n  1 2  months of 
i s s u a n c e  o f  t h e  Notice o f  Research Fel lowship Award (PHS Form 4 1 6 ) .  
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Concurrent A p p l i c a t i o n s  - An a p p l i c a t i o n  f o r  one of t h e s e  
s p e c i a l  f e l l o w s h i p s  w i l l  no t  be accepted  i f  t h e  appl ' i can t  
has  an  a p p l i c a t i o n  under concurren t  c o n s i d e r a t i o n  f o r  a 
r e g u l a r  Sen io r  I n t e r n a t i o n a l  Fel lowship.  However, i f  an  
a p p l i c a t i o n  f o r  a s p e c i a l  f e l lowsh ip  is approved b u t  cannot 
be funded, upon r e q u e s t  i t  may be he ld  over  f o r  c o n s i d e r a t i o n  
i n  t h e  nex t  c y c l e  f o r  a r e g u l a r  Sen io r  I n t e r n a t i o n a l  Fel lowship.  

An a p p l i c a n t  must be a U.S. c i t i z e n  o r  permanent r e s i d e n t ,  be  an  exper ienced  
i n v e s t i g a t o r  a t  mid-career ,  hold a f u l l - t i m e  s t a f f  p o s i t i o n  a t  a U.S. 
b iomedical  r e s e a r c h  o r  g radua te  l e v e l  e d u c a t i o n a l  i n s t i t u t i o n ,  b e  nominated 
by t h a t  i n s t i t u t i o n ,  and have a n  i n v i t a t i o n  by a f o r e i g n  h o s t  i n s t i t u t i o n .  
Awards are made f o r  p e r i o d s  of t h r e e  t o  1 2  months abroad and provide  a 
s t i p e n d ,  t r a v e l  c o s t s ,  and h o s t  i n s t i t u t i o n  al lowance.  To be  g iven  
p a r t i c u l a r  c o n s i d e r a t i o n  i n  one of t h e  s p e c i f i e d  f i e l d s ,  t h e  s tudy  proposa l  
i n  t h e  a p p l i c a t i o n  must be  c lear ly  and d i r e c t l y  r e l a t e d  t o  t h a t  f i e l d  bu t  
may range  from t h e  b a s i c  b i o l o g i c a l  mechanisms t o  c l i n i c a l  a s p e c t s .  

I n d i v i d u a l s  i n t e r e s t e d  i n  be ing  cons idered  f o r  t h e s e  special f e l lowsh ips  
should f i r s t  f a m i l i a r i z e  themselves  wi th  t h e  g e n e r a l  program g u i d e l i n e s  
f o r  Sen io r  I n t e r n a t i o n a l  Fel lowships .  App l i ca t ion  k i t s  w i l l  be  s e n t  o n l y  
t o  o f f i c e s  of  Deans o r  e q u i v a l e n t  i n s t i t u t i o n a l  o f f i c i a l s  upon r e q u e s t .  
I n  o r d e r  t o  a s s u r e  proper  p rocess ing ,  a l l  i n q u i r i e s  and a p p l i c a t i o n  
materials submi t ted  should  b e  c lear ly  i d e n t i f i e d  i n  t h e  fo l lowing  manner: 
"SENIOR INTERNATIONAL FELLOWSHIP - SPECIAL FIELD ( ) ." 

(Name of F i e l d )  

Fur the r  i n fo rma t ion  may be  obta ined  from: 

Sen io r  I n t e r n a t i o n a l  Fe l lowship  Program 

S c h o l a r s  and Fel lowships  Program Branch 

Fogarty I n t e r n a t i o n a l  Center  

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

Bethesda,  Maryland 20014 


D r .  Mark S .  Beaubien 

Telephone: (301) 496-1653 
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PREVENTIVE CARDIOLOGY ACADEMIC AWARD 

'ANNOUNCEMENT<NATIONAL HEART, LUNG, AND BLOOD I N S T I T U T E  ',/ I  / / / / / / /  

The Div i s ion  o f  Heart and Vascular  Diseases, Na t iona l  Heart, Lung, and 

Blood I n s t i t u t e  i s  i n i t i a t i n g  t h e  P r e v e n t i v e  Cardiology Academic Award 

t o  p rov ide  a s t i m u l u s  f o r  t h e  development of a p r e v e n t i v e  c a r d i o l o g y  

cur r i cu lum i n  t h o s e  s c h o o l s  of medicine and os t eopa thy  t h a t  do n o t  have one  

and t o  s t r e n g t h e n  and improve t h e  p r e v e n t i v e  ca rd io logy  cu r r i cu lum i n  t h o s e  

schoo l s  t h a t  do.  Each schoo l  o f  medicine o r  o s t eopa thy  i n  t h e  United S t a t e s  

and i t s  p o s s e s s i o n s  o r  t e r r i t o r i e s  i s  e l i g i b l e  t o  compete f o r  one  award f o r  

a p r o j e c t  pe r iod  that  does n o t  exceed f i v e  y e a r s .  The number of awards 

made each  yea r  w i l l  depend upon t h e  a v a i l a b i l i t y  o f  funds.  


For t h e  purposes  of t h e  P r e v e n t i v e  Cardiology Academic Award, t h e  t e r m  

p r e v e n t i v e  ca rd io logy  is used t o  d e f i n e  t h e  area o f  c a r d i o v a s c u l a r  medicine 

having a s p e c i a l  concern w i t h  t h e  development o f  knowledge and t h e  a p p l i c a ­ 

t i o n  of  knowledge d i r e c t e d  a t  t h e  p r e v e n t i o n  o f  h e a r t  and v a s c u l a r  d i s e a s e s .  

This  i n c l u d e s  t h e  area o f  primary p reven t ion  of c a r d i o v a s c u l a r  d i s e a s e s  i n  

i n d i v i d u a l s  who have inc reased  r i s k  o f  developing such d i s e a s e s  and t h e  

r e d u c t i o n  of p r e v e n t a b l e  compl i ca t ions  o r  d i s a b i l i t y  i n  pe r sons  who have 

developed c a r d i o v a s c u l a r  d i s e a s e .  


This  award i s  in t ended  t o :  

e 


e 

8 

0 

e 


0 

encourage t h e  development of a h igh  q u a l i t y  p r e v e n t i v e  c a r d i o l o g y  
cu r r i cu lum i n  s c h o o l s  o f  medicine and os t eopa thy  t h a t  w i l l  
a t t r a c t  o u t s t a n d i n g  s t u d e n t s  t o  p r e v e n t i v e  c a r d i o l o g y  r e s e a r c h  
and medical  p r a c t i c e ;  

e n s u r e  s u p e r i o r  l e a r n i n g  o p p o r t u n i t i e s  i n  p r e v e n t i v e  c a r d i o l o g y ;  

develop promising young faculty whose interest and t r a i n i n g  are 
i n  p r e v e n t i v e  c a r d i o l o g y  t each ing ,  r e s e a r c h ,  and p r a c t i c e ;  

develop s u p e r i o r  f a c u l t y  who have a major commitment t o ,  and 
p o s s e s s  e d u c a t i o n a l  s k i l l s  f o r  t e a c h i n g  p r e v e n t i v e  ca rd io logy ;  

f a c i l i t a t e  i n t e rchange  of e d u c a t i o n a l  i d e a s  and methods a p p l i c a b l e  
t o  t e a c h i n g  p r e v e n t i v e  ca rd io logy  among awardees and i n s t i t u t i o n s ;  
and 

develop a t  t h e  g r a n t e e  i n s t i t u t i o n  t h e  a b i l i t y  t o  s t r e n g t h e n  
con t inuous ly  t h e  improved p r e v e n t i v e  c a r d i o l o g y  cu r r i cu lum,  
wi th  l o c a l  funds,  subsequent t o  t h e  award. 

Cri ter ia  f o r  the  Award 

Competi t ive review of p roposa l s  w i l l  i n c l u d e  an  e v a l u a t i o n  of t h e  ev idence  
of commitment o f  b o t h  t h e  sponsoring i n s t i t u t i o n  and t h e  head of t h e  



Page Four 

ca rd io logy  d i v i s i o n  t o  t h e  accomplishment of t h e  o b j e c t i v e s  of t h e  award 
as w e l l  a s  t h e  q u a l i f i c a t i o n s ,  i n t e r e s t ,  and commitment of t h e  c a n d i d a t e  t o  
under take  r e s p o n s i b i l i t y  f o r  implementing a high q u a l i t y  p r e v e n t i v e  c a r d i o l o g y  
cur r icu lum.  Sponsorship of  t h e  c a n d i d a t e  must b e  by t h e  head of t h e  d i v i s i o n  

wt­

r e s p o n s i b l e  f o r  t h e  t each ing  and p r a c t i c e  of ca rd io logy  i n  t h e  i n s t i t u t i o n .  
J o i n t  appointments  w i th  o t h e r  depar tments  o r  s c h o o l s  such  a s  P r e v e n t i v e  
Medicine,  P e d i a t r i c s ,  o r  Epidemiology would b e  encouraged when they  would 
l e a d  t o  a meaningful  enhancement of  t h e  cu r r i cu lum,  extend concepts  of 
p reven t ion  t o  o t h e r  t each ing  areas o r  enhance t h e  c a n d i d a t e ' s  p r o f e s s i o n a l  
development i n  p r e v e n t i v e  ca rd io logy  t e a c h i n g ,  r e s e a r c h ,  o r  p r a c t i c e .  

The c a n d i d a t e  must have s u f f i c i e n t  c l i n i c a l  t r a i n i n g  o r  r e s e a r c h  expe r i ence  
i n  ca rd io logy  t o  b e  a b l e  t o  deve lop  and implement a high q u a l i t y  cu r r i cu lum 
w i t h i n  t h e  i n s t i t u t i o n .  I f  t h e  c a n d i d a t e ' s  background r e q u i r e s  f u r t h e r  
e d u c a t i o n a l  development,  t h e  p l a n s  t o  a c q u i r e  t h i s  a d d i t i o n a l  t r a i n i n g  should  
be d e s c r i b e d .  Relevant  t r a i n i n g  i n  epidemiology,  c l i n i c a l  t r ials,  b e h a v i o r a l  
s c i e n c e ,  o r  o t h e r  areas could b e  advantageous i n  t h e  broader  r o l e  of t h e  
c a n d i d a t e  i n  s t i m u l a t i n g  p r e v e n t i v e  ca rd io logy  concep t s  among o t h e r  p e e r  
h e a l t h  p r o f e s s i o n a l s  i n  t h e  i n s t i t u t i o n .  

P r o v i s i o n s  of  t h e  Award 

The nonrenewable P r e v e n t i v e  Cardiology Academic Award w i l l  i n c l u d e  funds 
for t h e  awardee ' s  s a l a r y ,  f r i n g e  b e n e f i t s ,  developmental  funds ,  and 
actual i n d i r e c t  costs  n o t  t o  exceed 8% of  t o t a l  a l l o w a b l e  d i r e c t  c o s t s .  

Up t o  $30,000 a n n u a l l y  w i l l  be  a v a i l a b l e  t o  suppor t  t h e  academic s a l a r y  
of t h e  awardee who would b e  expec ted  t o  devo te  t h e  m a j o r i t y  of h i s f h e r  
time and e f f o r t  p a r t i c i p a t i n g  i n  t h e  implementat ion o f  c u r r i c u l a  o r  
i n s t r u c t i o n a l  p lanning  i n  p r e v e n t i v e  c a r d i o l o g y  f o r  medica l  s t u d e n t s .  The 1-

awardee must devo te  a t  least  50 pe rcen t  of h i s f h e r  time and e f f o r t  t o  t h e  
purpose of  t h i s  award. The awardee may a l s o  p a r t i c i p a t e  i n  r e s e a r c h ,  
p a t i e n t  care, o r  a d m i n i s t r a t i v e  a c t i v i t i e s  a t  h i s f h e r  i n s t i t u t i o n .  The 
sponsor ing  i n s t i t u t i o n  may supplement salaries from non-Federal  funds 
i n  accordance  wi th  l o c a l  p o l i c i e s .  Awardees should  r e c e i v e  a s a l a r y  
commensurate w i t h  comparable p e e r s .  

Developmental funds  may i n c l u d e  pe r sonne l  suppor t  necessa ry  t o  a c h i e v e  
t h e  program o b j e c t i v e s ;  t r a v e l  funds t o  e n a b l e  t h e  awardee t o  v i s i t  o t h e r  
i n s t i t u t i o n s  o r  t o  a t t e n d  s p e c i a l  meet ings ,  c o u r s e s  o r  conferences  des igned  
t o  i n c r e a s e  h i s / h e r  knowledge and competence i n  t h e  t e a c h i n g l l e a r n i n g  
p rocess  r e l a t e d  t o  p r e v e n t i v e  ca rd io logy ;  equipment necessa ry  as t each ing  
a i d s ;  s u p p l i e s  necessa ry  t o  t h e  program o b j e c t i v e s ;  and s t i p e n d s  f o r  a 
l i m i t e d  number of s t u d e n t s  t o  extend t h e i r  p r e v e n t i v e  ca rd io logy  l e a r n i n g  
expe r i ence  d u r i n g  t h e i r  e l e c t i v e  q u a r t e r  i n  t h e  academic yea r .  

Deadl ine  f o r  Rece ip t  of App l i ca t ions  

Two r e c e i p t  d a t e s  and s ta r t  d a t e s  have been e s t a b l i s h e d  f o r  t h e  P reven t ive  
Cardiology Academic Awards: 

A p p l i c a t i o n  Counci l  S t a r t  
Rece ip t  Review Date-

February 1 5 ,  1979 May 1979 J u l y  1, 1979 
May 1, 1979 September 1979 J u l y  1, 1980 
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For A d d i t i o n a l  In fo rma t ion  

P r o s p e c t i v e  a p p l i c a n t s  a re  encouraged t o  review t h e  P r e v e n t i v e  Cardiology 
Academic Awards Gu ide l ines  d a t e d  November 1, 1 9 7 8 ,  which d e t a i l  t h e  
e l i g i b i l i t y  requirements  and a p p l i c a t i o n  procedures .  Requests f o r  c o p i e s  
of t h e s e  Gu ide l ines  and q u e s t i o n s  r e l a t e d  t o  P r e v e n t i v e  Cardiology Academic 
Awards should be  d i r e c t e d  to:  

D r .  Max A .  Hein r i ch ,  Jr .  

Manpower Branch 

D i v i s i o n  o f  Heart and Vascular 

N a t i o n a l  Heart, Lung, and Blood 

Room 5A08, Fede ra l  Bui lding 

Bethesda,  Maryland 20014 


Telephone: (301) 496-1724 
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Diseases 
I n s t i t u t e  
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REQUEST FOR RESEARCH GRANT APPLICATIONS : RFA NHLB I-DLD- 79G-C 

BRONCHIAL SECRETIONSr PHYSICAL AND CHEMICAL STUDIES 
I / / / / / / ’  / /  / /  

NATIONAL HEART, LUNG, AND BLOOD I N S T I T U T E  /,AWNOUNCEMENT;/ / / / 1 / / 1 ’ 

The D i v i s i o n  of Lung Diseases o f  t h e  Na t iona l  Heart, Lung, and Blood I n s t i t u t e  
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  r e s e a r c h  t o  s t u d y  r e s p i r a t o r y  g l y c o p r o t e i n s .  
The scope o f  t h i s  program i n c l u d e s  s t u d i e s  on t h e  i s o l a t i o n  and c h a r a c t e r i z a ­
t i o n  o f  t h e  chemical s t r u c t u r e  and p h y s i c a l  p r o p e r t i e s  of r e s p i r a t o r y  mucous 
g l y c o p r o t e i n s  from normal human s u b j e c t s  and from i n d i v i d u a l s  w i t h  c h r o n i c  
a i rways  d i s e a s e s .  

Th i s  t y p e  o f  s o l i c i a t a t i o n  ( t h e  RFA) is u t i l i z e d  when t h e  D i v i s i o n  wi shes  
t o  s t i m u l a t e  i n v e s t i g a t o r  i n t e r e s t  i n  a p a r t i c u l a r  r e s e a r c h  area t h a t  i s  
important  t o  t h e  Na t iona l  Program. Unlike t h e  RFP (Request f o r  C o n t r a c t  
P r o p o s a l s ) ,  t h e  RFA i d e n t i f i e s  t h e  scope o f  t h e  D i v i s i o n ‘ s  i n t e r e s t  b u t  
does n o t  r e q u i r e  t h a t  t h e  p roposa l  conform t o  s p e c i f i e d  r e s e a r c h  r e q u i r e ­
ments. Moreover, t h e  RFA is  supported through t h e  customary N I H  g ran t - in -
a i d  and is  governed by t h e  p o l i c i e 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 .  However, 
t h e  RFA s o l i c i t a t i o n  r e p r e s e n t s  a s i n g l e  compe t i t i on ,  w i t h  a s p e c i f i e d  
d e a d l i n e  f o r  r e c e i p t  o f  a p p l i c a t i o n s .  A l l  a p p l i c a t i o n s  i n  r e sponse  t o  t h e  
RFA w i l l  be  reviewed by t h e  same i n i t i a l  review group. 

The p r e s e n t  announcement i s  f o r  a s i n g l e  compe t i t i on  w i t h  a s p e c i f i e d  
d e a d l i n e  o f  March 1, 1979, f o r  r e c e i p t  o f  a p p l i c a t i o n s .  A p p l i c a t i o n s  
should be  p repa red  and submit ted i n  accordance w i t h  t h e  aims and requirements  
d e s c r i b e d  i n  t h e  fo l lowing  s e c t i o n s .  

I. BACKGROUND INFORMATION 
11. GOALS AND RESEARCH SCOPE 
111. MECHANISM OF SUPPORT 


I V .  REVIEW PROCEDURES AND CRITERIA 
V. METHOD OF APPLYING 

V I .  INQUIRIES 

We hope t h i s  RFA and p a r t i c i p a t i o n  i n  t h i s  program w i l l  b e  of i n t e r e s t  t o  you. 

I .  BACKGROUND INFORMATION 

A. The D i v i s i o n  of Lung Diseases 

The D i v i s i o n  of Lung Diseases, Na t iona l  Heart, Lung, and Blood 
I n s t i t u t e ,  sponsors  fundamental and c l in i ca l  r e s e a r c h  g r a n t s  and 
c o n t r a c t s  f o r  t h e  s t u d y  o f  normal and abnormal f u n c t i o n  o f  t h e  
lung.  Th i s  r e q u e s t  f o r  a p p l i c a t i o n s  is  intended t o  encourage 
submiss’-? o f  i n d i v i d u a l  r e s e a r c h  g r a n t  p r o p o s a l s  designed f o r  
t h e  s t u d y  of t h e  i s o l a t i o n ,  s t r u c t u r e ,  molecular  o r g a n i z a t i o n ,  
and p h y s i c a l  p r o p e r t i e s  of r e s p i r a t o r y  mucous g l y c o p r o t e i n s  from 
normal human s u b j e c t s  and t h e i r  v a r i a t i o n s  i n  i n d i v i d u a l s  w i th  
c h r o n i c  a i rways d i s e a s e s .  
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B.  Background 

11. 


A wide range o f  human lung d i s e a s e s  have been d e s c r i b e d  i n  which 
mucinous material accumulates  i n  t h e  submucosal g l a n d s ,  b r o n c h i ,  
b r o n c h i o l e s , o r  t h e  a l v e o l i .  Inc reased  p roduc t ion  of mucus and 
t h e  i n a b i l i t y  t o  clear t h e  airways o f  s e c r e t i o n s ,  are c r i t i c a l  
f a c t o r s  i n  t h e  pathology of many of t h e s e  d i s e a s e s .  Because 
mucous g l y c o p r o t e i n s  a r e  t h e  p r i m a r y  de t e rminan t s  of t h e  r h e o l o g i c a l  
p r o p e r t i e s  o f  t h e s e  s e c r e t i o n s ,  any a l t e r a t i o n s  of t h e s e  molecules  
r e s u l t i n g  i n  changes i n  t h e i r  r h e o l o g i c  p r o p e r t i e s  could b e  
responsib1.e f o r  widespread and damaging o b s t r u c t i v e  e v e n t s .  

Much o f  t h e  in fo rma t ion  c u r r e n t l y  a v a i l a b l e  on human mucous glyco­
p r o t e i n s  has  been d e r i v e d  from s t u d i e s  on o v a r i a n  c y s t  s e c r e t i o n s .  
Only l i m i t e d  d a t a  are a v a i l a b l e  on pulmonary s e c r e t i o n s .  T h i s  
p a u c i t y  of i n fo rma t ion ,  e s p e c i a l l y  on s e c r e t i o n s  from normal 
human s u b j e c t s ,  is  due t o  p rac t ica l  problems such as t h e  r e l a t i v e  
i n a c c e s s i b i l i t y  of lower r e s p i r a t o r y  t r a c t ,  i n a b i l i t y  t o  quan t i ­
t a t i v e l y  s t a n d a r d i z e  t h e  c o n d i t i o n s  f o r  c o l l e c t i o n  o f  s e c r e t i o n s  
and t h e  d i f f i c u l t i e s  w i t h  f r a c t i o n a t i o n  of t h e s e  heterogeneous 
g e l - l i k e  macromolecules,  which are  i n s o l u b l e  i n  p h y s i o l o g i c a l  
media. Reduction o f  d i s u l f i d e s  and carboxymethylat ion,  b o t h  
o f  which s o l u b i l i z e  t h e  g e l s ,  have been of some v a l u e  i n  c o n j u n c t i o n  
w i t h  a f f i n i t y ,  i o n  exchange and e x c l u s i o n  chromatographic t echn iques  
and e l e c t r o p h o r e s i s .  Comparative chemical s t u d i e s  c a r r i e d  o u t  on 
mucous g l y c o p r o t e i n s  i s o l a t e d  from t r a c h e o b r o n c h i a l  s e c r e t i o n s  
o f  p a t i e n t s  w i t h  c y s t i c  f i b r o s i s  demonstrated i n c r e a s e d  s u l f a t i o n  
o f  g l y c o p r o t e i n s  i n  c y s t i c  f i b r o s i s  b u t  no major d i f f e r e n c e s  i n  
t h e  p e p t i d e  o r  o l i g o s a c c h a r i d e  composi t ion.  Furthermore,  h i s t o ­
chemical  o b s e r v a t i o n s  confirmed a r e l a t i v e  i n c r e a s e  of s u l f a t e  
groups i n  t h e  e p i t h e l i a  of mucus-secreting ce l l s  i n  p a t i e n t s  
w i t h  c y s t i c  f i b r o s i s .  However, compos i t iona l  and s t r u c t u r a l  
d a t a  are l a c k i n g  f o r  human r e s p i r a t o r y  g l y c o p r o t e i n s  from normal 
i n d i v i d u a l s  and p a t i e n t s  w i t h  c h r o n i c  a i r w a y s  d i s e a s e s .  

GOALS AND RESEARCH SCOPE 

The pr imary g o a l  o f  t h i s  program is  t h e  c h a r a c t e r i z a t i o n  of t h e  
chemical and p h y s i c a l  p r o p e r t i e s  of normal human r e s p i r a t o r y  glyco­
p r o t e i n s  and the i r  p a t h o l o g i c  c o u n t e r p a r t s .  A l so  o f  i n t e r e s t  is 
e l u c i d a t i o n  of t h e  i n t e r a c t i o n s  which r e s u l t  i n  t h e  o b s t r u c t i v e  e v e n t s  
observed i n  p a t h o l o g i c  s t a t e s .  

P r o p o s a l s  submit ted i n  r e sponse  t o  t h i s  announcement should b e  addres sed  
t o  s t u d i e s  on t h e  s e p a r a t i o n ,  p u r i f i c a t i o n ,  s t r u c t u r a l ,  and p h y s i c a l  
c h a r a c t e r i z a t i o n  o f  g l y c o p r o t e i n s  from normal human r e s p i r a t o r y  mucus 
and comparisons w i t h  mucus Erom v a r i o u s  a i rways  d i s e a s e s .  S t u d i e s  
on p a t h o l o g i c  material should i n c l u d e  comparisons w i t h  samples from 
s u b j e c t s  w i thou t  evidence of a i rways d i s e a s e .  P roposa l s  may i n c l u d e  
p l a n s  t o  s t u d y  mucins from animal sou rces  i f  t h e i r  s i m i l a r i t y  t o  
human r e s p i r a t o r y  g l y c o p r o t e i n s  can b e  conv inc ing ly  e s t a b l i s h e d .  Each 
a p p l i c a t i o n  should c l e a r l y  d e f i n e  t h e  r a t i o n a l e ,  background, and s p e c i f i c  
aims of t h e  proposed s t u d i e s  and p rov ide  d e t a i l s  of t h e  methods and 
p rocedures  t o  be  used.  Some p o s s i b l e  approaches a re  suggested below. 

'I.* 
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A .  Materials 

C o l l e c t i o n  o f  r e s p i r a t o r y  mucus from normal i n d i v i d u a l s  i n  
amounts s u f f i c i e n t  f o r  a n a l y t i c  s t u d i e s  i s  d i f f i c u l t ;  t h i s  
l a c k  o f  s u f f i c i e n t  materials has hampered p r o g r e s s  i n  i ts  
c h a r a c t e r i z a t i o n .  There i s ,  consequent ly ,  a need f o r  e f f e c t i v e  
methods f o r  s e c u r i n g  uncontaminated t r acheobronch ia l  mucus 
s e c r e t i o n s  from human s o u r c e s ,  e s p e c i a l l y  from normal s u b j e c t s .  
I n  a d d i t i o n  t o  t h e  d i r e c t  c o l l e c t i o n  o f  t h e  s e c r e t i o n s ,  e x p l a n t  
c u l t u r e s  maintained i n  media c o n t a i n i n g  r a d i o l a b e l l e d  p r e c u r s o r  
s u b s t a n c e s  can p rov ide  l a b e l l e d  g l y c o p r o t e i n  materials s u i t a b l e  
f o r  c e r t a i n  a n a l y t i c a l  s t u d i e s .  C o l l e c t i o n  by f i b e r o p t i c  
bronchoscopy, l ung  l avage ,  and ce l l  c u l t u r e s  o f f e r  a d d i t i o n a l  
approaches.  Development of i n n o v a t i v e  approaches which would 
p rov ide  s e c r e t i o n s  u s e f u l  f o r  t h e s e  s t u d i e s  are encouraged. 
P r o p o s a l s  should i n c l u d e  d e t a i l s  o f  t h e  procedures  planned f o r  
s e c u r i n g  t h e  s e c r e t o r y  p roduc t s .  

B.  Structural-Chemical  S t u d i e s  

Some approaches t h a t  are p o t e n t i a l l y  u s e f u l  f o r  s e p a r a t i o n  and 

,-

p u r i f i c a t i o n  o f  s o l u b i l i z e d  mucous g l y c o p r o t e i n s  are ion-exchange -
and a f f i n i t y  chromatography, e l e c t r o p h o r e s i s  and g e l  chromato­
graphy. S t r u c t u r a l  c h a r a c t e r i z a t i o n  should i n c l u d e  demonstrat ion 
o f  t h e  p u r i t y  of t h e  f r a c t i o n s  under s t u d y  and of t h e i r  homo­
g e n e i t y  w i t h  r e s p e c t  t o  s i z e ,  cha rge ,  a n t i g e n i c  d e t e r m i n a n t ( s ) ,  etc.  
The composi t ion and s t r u c t u r a l  d e t a i l s  of t h e  p r o t e i n  backbone 
and t h e  o l i g o s a c c h a r i d e  s i d e  c h a i n s ,  i n c l u d i n g  p e p t i d e  sugar-
l i n k a g e s ,  d i s u l f i d e  bonds, amino a c i d  and ca rbohydra t e  sequences,  
t e r m i n a l  s u g a r s  and sites and e x t e n t s  o f  s u l f a t i o n  and s i a l y l a ­
t i o n  are of  p a r t i c u l a r  i n t e r e s t .  Microheterogenei ty  w i t h  r ega rd  
t o  t h e  amino a c i d  sequence o r  t h e  o l i g o s a c c h a r i d e  s i d e  c h a i n s  o f  
t h e s e  g l y c o p r o t e i n s  needs t o  be eva lua ted  t o  determine i t s  
b i o l o g i c a l  s i g n i f i c a n c e .  

C. Rheo log ica l  and Other Physico-Chemical S t u d i e s  

The abnormal v i s c o s i t y  o f  r e s p i r a t o r y  s e c r e t i o n s  i n  such d i s e a s e  
s ta tes  as c y s t i c  f i b r o s i s  is b e l i e v e d  t o  c a u s e  many o f  t h e  
o b s t r u c t i v e  e v e n t s  observed. However, i t  i s  n o t  known whether 
t h e  a l t e r e d  r h e o l o g i c a l  p r o p e r t i e s  c o r r e l a t e  w i t h  changes i n  
t h e  chemical and /o r  o t h e r  p r o p e r t i e s  of t h e s e  macromolecules. 
The s t r u c t u r a l - c h e m i c a l  s t u d i e s  i n d i c a t e d  above may b e  complemented 
w i t h  p h y s i c a l  c h a r a c t e r i z a t i o n  o f  t h e  p u r i f i e d  g l y c o p r o t e i n s .  
These s t u d i e s  might i n c l u d e  molecular  we igh t s  and hydrodynamic 
p r o p e r t i e s ,  s ed imen ta t ion  p a t t e r n s ,  g e l - f i l t r a t i o n  behav io r ,  
h y d r a t i o n ,  molecular  mob i l i t y ,  and a g g r e g a t i o n  c h a r a c t e r i s t i c s .  
Rheological  p r o p e r t i e s  of t h e  p u r i f i e d  components, e i t h e r  a l o n e  
o r  i n  combinat ions,  may be c o r r e l a t e d  w i t h  t h e i r  chemical and 
o t h e r  p h y s i c a l  c h a r a c t e r i s t i c s .  S t u d i e s  of interest  i n c l u d e  
s p e c i f i c  polymer-polymer and polymer-ion i n t e r a c t i o n s  and t h e  
v a r i a t i o n s  i n  t h e s e  i n t e r a c t i o n s  due t o  change i n  pH and 
c o n c e n t r a t i o n s  o f  t h e  o t h e r  c o n s t i t u e n t s .  Viscometry, l i g h t  



Page Ten 

s c a t t e r i n g ,  and g e l  permeat ion chromatography may a l s o  be  
cons idered .  S t u d i e s  of t h e  e f f e c t s  of mycoly t ic  and o t h e r  
pharmacologic agen t s  on t h e  phys ica l  c h a r a c t e r i s t i c s  of t h e  
pulmonary s e c r e t i o n s  a r e  encouraged. 

The r e s e a r c h  areas c i t e d  above are i l l u s t r a t i o n s  on ly .  P roposa l s  
need n o t  be  r e s t r i c t e d  t o  t h e s e  approaches nor  i s  it  requ i r ed  t h a t  
they a l l  n e c e s s a r i l y  be inco rpora t ed  i n  a s i n g l e  proposa l .  However, 
i t  must be noted  t h a t  s i n c e  s t r u c t u r a l  e l u c i d a t i o n  of human r e s p i r a t o r y  
g l y c o p r o t e i n s  i s  t h e  c e n t r a l  g o a l  of t h i s  program, p roposa l s  d e a l i n g  
s o l e l y  w i t h  p h y s i c a l  s t u d i e s  w i l l  n o t  be  suppor ted  u n l e s s  they  a l s o  
i n c l u d e  s t r u c t u r a l - c h e m i c a l  s t u d i e s .  P roposa l s  concerned on ly  w i t h  
.methodology development w i l l  l i k e w i s e  b e  unacceptab le .  

111. MECHANISM OF SUPPORT 

The suppor t  mechanism f o r  t h i s  program w i l l  b e  t h e  t r a d i t i o n a l  N I H  
gran t - in-a id ;  s u c c e s s f u l  a p p l i c a n t s  w i l l  p l an  and execute  t h e i r  own 
r e s e a r c h  program. Upon i n i t i a t i o n  of t h e  program, t h e  Div i s ion  
of  Lung Diseases w i l l  sponsor  p e r i o d i c  workshops t o  encourage exchange 
of in format ion  between i n v e s t i g a t o r s  who p a r t i c i p a t e  i n  t h i s  program. 

Although t h i s  program i s  inc luded  and provided f o r  i n  t h e  f i n a n c i a l  
p l a n s  f o r  f i s c a l  yea r  1979,  award of g r a n t s  pursuant  t o  t h i s  r e q u e s t  
f o r  g r a n t  a p p l i c a t i o n s  is con t ingen t  upon u l t i m a t e  r e c e i p t  of 
a p p r o p r i a t e  funds  f o r  t h i s  purpose.  A v a r i e t y  of approaches would 
r e p r e s e n t  v a l i d  responses  t o  t h i s  announcement. Accordingly,  i t  is  
a n t i c i p a t e d  t h a t  t h e r e  w i l l  be  a range  of c o s t s  among i n d i v i d u a l  
g r a n t s  awarded. App l i can t s  a re  r eques t ed  t o  f u r n i s h  t h e i r  own 
estimates of t h e  time r e q u i r e d  t o  ach ieve  t h e  o b j e c t i v e s  of t h e  
proposed r e s e a r c h  p r o j e c t ;  however, t h e  t o t a l  p r o j e c t  per iod  of t h i s  
p roposa l  must n o t  exceed f i v e  years. A t  t h e  end of t h e  p r o j e c t  
pe r iod ,  renewal  p roposa l s  may be submi t ted  f o r  compe t i t i ve  review.  
A p r o j e c t  pe r iod  start  d a t e  of September 28 ,  1979,  is  a n t i c i p a t e d .  

The c u r r e n t  p o l i c i e s  which govern t h e  r e s e a r c h  g r a n t  programs of  t h e  N I H  
w i l l  p r e v a i l .  

IV. REVIEW PROCEDURES AND CRITERIA 

Upon r e c e i p t ,  a p p l i c a t i o n s  w i l l  b e  reviewed f o r  t h e i r  respons iveness  
t o  t h e  s p e c i f i c  o b j e c t i v e s  desc r ibed  i n  t h i s  announcement. I f  a n  
a p p l i c a t i o n  i s  judged unrespons ive ,  t h e  a p p l i c a n t  w i l l  be  con tac t ed  
and g iven  an  oppor tun i ty  t o  withdraw t h e  a p p l i c a t i o n  o r  t o  submit 
i t  f o r  c o n s i d e r a t i o n  i n  t h e  t r a d i t i o n a l  g r a n t  program of N I H .  
I n i t i a l  t e c h n i c a l  m e r i t  review w i l l  be  a r ranged  by t h e  Div i s ion  of 
Research Grants  (DRG). Secondary review w i l l  be  undertaken by t h e  
Na t iona l  Heart, Lung, and Blood Advisory Counci l .  

I f  a p roposa l  submit ted i n  response  t o  t h i s  RFA i s  i d e n t i c a l  t o  one  
a l r e a d y  submi t ted  t o  N I H  f o r  review,  t h e  a p p l i c a n t  w i l l  be asked 
t o  withdraw t h e  pending a p p l i c a t i o n  b e f o r e  t h e  new one is accep ted .  
Simultaneous submission of i d e n t i c a l  a p p l i c a t i o n s  w i l l  no t  b e  al lowed.  
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The f a c t o r s  cons idered  i n  t h e  s c i e n t i f i c  merit e v a l u a t i o n  of each 
a p p l i c a t i o n  w i l l  be  i d e n t i c a l  t o  those  used i n  t r a d i t i o n a l  N I H  
r e sea rch  g r a n t  a p p l i c a t i o n  e v a l u a t i o n ,  inc luding  an assessment  of 
t h e  importance of t h e  proposed r e s e a r c h  problem; t h e  nove l ty  and 
o r i g i n a l i t y  of t h e  approach;  t h e  t r a i n i n g ,  expe r i ence ,  and r e s e a r c h  
competence o r  promise of t h e  i n v e s t i g a t o r ( s ) ;  t h e  adequacy of t h e  
exper imenta l  des ign ;  t h e  s u i t a b i l i t y  of t h e  f a c i l i t i e s ;  and t h e  
a p p r o p r i a t e n e s s  of t h e  reques ted  budget r e l a t i v e  t o  t h e  work 
proposed. 

V. METHOD OF APPLYING 

A. Letter of I n t e n t  

P rospec t ive  a p p l i c a n t s  are asked t o  submit a one-page le t ter  
of i n t e n t  which inc ludes  a very  b r i e f  synops i s  of proposed 
areas of  r e s e a r c h  and i d e n t i f i c a t i o n  of any o t h e r  p a r t i c i p a t i n g  
i n s t i t u t i o n s .  This  le t ter  should be  s e n t  no later than  
February 1, 1979, t o :  

D r .  J .  S r i  Ram 

Div i s ion  of Lung Diseases 

Nat iona l  Heart, Lung, and 


Blood I n s t i t u t e  
Na t iona l  I n s t i t u t e s  of Hea l th  
Room 6Al l  , Westwood Bui ld ing  
5 3  33 W est b a r d  Avenue 
Bethesda, Maryland 20016 

The I n s t i t u t e  r e q u e s t s  such le t ters  only  t o  provide  an  i n d i c a t i o n  
of  t h e  number and scope of a p p l i c a t i o n s  t o  be  rece ived .  A le t ter  
of  i n t e n t  is no t  b inding;  i t  w i l l  n o t  e n t e r  i n t o  t h e  review of 
any proposa l  subsequent ly  submit ted nor  is  it  a necessary  
requirement  f o r  a p p l i c a t i o n .  

B. Format  f o r  App l i ca t ions  

App l i ca t ions  should be  submit ted on form PHS 398, t h e  a p p l i c a t i o n  
form f o r  t h e  t r a d i t i o n a l  r e s e a r c h  g r a n t .  The conven t iona l  
p r e s e n t a t i o n  i n  format and d e t a i l  f o r  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  should b e  u t i l i z e d .  S p e c i f i c  a t t e n t i o n  i s  d i r e c t e d  
toward t h e  i n c l u s i o n  of  a s t a t emen t  i n d i c a t i n g  t h e  w i l l i n g n e s s  
of  t h e  a p p l i c a n t  t o  work c o o p e r a t i v e l y  wi th  o t h e r  p a r t i c i p a n t s  
i n  t h e  program and wi th  t h e  Na t iona l  Heart, Lung, and Blood 
I n s t i t u t e .  

C.  App l i ca t ion  Procedure 

The completed a p p l i c a t i o n  and 6 c o p i e s  should be s e n t  o r  
d e l i v e r e d  to :  
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Div i s ion  of  Research Grants  
Na t iona l  I n s t i t u t e s  of Hea l th  
Room 240,  Westwood Bu i ld ing  
5333 Westbard Avenue 
Bethesda,  Maryland 20016 

To e n s u r e  t h e i r  review,  a p p l i c a t i o n s  must b e  r ece ived  by 5:OO p.m., 
EST, on March 1, 1979. 

A b r i e f  cove r ing  le t ter  should  accompany t h e  o r i g i n a l  a p p l i c a t i o n  
i n d i c a t i n g  t h a t  i t  is  submi t ted  i n  r e sponse  t o  t h i s  program 
announcement: NHLBI,  BRONCHIAL SECRETIONS: PHYSICAL AND 
CHEMICAL STUDIES. 

V I .  I N Q U I R I E S  

I n q u i r i e s  may b e  d i r e c t e d  t o :  

D r .  J .  S r i  Ram 
Div i s ion  of Lung Diseases 
Na t iona l  Heart, Lung, 

and Blood I n s t i t u t e  
Na t iona l  I n s t i t u t e s  of Hea l th  
Room 6 A l 1 ,  Westwood Building 
5333 Westbard Avenue 
Bethesda,  Maryland 20016 

Telephone: (301) 496-7332 
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REQUEST FOR RESEARCH GRANT APPLICATIONS: RFA NHLB I -DL D- 79G- D 

RESPONSE OF THE PULMONARY ENDOTHELIUM TO INJURY, 
I / / /  / / / / / I / /  

NATIONAL HEART, LUNG, AND BLOOD I N S T I T U T E  ’,/ 1 / / / I  / 1 ’/ ANNOUNCEMENT; 

The Div i s ion  of  Lung Diseases of t h e  Na t iona l  Hea r t ,  Lung, and Blood 
I n s t i t u t e  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  r e s e a r c h  t o  s tudy  t h e  response  
of t h e  pulmonary endothel ium t o  i n j u r y .  The scope  o f  t h i s  program in ­
c l u d e s  s t u d i e s  d i r e c t e d  toward c h a r a c t e r i z i n g  t h e  ana tomica l  and 
f u n c t i o n a l  p r o p e r t i e s  of pulmonary endothelium and how t h e s e  p r o p e r t i e s  
may be  a l t e r e d  by v a r i o u s  t y p e s  of  i n j u r y  and d i s e a s e .  

Th i s  t y p e  of s o l i c i t a t i o n  ( t h e  RFA) is u t i l i z e d  when t h e  Div i s ion  wishes  
t o  s t i m u l a t e  i n v e s t i g a t o r  i n t e r e s t  i n  a p a r t i c u l a r  r e s e a r c h  area t h a t  is 
impor tan t  t o  t h e  Na t iona l  Program. Unlike t h e  RFP (Request f o r  Con t rac t  
P r o p o s a l s ) ,  t h e  RFA i d e n t i f i e s  t h e  scope  of t h e  D i v i s i o n ’ s  i n t e r e s t  b u t  
does n o t  r e q u i r e  t h a t  t h e  p roposa l  conform t o  s p e c i f i e d  r e s e a r c h  r e q u i r e ­
ments. Moreover, t h e  RFA is suppor ted  through t h e  customary N I H  g ran t -
in-a id  and is governed by t h e  p o l i c i e 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 .  
However, t h e  RFA s o l i c i t a t i o n  r e p r e s e n t s  a s i n g l e  compet i t ion  wi th  a 
s p e c i f i e d  d e a d l i n e  f o r  r e c e i p t  of a p p l i c a t i o n s .  A l l  a p p l i c a t i o n s  i n  
response  t o  t h e  RFA w i l l  be  reviewed by t h e  same i n i t i a l  review group. 

The p r e s e n t  announcement i s  f o r  a s i n g l e  compet i t ion  wi th  a s p e c i f i e d  
d e a d l i n e  o f  March 1, 1979, f o r  r e c e i p t  of  a p p l i c a t i o n s .  App l i ca t ions  
should be  prepared  and submi t ted  i n  accordance wi th  t h e  aims and 
requi rements  desc r ibed  i n  t h e  fo l lowing  s e c t i o n s .  

I. BACKGROUND INFORMATION 
11. GOALS AND SCOPE 

111. MECHANISM OF SUPPORT 
I V .  REVIEW PROCEDURES AND C R I T E R I A  

V. METHOD OF APPLYING 
V I .  INQUIRIES 

We hope t h i s  RFA and p a r t i c i p a t i o n  i n  t h i s  program w i l l  b e  of  i n t e r e s t  
t o  you. 

I. BACKGROUND INFORMATION 

The pulmonary v a s c u l a r  endothel ium is a major s t r u c t u r a l  and f u n c t i o n a l  
component of lung  t i s s u e .  The pulmonary endothel ium is  a c t i v e l y  
involved i n  s t o r a g e ,  s y n t h e s i s ,  and metabolism of  v a s o a c t i v e  materials 
such as p ros t ag land ins ,  po lypep t ides ,  and amines.  There i s  an  
e x t e n s i v e  s u r f a c e  on which t h e s e  blood-borne subs t ances  can b e  
metabol ized ,  bound, o r  t r a n s p o r t e d  i n t o  t i s s u e s .  I n  a d d i t i o n ,  t h e  
v a s c u l a r  endothel ium ma in ta ins  a nonthrombogenic s u r f a c e  a t  t h e  
i n t e r f a c e  of  blood and t i s s u e s .  The i n t e g r i t y  of t h e  e n d o t h e l i a l  
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s u r f a c e  is, t h e r e f o r e ,  e s s e n t i a l  t o  t h e  normal f u n c t i o n  of  t h e  
lung ,  and i n j u r y  can r e s u l t  i n  abnormal exchange of materials 
between blood and t i s s u e s ,  a l t e r e d  metabol ism of v a s o a c t i v e  
s u t s t a n c e s ,  and thrombus format ion .  

The pulmonary endothel ium i s  p a r t i c u l a r l y  v u l n e r a b l e  t o  i n j u r y .  
A v a r i e t y  of  mechanical  o r  chemical  i n s u l t s ,  i nc lud ing  r a d i a t i o n ,  
d rugs ,  hyperoxia ,  hypoxia ,  o r  p r o t e o l y t i c  enzymes can cause  
s t r u c t u r a l  derangement and l o s s  of normal f u n c t i o n .  The r e sponse  
of t h e  endothel ium t o  a p a r t i c u l a r  t ype  of  i n j u r y  and t h e  implica­
t i o n s  f o r  development of  pulmonary d i s e a s e  are n o t  w e l l  unders tood .  
Damage t o  t h e  pillmonary v e s s e l s  by d rugs  o r  o t h e r  blood-borne a g e n t s  
undoubtedly o c c u r s  f i r s t  a t  t h e  luminal  s u r f a c e  and .probably  a f f e c t s  
t h e  metabol ic  t r a n s p o r t  f u n c t i o n s  o f  endothel ium. Damage t o  sur rounding  
t i s s u e s ,  e . g . ,  by r a d i a t i o n ,  can r e s u l t  i n  adherence  of l eukocy tes  
t o  endothel ium and f u r t h e r  i n j u r y  due t o  release of p r o t e o l y t i c  
enzymes. Such i n j u r i e s  may a f f e c t  s e c r e t o r y  f u n c t i o n s  and a l s o  
could  p o s s i b l y  c o n t r i b u t e  t o  thrombus format ion .  Once t h e s e  f a c t s  
are known, i t  may b e  p o s s i b l e  t o  de te rmine  how e n d o t h e l i a l  damage 
l e a d s  t o  p a t h o l o g i c  changes i n  lung d i s e a s e s  and how v a r i o u s  i n t e r ­
ven t ions  can p reven t  o r  a l t e r  t h e  magnitude of t h o s e  changes.  For 
example, t h e  r o l e  of e n d o t h e l i a l  i n j u r y  i n  a c u t e  a d u l t  r e s p i r a t o r y  
d i s t r e s s  syndrome, pulmonary embolism, and pulmonary hype r t ens ion  
s t i l l  needs  t o  be d e f i n e d .  

11. GOALS AND SCOPE 

The s p e c i f i c  g o a l  of  t h i s  program is t o  encourage submission of 
i n d i v i d u a l  r e s e a r c h  g r a n t  p roposa l s  t o  s tudy  t h e  s t r u c t u r a l  and 
f u n c t i o n a l  p r o p e r t i e s  o f  pulmonary endothel ium and how t h e s e  may b e  
a l t e r e d  by v a r i o u s  t y p e s  of i n j u r y  and r e p a i r .  S t u d i e s  should b e  
des igned  t o  de te rmine  t h e  s p e c i f i c  r e sponse  of  t h e  endothel ium t o  a 
p a r t i c u l a r  i n t e r v e n t i o n ,  such as hypoxia ,  r a d i a t i o n ,  hyperoxia ,  
d rugs ,  o r  p r o t e o l y t i c  enzymes. The proposed s t u d i e s  can u t i l i z e  whole 
animal  p r e p a r a t i o n s ,  i s o l a t e d  lungs ,  o rgan  c u l t u r e s ,  o r  c e l l  c u l t u r e s .  
The normal f u n c t i o n s  of t h e  endothel ium, e .g . ,  enzymatic a c t i v i t i e s ,  
t r a n s f e r  p r o p e r t i e s ,  o r  s e c r e t o r y  mechanisms, must b e  de f ined  f o r  
t h e  proposed expe r imen ta l  system. 

A g e n e r a l  approach might i nc lude  t h e  fo l lowing  t o p i c s :  

A .  A l t e r a t i o n  of E n d o t h e l i a l  T ranspor t  Funct ions  by I n j u r y  

It h a s  on ly  r e c e n t l y  been a p p r e c i a t e d  t h a t  pulmonary endo­
the l ium i s  involved i n  t h e  ac t ive  t r a n s p o r t  of amines,  d r u g s ,  
and p r o s t a g l a n d i n s  and t h a t  i t  may b e  an  impor tan t  s i t e  of 
drug  metabolism. Add i t iona l  i n v e s t i g a t i o n s  are  needed t o  
e l u c i d a t e  t r a n s p o r t  f u n c t i o n s  and how they  are a f f e c t e d  by 
changes i n  0 2  and CO2,  drugs ,  o r  o t h e r  i n t e r v e n t i o n s .  I t  is 
a l s o  n o t  known how media tors  of inf lammation (which may have 
d i r e c t  e f f e c t s  on e n d o t h e l i a l  c e l l s )  can  a f fec t  t h e  mechanisms 
o f  up take  and metabolism. A v a r i e t y  o f  chemical  a g e n t s ,  e . g . ,  
chemotherapeut ic  a g e n t s ,  a n t i m i c r o b i a l  a g e n t s ,  and h e r b i c i d e s ,  
cause  lung  damage i n  man, p o s s i b l y  by a f f e c t i n g  e n d o t h e l i a l  
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t r a n s p o r t  mechanisms. S t u d i e s  t h a t  focus  upon e n d o t h e l i a l  
t r a n s p o r t  f u n c t i o n  i n  r e sponse  t o  t h e s e  i n t e r v e n t i o n s  
should h e l p  t o  de te rmine  t h e  mechanisms of lung  damage. 

B .  I n t e r a c t i o n s  of  Blood Components and Endothelium 

S ince  t h e  luminal  s u r f a c e  of  v e s s e l s  i s  c o n t i n u a l l y  i n  
c o n t a c t  w i th  c i r c u l a t i n g  blood,  v a r i o u s  humoral components 
and formed e lements  can r e a d i l y  i n f l u e n c e  e n d o t h e l i a l  c e l l  
f u n c t i o n .  A growing body of ev idence  i n d i c a t e s  t h a t  i n j u r y  
t o  v e s s e l s  o r  surrounding t i s s u e  r e s u l t s  i n  adhesion of  
p l a t e l e t s  and l eukocy tes  t o  t h e  v a s c u l a r  wall. The temporal  
sequence of  t h e s e  e v e n t s ,  r e l a t i v e  t o  e n d o t h e l i a l  c e l l  
i n j u r y ,  needs t o  be  e s t a b l i s h e d .  The c o n t r i b u t i o n  of  leuko­
c y t e s ,  p l a t e l e t s ,  and o t h e r  f a c t o r s  t o  e n d o t h e l i a l  i n j u r y  
should be  a s ses sed .  Subs tances  such as p r o t e o l y t i c  enzymes 
o r  p r o s t a g l a n d i n s  from t h e s e  cel ls  should b e  i d e n t i f i e d  
and t h e i r  r o l e  i n  i n j u r y  de f ined .  I n  a d d i t i o n ,  t h e  r o l e  o f  
k i n i n s ,  complement, and o t h e r  media tors  of inflammation 
i n  t h e  adherence  of  l eukocy tes  t o  t h e  pulmonary endothel ium 
needs t o  b e  examined. Informat ion  de r ived  from such s t u d i e s  
should h e l p  t o  de te rmine  t h e  r o l e  o f  t h e  endothelium i n  
thrombus format ion  and i n  inflammatory r e a c t i o n s  of t h e  
pulmonary c i r c u l a t i o n .  

C. 	 Regenerat ion and Repair  of Pulmonary Endothelium Following 
I n j u r y  

The normal v a s c u l a r  endothel ium has  a slow ra te  of t u rnove r ,  
bu t  as i n  a l l  t i s s u e ,  t h e r e  i s  spontaneous l o s s  of  c e l l s  
and replacement .  A s  e n d o t h e l i a l  c e l l s  d i e  and are  shed ,  
c e l l  r e p l i c a t i o n  ma in ta ins  t h e  p r o t e c t i v e  b a r r i e r  between 
blood and t h e  vessel w a l l .  It i s  impor tan t  t o  de te rmine  
t h e  temporal  sequence of ce l l  r e p l i c a t i o n  and r e p a i r  of 
i n j u r e d  endothel ium under v a r i o u s  exper imenta l  c o n d i t i o n s ,  
e-g., hyperoxia ,  pulmonary hype r t ens ion ,  etc.  S ince  v a r i o u s  
subs t ances  from blood and blood cel ls  can  s t i m u l a t e  c e l l  
r e p l i c a t i o n ,  t h e  i n t e r a c t i o n  of blood components w i th  t h e  
p rocesses  of  r e p a i r  should  be  i n v e s t i g a t e d .  

The r e s e a r c h  t o p i c s  presented  above are in tended  o n l y  t o  i n d i c a t e  
t h e  scope  of r e s e a r c h  t h a t  would m e e t  t h e  g o a l s  of t h i s  program. 
I n v e s t i g a t o r s  are n o t  r e s t r i c t e d  t o  t h e s e  approaches no r  do they  
have t o  i n c l u d e  a l l  of  them i n  a s i n g l e  p roposa l .  I n v e s t i g a t o r s  are 
encouraged t o  cons ide r  o t h e r  approaches.  The emphasis of t h e  p roposa l ,  
however, must be  s p e c i f i c a l l y  d i r e c t e d  toward e l u c i d a t i n g  t h e  ana tomica l  
o r  f u n c t i o n a l  responses  of t h e  pulmonary v a s c u l a r  endothelium t o  
i n j u r y  and r e p a i r .  The proposa l  should i n c l u d e  a d e t a i l e d  d e s c r i p t i o n  
of t h e  exper imenta l  i n t e r v e n t i o n  used t o  produce t h e  i n j u r y  as w e l l  
as t h e  methods used t o  assess e n d o t h e l i a l  damage and r e p a i r .  

W 
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This  program is  t o  suppor t  on1.y s t u d i e s  of pulmonary v a s c u l a r  endo­
thel ium. S t u d i e s  of s y s t e m i c  v a s c u l a r  endothelium w i l l  n o t  b e  
cons idered  an a c c e p t a b l e  r e sponse  t o  t h i s  announcement nor  w i l l  
s t u d i e s  of t h e  mechanics of f l u i d  and s o l u t e  exchange a s s o c i a t e d  
wi th  pulmonary edema f u l f i l l  t h e  requi rements  of  t h i s  r e q u e s t .  

111. MECHANISM OF SUPPORT 

The suppor t  mechanism f o r  t h i s  program w i l l  b e  t h e  t r a d i t i o n a l  N I H  
gran t - in-a id ;  s u c c e s s f u l  a p p l i c a n t s  w i l l  p l an  and execu te  t h e i r  own 
r e s e a r c h  program. Upon i n i t i a t i o n  of t h e  program, t h e  Div i s ion  of 
Lung Diseases w i l l  sponsor  p e r i o d i c  workshops t o  encourage exchange 
of in format ion  between i n v e s t i g a t o r s  who p a r t i c i p a t e  i n  t h i s  program. 

Although t h i s  program is  inc luded  and provided f o r  i n  t h e  f i n a n c i a l  
p l ans  f o r  f i s c a l  yea r  1979,  award o f  g r a n t s  pursuant  t o  t h i s  r e q u e s t  
f o r  g r a n t  a p p l i c a t i o n s  i s  con t ingen t  upon u l t i m a t e  receipt of 
a p p r o p r i a t e  funds f o r  t h i s  purpose.  A v a r i e t y  of approaches would 
r e p r e s e n t  v a l i d  r e sponses  t o  t h i s  announcement. Accordingly,  i t  is 
a n t i c i p a t e d  t h a t  t h e r e  w i l l  be  a range of c o s t s  among i n d i v i d u a l  
g r a n t s  awarded. App l i can t s  are reques t ed  t o  f u r n i s h  t h e i r  own estimates 
of t h e  t i m e  r e q u i r e d  t o  ach ieve  t h e  o b j e c t i v e s  of t h e  proposed r e s e a r c h  
p r o j e c t ;  however, t h e  t o t a l  p r o j e c t  pe r iod  of t h i s  proposa l  must 
n o t  exceed 5 y e a r s .  A t  t h e  end of t h e  p r o j e c t  pe r iod ,  renewal 
p roposa l s  may be submit ted f o r  compe t i t i ve  review. A p r o j e c t  per iod  
start d a t e  of September 28 ,  1 9 7 9 ,  is a n t i c i p a t e d .  

The c u r r e n t  p o l i c i e s  which govern t h e  r e s e a r c h  g r a n t  programs of t h e  
Nat iona l  I n s t i t u t e s  of Heal th  w i l l  p r e v a i l .  

I V .  REVIEW PROCEDURES AND CRITERIA 

Upon r e c e i p t ,  a p p l i c a t i o n s  w i l l  be  reviewed f o r  t h e i r  respons iveness  
t o  t h e  s p e c i f i c  o b j e c t i v e s  desc r ibed  i n  t h i s  announcement. I f  an  
a p p l i c a t i o n  i s  judged unrespons ive ,  t h e  a p p l i c a n t  w i l l  be  con tac t ed  
and g iven  an  oppor tun i ty  t o  withdraw t h e  a p p l i c a t i o n  o r  t o  submit 
it f o r  c o n s i d e r a t i o n  i n  t h e  t r a d i t i o n a l  g r a n t  program of N I H .  
I n i t i a l  t e c h n i c a l  m e r i t  review w i l l  b e  a r ranged  by t h e  Div i s ion  of 
Research Gran t s  (DRG). Secondary review w i l l  b e  undertaken by t h e  
Nat iona l  Heart, Lung, and Blood Advisory Counci l .  

I f  a proposa l  submi t ted  i n  response  t o  t h i s  RFA is i d e n t i c a l  t o  one 
a l r e a d y  submi t ted  t o  N I H  f o r  review, t h e  a p p l i c a n t  w i l l  be  asked t o  
withdraw t h e  pending a p p l i c a t i o n  b e f o r e  t h e  new one is accepted .  
Simultaneous submission of i d e n t i c a l  a p p l i c a t i o n s  w i l l  n o t  b e  al lowed.  

The f a c t o r s  cons idered  i n  t h e  s c i e n t i f i c  m e r i t  e v a l u a t i o n  of each  
a p p l i c a t i o n  w i l l  be  i d e n t i c a l  t o  those  used i n  t r a d i t i o n a l  N I H  r e s e a r c h  
g r a n t  a p p l i c a t i o n  e v a l u a t i o n ,  i nc lud ing  a n  assessment  of t h e  importance 
of t h e  proposed r e s e a r c h  problem; t h e  nove l ty  and o r i g i n a l i t y  of t h e  
approach; t h e  t r a i n i n g ,  exper ience ,  and r e s e a r c h  competence o r  
promise of  t h e  i n v e s t i g a t o r ( s ) ;  t h e  adequacy o f  t h e  exper imenta l  
des ign ;  t h e  s u i t a b i l i t y  of t h e  f a c i l i t i e s ;  and t h e  a p p r o p r i a t e n e s s  
of  t h e  r eques t ed  budget r e l a t i v e  t o  t h e  work proposed. 
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V. METHOD OF APPLYING 

A .  

B. 

*w' 

C. 

Letter of I n t e n t  

P r o s p e c t i v e  a p p l i c a n t s  are asked t o  submit a one-page l e t t e r  
o f  i n t e n t  which i n c l u d e s  a very  b r i e f  synops i s  of  proposed 
areas of r e s e a r c h  and i d e n t i f i c a t i o n  of any o t h e r  p a r t i c i p a t i n g  
i n s t i t u t i o n s .  Th i s  l e t te r  should be  s e n t  no later than  
January  15, 1979: 

D r .  Caro l  E.  V r e i m  
D iv i s ion  of Lung Diseases 
Na t iona l  Heart , Lung, 

and Blood I n s t i t u t e  
Na t iona l  I n s t i t u t e s  of Hea l th  
Room 6A03, Westwood Bui ld ing  
5333 Westbard Avenue 
Bethesda,  Maryland 20016 

The I n s t i t u t e  r e q u e s t s  such le t te rs  only  t o  provide  a n  i n d i c a t i o n  
of t h e  number and scope  of  a p p l i c a t i o n s  t o  b e  r ece ived .  A 
l e t te r  o f  i n t e n t  i s  n o t  b inding;  i t  w i l l  n o t  e n t e r  i n t o  t h e  
rev iew of  any p roposa l  subsequent ly  submi t ted  no r  i s  i t  a 
necessa ry  requirement  f o r  a p p l i c a t i o n .  

Format f o r  App l i ca t ions  

App l i ca t ions  should  b e  submit ted on form PHS 398, t h e  a p p l i c a t i o n  
form f o r  t h e  t r a d i t i o n a l  r e s e a r c h  g r a n t .  The conven t iona l  
p r e s e n t a t i o n  i n  format  and d e t a i l  f o r  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  should  b e  u t i l i z e d .  S p e c i f i c  a t t e n t i o n  is d i r e c t e d  
toward t h e  i n c l u s i o n  of  a s t a t emen t  i n d i c a t i n g  t h e  w i l l i n g n e s s  
of t h e  a p p l i c a n t  t o  work c o o p e r a t i v e l y  w i t h  o t h e r  p a r t i c i p a n t s  
i n  t h e  program and wi th  t h e  Na t iona 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  Procedure 

The completed a p p l i c a t i o n  and 6 c o p i e s  should  b e  s e n t  o r  
d e l i v e r e d  t o :  

D iv i s ion  of Research Grants  
Na t iona l  I n s t i t u t e s  of Heal th  
Room 240, Westwood Bu i ld ing  
5333 Westbard Avenue 
Bethesda,  Maryland 20016 

To ensu re  t h e i r  review,  a p p l i c a t i o n s  must b e  rece ived  by 5:OO p.m. 
EST on March 1, 1979. 

A b r i e f  covering le t ter  should accompany t h e  o r i g i n a l  a p p l i c a t i o n  
i n d i c a t i n g  t h a t  i t  is submi t ted  i n  response  t o  t h i s  program 
announcement: "RESPONSE OF THE PULMONARY ENDOTHELIUM TO I N J U R Y .  
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V I .  INQUIRIES 

I n q u i r i e s  may be  d i r e c t e d  t o :  

D r .  Carol E. Vreim 
Div i s ion  of Lung Diseases 
N a t i o n a l  Heart, Lung, and 

Blood I n s t i t u t e  
N a t i o n a l  I n s t i t u t e s  of Hea l th  
Room 6A03, Westwood Bu i ld ing  
Bethesda,  Maryland 20016 

Telephone: (301) 496-7034 
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BASIC AGING PROGRAM, 

EXTRAMURAL AND COLLABORATIVE RESEARCH PROGRAM, 

NATIONAL I N S T I T U T E  ON AGING A D D E N D U M  

The fo l lowing  informat ion  supplements t h e  announcement by t h e  Na t iona l  
I n s t i t u t e  on Aging o r i g i n a l l y  publ i shed  i n  t h e  NIH Guide fo r  Grants and 
Contracts, Vol. 7,  No. 1 2 ,  September 1, 1978: 

Appl icants  responding t o  t h i s  announcement are i n s t r u c t e d  t o  type  t h e  
phrase  "NIA BASIC AGING PROGRAM" on t h e  upper margin of  t h e  f a c e  page of 
t h e  a p p l i c a t i o n .  

MINORITY AGING, 
I /  / / / / / / / /  / /

'AMMOUMCLMLNTJNATIONAL I N S T I T U T E  ON AGING '/,/ / / / / /  / , 

I. BACKGROUND INFORMATION 

The Na t iona l  I n s t i t u t e  on Aging (NIA) w a s  e s t a b l i s h e d  i n  1974 t o  
conduct and suppor t  biomedical ,  behav io ra l ,  and s o c i a l  r e s e a r c h  and 
t r a i n i n g  r e l a t e d  t o  t h e  ag ing  processes  and t h e  d i s e a s e s  and o t h e r  
special problems and needs of t h e  aged. 

Although r e s e a r c h  is being conducted on t h e  psychologica l  and s o c i a l  
i s s u e s  r e l e v a n t  t o  ag ing ,  l i t t l e  of t h i s  r e s e a r c h  focuses  s p e c i f i c a l l y  
on t h e  ag ing  of racial  and e t h n i c  m i n o r i t i e s .  Because of  t h e  d e a r t h  
of research i n  this area, the NIA i n v i t e s  r e s e a r c h  g r a n t  a p p l i c a t i o n s  
on psychosocia l  ag ing  of minor i t i e s .  A major q u e s t i o n  t o  be cons idered  
is whether psychologica l  and s o c i a l  response  t o  ag ing  is  d i f f e r e n t  
f o r  racial  and e t h n i c  m i n o r i t i e s  than  f o r  t h e  wh i t e  o r  m a j o r i t y  
popu la t ion  and, i f  s o ,  are t h e r e  d i f f e r e n t  a d a p t i v e  o r  coping responses  
brought  t o  bea r  t o  d e a l  wi th  ag ing .  Research on ag ing  of m i n o r i t i e s  
p rov ides  n o t  on ly  oppor tun i ty  t o  l e a r n  more about  subgroups and 
ag ing ,  t h e i r  p a r t i c u l a r  problems, and e s p e c i a l l y  t h e i r  s t r e n g t h s  and 
a d a p t a b i l i t y ,  e tc . ,  bu t  a l s o  by comparison provides  t h e  oppor tun i ty  t o  
l e a r n  more about  ag ing  i n  t h e  ma jo r i ty  popula t ion .  

11. GOALS AND SCOPE 

Research on ag ing  is a r e l a t i v e l y  new f i e l d ,  and r e sea rch  on ag ing  
of e t h n i c  m i n o r i t i e s  is an  even newer area of concen t r a t ion .  A v a i l a b l e  
s t u d i e s  on ag ing  m i n o r i t i e s  are  extremely l i m i t e d  and have d e a l t  
p r i m a r i l y  w i th  needs assessment ,  s e r v i c e  d e l i v e r y ,  and u t i l i z a t i o n .  

W 
I n  g e n e r a l ,  l i f e  expectancy,  h e a l t h  s t a t u s ,  and environmental  i n f l u e n c e s  
are less favorab le  f o r  m i n o r i t i e s  than  f o r  wh i t e s ;  however, w i t h i n  
t h e  l a s t  few decades,  t h e r e  have been h i s t o r i c  and c u l t u r a l  changes 
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which have  no doubt  had impac t  on t h e  l i v e s  of minor i ty  group 
members and no doubt  upon t h e  ag ing  of t h e s e  members. The l a c k  of 
r e l i a b l e  b a s e l i n e  d a t a  on t h e s e  groups l i m i t s  ou r  a b i l i t y  t o  unders tand  
t h e  impact of t h e s e  changes on ag ing  a s  w e l l  as a number of o t h e r  
v a r i a b l e  such as s o c i a l  and envi ronmenta l  s t r a i n  and a d a p t a t i o n .  
There is a need f o r  r e s e a r c h  t o  focus  on  commonal i t ies  i n  t h e  way 
i n  which m i n o r i t y  groups  respond t o  a v a r i e t y  of c i rcumstances  and 
s i t u a t i o n s  i n  ag ing  as w e l l  as i s o l a t i n g  unique c h a r a c t e r i s t i c s  and 
response  p a t t e r n s .  

Research is  sought  on s o c i o - c u l t u r a l  f a c t o r s  which impact on  d i f f e r e n t i a l  
l i f e  expectancy such  as socioeconomic s t a t u s ,  occupa t ion ,  l i f e s t y l e ,  
envi ronmenta l  c o n d i t i o n s ,  and h e a l t h  care practices. Informat ion  on  
fami ly  s t r u c t u r e ,  s o c i a l  networks,  and problems a s s o c i a t e d  w i t h  l i f e  
t r a n s i t i o n s  and t h e i r  impact on ag ing  of  m i n o r i t i e s  i s  a l s o  sought .  
S p e c i f i c a l l y ,  t h e  N I A  s e e k s  g r a n t  suppor ted  r e s e a r c h  which c h a r a c t e r i z e s  
psychosoc ia l  ag ing  of  e t h n i c  m i n o r i t i e s .  S e v e r a l  r e s e a r c h  areas 
are sugges ted  below; however, suppor t  i s  n o t  l i m i t e d  t o  t h e s e  areas. 

A .  

B .  

C. 

D. 

E. 

F. 

. -

Determina t ion  of t h e  demographic c h a r a c t e r i s t i c s  of  
m i n o r i t y  e l d e r l y ,  e . g . ,  numbers, l o c a t i o n ,  educa t ion ,  
socioeconomic s t a t u s ,  m o r t a l i t y  t r e n d s .  

S t u d i e s  of  psychosocia l  and c u l t u r a l  chracter is t ics  of 
ag ing  m i n o r i t i e s  and t h e  impact of t h e s e  c h a r a c t e r i s t i c s  
on l i f e  expectancy a s  compared t o  ag ing  m a j o r i t y  popu la t ion  
members. Determinat ion of d i f f e r e n t i a l  a t t i t u d e s  toward 
ag ing .  

Impact of  d i e t s  and h e a l t h  s t a t u s  on ag ing ,  i nc lud ing  
p r e d i s p o s i t i o n  t o  c e r t a i n  d i s e a s e s .  

C h a r a c t e r i z a t i o n  of  problem s o l v i n g  s k i l l s  and s t y l e s ,  
p a r t i c u l a r l y  as re sponses  d i f f e r  from m a j o r i t y  popu la t ion  
r e sponses .  

Research on  p e r c e p t u a l - a t t e n t i o n a l  c h a r a c t e r i s t i c s ,  e .g . ,  
t h e  s e l e c t i v i t y  of  cues  and e v e n t s  from t h e  environment and 
how t h e s e  va ry  i n  d i f f e r e n t  e t h n i c  groups of e l d e r l y  i n  
r e l a t i o n  t o  ad jus tment  and s u r v i v a l .  

I d e n t i f i c a t i o n  of p e r s o n a l  s t r e n g t h s  and o t h e r  c h a r a c t e r i s t i c s  
which are i n f l u e n t i a l  i n  coping w i t h  problems a s s o c i a t e d  wi th  
ag ing  . 

Relevant  r e s e a r c h  on ag ing  of m i n o r i t i e s  i n  a d d i t i o n  t o  t h e  s p e c i f i c  
areas o u t l i n e d  above i s  welcomed by t h e  N a t i o n a l  I n s t i t u t e  on Aging. 

111. MECHANISM OF SUPPORT 

The suppor t  o f  t h i s  program w i l l  be  t h e  t r a d i t i o n a l  N I H  g ran t - in -a id .  
App l i can t s  are expected to p l a n  and e x e c u t e  t h e i r  own r e s e a r c h  programs. 
Support  of g r a n t s  pursuant  t o  t h i s  r e q u e s t  f o r  a p p l i c a t i o n s  i s ,  of 
cour se ,  c o n t i n g e n t  upon u l t i m a t e  r e c e i p t  by N I A  of a p p r o p r i a t e  funds 

_-7 
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f o r  t h i s  purpose.  The i n t e n t  i s  t o  budget funds s p e c i f i c a l l y  f o r  
t h i s  program. 

I V .  REVIEW PROCEDURES AND C R I T E R I A  

A. A p p l i c a t i o n  Review 

Upon r e c e i p t ,  a p p l i c a t i o n s  w i l l  b e  a s s igned  by t h e  D i v i s i o n  of 
Research Grants ,  N I H ,  f o r  i n i t i a l  review by a n  a p p r o p r i a t e  
Study S e c t i o n .  F i n a l  review w i l l  b e  by t h e  N a t i o n a l  Advisory 
Council  on Aging. 

B .  Review C r i t e r i a  

A p p l i c a t i o n s  must be  r e l e v a n t  t o  t h e  g o a l s  o f  t h i s  announcement. 
The f a c t o r s  considered i n  e v a l u a t i n g  a p p l i c a t i o n s  are: 

e 	 s c i e n t i f i c  m e r i t  of  t h e  r e s e a r c h  d e s i g n ,  approaches ,  
and methodology; 

e 	 adequacy of e x i s t i n g  and proposed f a c i l i t i e s  and 
r e s o u r c e s ;  

e 	 q u a l i f i c a t i o n s  and expe r i ences  of p r i n c i p a l  i n v e s t i g a t o r  
and proposed s t a f f  f o r  t h e  conduct o f  t h e  proposed 
i n v e s t i g a t i o n s ;  

e 	 r easonab leness  o f  t h e  s u b j e c t  and d u r a t i o n  i n  r e l a t i o n  
t o  t h e  proposed r e s e a r c h ;  

e adequacy of time t o  be  devoted by proposed p r o j e c t  s t a f f .  

V. METHOD OF APPLYING 

Use t h e  s t anda rd  r e s e a r c h  g r a n t  a p p l i c a t i o n  form PHS 398 which is 
available in your  institution’s b u s i n e s s  o f f i c e  o r  i n  i t s  c e n t r a l  
a p p l i c a t i o n  c o n t r o l  o f f i c e .  I f  n o t  a v a i l a b l e  a t  your i n s t i t u t i o n ,  
c o n t a c t :  

D iv i s ion  o f  Research Grants  
Na t iona l  I n s t i t u t e s  o f  Hea l th  
Bethesda, Maryland 20014 

Telephone: (301) 496-7591 

Type t h e  ph rase  “ M I N O R I T Y  A G I N G ”  on t h e  f a c e  page of t h e  a p p l i c a t i o n .  
Enclose a cove r ing  l e t t e r  s t a t i n g  t h a t  t h e  a p p l i c a t i o n  is i n  r e sponse  
t o  t h i s  announcement. Send N I A  a copy ( s e e  below). Follow t h e  
i n s t r u c t i o n s  included w i t h  t h e  a p p l i c a t i o n  form PHS 398, making s u r e  
t h a t  i t e m s  noted i n  S e c t i o n  I V  o f  t h i s  announcement are covered 
a p p r o p r i a t e l y .  Forward t o :  

D iv i s ion  of Research Grants  

Room 2 4 0 ,  Westwood Bu i ld ing  

5333 Westbard Avenue 

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

Bethesda, Maryland 20014 
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Receip t  d a t e s  f o r  r e s e a r c h  g r a n t  a p p l i c a t i o n s  i n  r e sponse  t o  t h i s  
announcement are March 1, 1 9 7 9 ,  and J u l y  1, 1 9 7 9 .  

V I .  INQUIRIES AND CORRESPONDENCE 

I n q u i r i e s  	and correspondence should b e  d i r e c t e d  t o :  

Assoc ia t e  D i r e c t o r  f o r  Extramural  
and C o l l a b o r a t i v e  Research Programs 

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

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

9000 R o c k v i l l e  P i k e  

Bethesda,  Maryland 20014 


A t t e n t i o n :  M s .  S h i r l e y  Bagley 
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THE GENETIC BASIS  OF AGING: 

DROSOPHILA AS A MODEL SYSTEM, 

NATIONAL I N S T I T U T E  ON AGING 

I. BACKGROUND INFORMATION 

P a g e  T w e n t y - t h r e e  

I /  / / f / / /  / /  / /

’ANNOUNCEMENT;
’// / / / / / / 1 / 

The Na t iona l  I n s t i t u t e  on Aging (NIA) conducts  and suppor t  b iomedica l ,  
b e h a v i o r a l ,  and s o c i a l  r e sea rch  and r e s e a r c h  t r a i n i n g  r e l a t e d  t o  ag ing  
p rocesses  and t h e  d i s e a s e s  and o t h e r  s p e c i a l  problems and needs of  t h e  
aged. 

The o b j e c t i v e  of  NIA-supported b iomedica l  r e s e a r c h  i s  t o  improve t h e  
q u a l i t y  of l i f e  du r ing  t h e  normal l i f e  span. To f a c i l i t a t e  achievement 
of h e a l t h  maintenance o r  enhancement i n  t h e  c o u r s e  of senescence ,  t h e  
N I A  s eeks  t o  unders tand  t h e  molecular  b a s i s  f o r  senescence  and l o n g e v i t y  
Comparative s t u d i e s  us ing  r e l a t i v e l y  s imple  organisms may p rov ide  t h e  
f i r s t  i n s i g h t  t o  t h e s e  b a s i c  mechanisms. 

Phenotypic  expres s ion  of  l i f e  span is  a r e a d i l y  p r e d i c t a b l e  f e a t u r e  of 
most metazoan organisms.  The g e n e t i c  b a s i s  is n o t  known f o r  senescence .  
The N I A  encourages t h e  use  of i n v e r t e b r a t e s ,  w i t h  gene t i c - r e sea rch  
q u a l i t i e s ,  t o  s tudy  t h e  g e n e t i c  b a s i s  o f  senescence  and l o n g e v i t y .  

The r e l a t i o n s h i p  between s p e c i f i c  developmental  s t a g e s  of  a n  organism 
and subsequent  senescence  and l o n g e v i t y  i s  n o t  unders tood .  Th i s  may b e  
of p a r t i c u l a r  s i g n i f i c a n c e  should t h e  g e n e t i c  c o n t r o l  be  t h e  
programming of a developmental  sequence and t h e  even tua l  senescence  
secondary t o  g e n e t i c  program, i . e . ,  an  expres s ion  of a decay i n  one o r  
more systems o f  t h e  organism subsequent  t o  development. 

The proposed program emphasizes i n v e s t i g a t i o n s  p e r t a i n i n g  to, b u t  not 
l i m i t e d  t o ,  t h e  fo l lowing  a r e a s  in Drosophi la  g e n e t i c s :  

A.  Popu la t ion  g e n e t i c s  t o  e l u c i d a t e  e v o l u t i o n a r y  s t r a t e g i e s  and 
s e l e c t i o n  p r e s s u r e s  which e s t a b l i s h  l o n g e v i t y  p a t t e r n s  i n  
wi ld  and exper imenta l  p s p u l a t i o n s  of Drosophi la .  

B .  	 I s o l a t i o n  of developmental  and l o n g e v i t y  mutants  which show 
promise f o r  i d e n t i f i c a t i o n  of s p e c i f i c  gene products  w i th  key 
r e l a t i o n s h i p s  t o  even t s  de te rmining  l o n g e v i t y  and senescence .  

C.  	 I d e n t i f i c a t i o n  and/or  development of mutants  o r  s t r a i n s  t h a t  
can b e  used i n  somatic  mosaic s t u d i e s  w i t h  t h e  p o t e n t i a l  t o  
provide  knowledge on t h e  g e n e t i c  c o n t r o l  of  senescence and 
l o n g e v i t y  . 

D. 	 T r a n s p l a n t a t i o n  s t u d i e s ,  which enab le  a d i f f e r e n t i a l  exp res s ion  
of g e n e t i c  f a c t o r s  r e l a t e d  t o  senescence  and longev i ty .  
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E. C e l l ,  t i s s u e ,  and organ  c u l t u r e  s t u d i e s  o f  Drosophi la  complementary 
t o  t h e  program on t h e  g e n e t i c  b a s i s  of senescence  and l o n g e v i t y .  

_f 

F. 	 Research on t h e  b io logy  of Drosophi la  a t  t h e  molecular ,  b iochemica l ,  
and p h y s i o l o g i c a l  l e v e l s  t o  complement g e n e t i c  s t u d i e s  of  l o n g e v i t y  
and senescence .  

11. GOALS AND SCOPE 

Goals of N I A  inco rpora t ed  i n  t h i s  announcement are  t o  unders tand  t h e  
g e n e t i c  b a s i s  f o r  l o n g e v i t y  and senescence  i n  Drosophi la :  t h a t  i s ,  
t h e  s p e c i f i c  genes ,  t h e i r  p roduc t s ,  and t h e  f u n c t i o n  of  t h o s e  p roduc t s  
t h a t  most d i r e c t l y  re la te  t o  c o n t r o l  of l o n g e v i t y  and,  i f  a p p r o p r i a t e ,  
t o  t h e  senescence  phenomenon. An t i c ipa t ed  f i n d i n g s  are n o t  expected 
t o  relate, n e c e s s a r i l y ,  t o  senescence  i n  m a m m a l s  b u t  should l e a d  t o  
more p r e c i s e  s c i e n t i f i c  i n q u i r y  of  ag ing  i n  mammals. 

MECHANISM OF SUPPORT, FUNDING 

The suppor t  f o r  t h i s  program w i l l  be  v i a  t h e  t r a d i t i o n a l  N I H  r e s e a r c h  
p r o j e c t  g r a n t .  App l i can t s  are  expected t o  p l a n  and execu te  t h e i r  own 
r e s e a r c h  programs. Support  of g r a n t s  pu r suan t  t o  t h i s  announcement is 
con t ingen t  upon u l t i m a t e  receipt of  a p p r o p r i a t e  funds f o r  t h i s  purpose.  

REVIEW PROCEDURES AND C R I T E R I A  

A. App l i ca t ion  Review 

Upon r e c e i p t ,  a p p l i c a t i o n s  w i l l  b e  a s s igned  by t h e  D i v i s i o n  of 
Research Grants  t o  a n  i n i t i a l  review group f o r  s c i e n t i f i c  m e r i t  
review and t o  a n  a p p r o p r i a t e  I n s t i t u t e  o r  D iv i s ion  f o r  f i n a l  review 
by t h e i r  N a t i o n a l  Advisory Counci l fBoard.  

B. Review Cr i te r ia  

App l i ca t ions  must b e  r e l e v a n t  t o  t h e  g o a l s  of t h i s  announcement. 
The f a c t o r s  cons ide red  i n  e v a l u a t i n g  a p p l i c a t i o n s  are: 

e s c i e n t i f i c  m e r i t  of  t h e  r e s e a r c h  d e s i g n ,  approaches ,  and 
methodology ; 

e adequacy of e x i s t i n g  and proposed f a c i l i t i e s  and r e s o u r c e s ;  

e q u a l i f i c a t i o n s  and exper iences  of t h e  p r i n c i p a l  i n v e s t i g a t o r  and 
proposed s t a f f  f o r  t h e  conduct of t h e  proposed i n v e s t i g a t i o n s ;  

e r a t i o n a l e  of  t h e  s u b j e c t  and d u r a t i o n  of t h e  p r o j e c t  i n  r e l a t i o n  
t o  t h e  proposed r e s e a r c h .  
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V. METHOD OF APPLYING 

Page Twen ty - f i ve  

A. App l i ca t ion  Procedure 

Use t h e  s t anda rd  r e s e a r c h  g r a n t  a p p l i c a t i o n  form PHS 398. I f  t h e  
i n s t i t u t i o n ’ s  b u s i n e s s  o f f i c e  o r  c e n t r a l  a p p l i c a t i o n  c o n t r o l  o f f i c e  -
does n o t  have t h i s  form, a n  i n d i v i d u a l  copy may be  r eques t ed  by 
w r i t i n g  t o  : 

O f f i c e  of Grants  I n q u i r i e s  
D iv i s ion  of Research Grants  
Na t iona l  I n s t i t u t e s  of  Heal th  
Bethesda,  Maryland 20014 

Telephone: (301) 496-7441 

Type t h e  ph rase  “ N I A  DROSOPHILA GENETICS PROGRAM” i n  t h e  upper 
r i g h t  hand co rne r  of t h e  f a c e  page of  t h e  a p p l i c a t i o n .  Enclose  
a cove r ing  le t ter  s t a t i n g  t h a t  t h e  a p p l i c a t i o n  is i n  response  
t o  t h i s  announcement. Send t h e  N I A  a copy (see below). 

Follow t h e  i n s t r u c t i o n s  wi th  t h e  a p p l i c a t i o n  form PHS 398 making 
s u r e  t h a t  i t e m s  noted i n  Sec t ion  I V  o f  t h i s  announcement are c o v e r 4  
a p p r o p r i a t e l y .  Forward to :  

D iv i s ion  of Research Grants  

Room 240,  Westwood Bu i ld ing  

5333 Westbard Avenue 

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

Bethesda,  Maryland 20014 


Receip t  d a t e s  f o r  r e s e a r c h  g r a n t  a p p l i c a t i o n s  i n  response  t o  t h i s  
announcement are no la ter  than:  March 1, J u l y  1, and November 1. 

VI. INQUIRIES AND CORRESPONDENCE 

I n q u i r i e s  and correspondence should be  d i r e c t e d  t o :  

Basic Aging Program 
Extramural  and C o l l a b o r a t i v e  

Research Program 
Na t iona l  I n s t i t u t e  on Aging 
Na t iona l  I n s t i t u t e s  of Hea l th  
Bethesda,  Maryland 20014 

Telephone: ( 3 0 1 )  496-9350 
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MACULAR DISEASE 

RESEARCH GRANT APPLICATIONS SOUGHT BY THE RETINAL 

AND CHOROIDAL DISEASES PROGRAM 

OF THE NATIONAL EYE I N S T I T U T E  

The Na t iona l  Eye I n s t i t u t e ' s  R e t i n a l  and Choroidal  Diseases Program main ta ins  
con t inu ing  i n t e r e s t  i n  a b n o r m a l i t i e s  a s s o c i a t e d  wi th  t h e  macular r e g i o n  of 
t h e  r e t i n a  which i n c l u d e  l o s s  of c e n t r a l  v i s u a l  a c u i t y  and depressed  c o l o r  
v i s i o n .  C o l l e c t i v e l y ,  t h e s e  p a t h o l o g i c a l  c o n d i t i o n s  are r e f e r r e d  t o  as 
macular degene ra t ions  and c o n s t i t u t e  an  area of  excep t iona l  importance 
i n  t e r m s  o f  d i s e a s e  p rocesses  and r e s u l t a n t  v i s i o n  loss, as w e l l  as i n  
s c i e n t i f i c  i n t e r e s t  and r e s e a r c h  oppor tun i ty .  With ou r  p r e s e n t  s ta te  of 
knowledge, d e g e n e r a t i v e  d i s o r d e r s  of  t h e  macula can n e i t h e r  b e  prevented 
nor  cured and are cons idered  t o  be  one of  t h e  most d i f f i c u l t  v i s u a l  
d i s e a s e  problems t o  manage c l i n i c a l l y .  U n t i l  more informat ion  is ob ta ined  
about  d i s e a s e  mechanisms, l i t t l e  more can b e  done f o r  t h e  p a t i e n t  t han  
observe  t h e  development of macular degene ra t ions ,  l i m i t  therapy  t o  sympto­
matic measures,  and l o c a l i z e  t h e  d i s e a s e  p rocess  on an  ana tomica l  b a s i s .  

The purpose of t h i s  announcement is t o  emphasize t h e  need f o r  new and 
more comprehensive i n t e r d i s c i p l i n a r y  s t u d i e s  t o  i n c r e a s e  ou r  fundamental  
knowledge base  w i t h  r e s p e c t  t o  t h e  s t r u c t u r e  and physiology of t h i s  
r eg ion  of t h e  r e t i n a  as  w e l l  as t h e  e t i o l o g y  and pa thogenes is  of  i t s  
d i s o r d e r s .  Examples of  r e s e a r c h  areas i d e n t i f i e d  by t h e  Na t iona l  Advisory 
Eye Counci l  i n  i ts  r e c e n t  r e p o r t  e n t i t l e d  Vis ion  Research - A Na t iona l  P lan  
r e q u i r i n g  f u r t h e r  i n v e s t i g a t i o n  inc lude :  

1. 	 The temporal  even t s  i n  t h e  pa thogenes i s  of e a r l y  and l a te  
o n s e t  of  macular d i s e a s e s  need f u r t h e r  s tudy.  Informat ion  on 
biochemical, physiological ,  and ana tomica l  changes i n  t h e  
r e t i n a ,  r e t i n a l  pigment: ep i the l ium,  Bruch 's  membrane, and 
r e t i n a l  and c h o r o i d a l  vasculature needs t o  b e  c o r r e l a t e d  i n  
terms of t h e  d i s e a s e  process .  

2. 	 The macular r eg ion  is predisposed  t o  d e g e n e r a t i v e  changes,  and 
l a b o r a t o r y  s t u d i e s  of  d i f f e r e n c e s  between c e n t r a l  and p e r i p h e r a l  
r e t i n a l  s t r u c t u r e  and f u n c t i o n s  are needed t o  b e t t e r  understand 
t h e  inc reased  s u s c e p t i b i l i t y  of t h e  macular r eg ion  t o  d i s e a s e .  

This  announcement is made under a u t h o r i t y  of  Sec t ion  451 of t h e  
Pub l i c  Heal th  S e r v i c e  A c t  as amended (42  CH. 6A, subch. 111). Nat iona l  
Eye I n s t i t u t e  r e s e a r c h  g r a n t s  are adminis te red  i n  accord wi th  l a w ,  
r e g u l a t i o n ,  and p o l i c y  as desc r ibed  i n  t h e  Public Health Service Grants 
PoZicy Statement, October 1, 1976 [DHEW P u b l i c a t i o n  (OS) 77-50,OOOJ and 
Addendum [DHEW P u b l i c a t i o n  (OS) 77-50,000-A]. 
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3 .  	 The maintenance of photoreceptor  metabolism and of i n t r a - and 
i n t e r c e l l  membrane-barriers are  e s s e n t i a l  i n  o r d e r  t o  avoid  
r e t i n a l  edema and abnormal accumulat ion of  f l u i d s  under t h e  
r e t i n a  which may l e a d  t o  l o s s  of  v i s u a l  a c u i t y ,  r e t i n a l  detach­
ment, and ensuing b l i n d n e s s .  Fu r the r  r e s e a r c h  e f f o r t s  are 
needed t o  a d d r e s s  t h e  r e l a t i o n s h i p  between t h e  n e u r a l  r e t i n a  
and b lood- re t  i n a l  b a r r i e r s .  

4 .  	 Angiogenic f a c t o r ( s )  may e x i s t  and have a r o l e  i n  c h o r o i d a l  and 
r e t i n a l  n e o v a s c u l a r i z a t i o n .  There is  need f o r  c e l l  b i o l o g i s t s  
t o  develop i s o l a t i o n  and b ioassay  procedures  i n  o r d e r  t o  s tudy  
t h e  f a c t o r ( s ) .  

5. 	 Chemicals,  d rugs ,  and s y s t e m i c  medica t ions  should b e  eva lua ted  
t o  l e a r n  i f  they  have a h igh  a f f i n i t y  f o r  t h e  r e t i n a l  s t r u c t u r e s  
and may a l t e r  membrane physiology and photorecept ion .  S t u d i e s  
are needed t o  a d d r e s s  t h e  s i tes  of a c t i o n  of t h e s e  agen t s  i n  
t h e  v i s u a l  s y s t e m  and r easons  f o r  h igh  a f f i n i t y  of c e r t a i n  of 
t h e s e  a g e n t s  f o r  o c u l a r  t i s s u e s .  E f f o r t s  are a l s o  encouraged 
f o r  s t u d i e s  on t h e  mechanism of a c t i o n  and n a t u r e  of t h e  t o x i c  
changes produced by t h e s e  agen t s  i n  t h e  macular r eg ion  as a means 
of s tudy ing  s p e c i a l i z e d  r eg ions  of t h e  r e t i n a .  

APPLICATION SUBMISSION AND REVIEW 

Submission of r e s e a r c h  g r a n t  a p p l i c a t i o n s  addres s ing  t h e s e  fundamental 
problems i s  encouraged. I t  i s  expected t h e  fundamental  s t u d i e s  w i l l  
e v e n t u a l l y  impac t  upon improved p reven t ion  and c o n t r o l  of macular 
d i s e a s e s .  

Na t iona l  I n s t i t u t e s  of  Heal th  p e e r  review procedures  w i l l  b e  followed f o r  
a l l  responses  t o  t h i s  announcement. App l i can t s  must u se  t h e  r e g u l a r  
r e s e a r c h  g r a n t  a p p l i c a t i o n  form PHS 398 which i s  a v a i l a b l e  a t  i n s t i t u t i o n a l  
c e n t r a l  a p p l i c a t i o n  c o n t r o l  o f f i c e s .  Please i d e n t i f y  g r a n t  a p p l i c a t i o n  
submit ted i n  response  t o  t h i s  announcement by w r i t i n g  a t  t h e  top  of t h e  
f a c e  s h e e t  of t h e  a p p l i c a t i o n  "SUBMITTED I N  RESPONSE TO N E 1  PROGRAM 
ANNOUNCEMENT ON MACULAR DISEASE". The completed a p p l i c a t i o n  should be 
mailed to  : 

Div i s ion  of Research Grants  
Room 240 ,  Westwood Bu i ld ing  
Na t iona l  I n s t i t u t e s  of Heal th  
Bethesda, Maryland 20016 

where i t  w i l l  t hen  b e  ass igned  f o r  c o n s i d e r a t i o n  and review accord ing  
t o  t h e  N I H  r e f e r r a l  g u i d e l i n e s  f o r  r e s e a r c h  g r a n t s .  The s c i e n t i f i c  q u a l i t y  
and t h e  t e c h n i c a l  m e r i t  of a l l  a p p l i c a t i o n s  w i l l  be  eva lua ted  by a Nat iona l  
I n s t i t u t e s  of  Heal th  Study Sec t ion  and by t h e  Na t iona l  Advisory Eye 
Council .  Approved a p p l i c a t i o n s  will compete f o r  a v a i l a b l e  funds w i t h  
a l l  o t h e r  approved a p p l i c a t i o n s  ass igned  t o  t h e  Na t iona l  E y e  I n s t i t u t e .  
P o t e n t i a l  a p p l i c a n t s  are encouraged t o  communicate w i t h  Na t iona l  Eye 
I n s t i t u t e  s t a f f  ear1.y i n  t h e  process  of p repa r ing  a p p l i c a t i o n s .  

.*.ti: 
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A p p l i c a t i o n  r e c e i p t  d a t e s  are March 1, J u l y  1, and November 1 of each 
yea r .  A p p l i c a t i o n s  r ece ived  a f t e r  any one r e c e i p t  d a t e  are  cons ide red  
and reviewed t o g e t h e r  w i t h  t h o s e  r ece ived  by t h e  n e x t  r e c e i p t  d a t e .  The 
ear l ies t  p o s s i b l e  award d a t e  is approximately n i n e  months a f t e r  r e c e i p t  
d a t e .  

P re l imina ry  d r a f t s  o f  p r o p a s a l s  and o t h e r  i n q u i r i e s  r ega rd ing  t h i s  
announcement and t h e  r e p o r t  V i s ion  Research - A N a t i o n a l  P l a n  may b e  
may be  addres sed  t o :  

R e t i n a l  and Choroidal  Diseases Program 

S c i e n t i f i c  Programs Branch 

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

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

Bethesda,  Maryland 20014 
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NONHUMAN PRIMATES AVAILABLE 

The Na t iona l  I n s t i t u t e s  of Hea l th  h a s  e s t a b l i s h e d  s e v e r a l  s u p p l y  sou rces  
o f  nonhuman p r ima tes .  These sou rces  w e r e  e s t a b l i s h e d  t o  a s s u r e  a supply 
o f  a n i m a l s , f o r  N a t i o n a l  I n s t i t u t e s  o f  Hea l th  (NIH) and Alcohol ,  Drug 
Abuse,and Mental Hea l th  Admin i s t r a t ion  (ADAMHA) supported p r o j e c t s .  
Animals a v a i l a b l e  from t h e s e  sou rces  i n  t h e  nea r  f u t u r e  are as fo l lows :  

Rhesus monkeys - Macaca m u l a t t a  

100 females  - d o m e s t i c a l l y  b red ,  o v e r  1 yea r  o f  age,  1 .5  - 3.5 kg 
P r i c e  - $474 

150 males - domes t i ca l ly  b red ,  ove r  1 y e a r  o f  a g e ,  1 .5  - 3.5 kg 
P r i c e  - $4 74 

200 females  - domes t i ca l ly  b r e d ,  less than  1 yea r  o f  age ,  under 1 . 5  kg 
P r i c e  - $384 

200 males - d o m e s t i c a l l y  b red ,  less than  1 yea r  of  age ,  under 1 . 5  kg 
P r i c e  - $384 

30 a d u l t  females  - w i l d  caught ,  nonbreeders  b u t  o t h e r w i s e  hea l thy  
P r i c e  $474 

Cynomolgus monkeys - Macaca f a s c i c u l a r i s  

1 0  females  
P r i c e  -

15 males -
P r i c e  -

30 females  
P r i c e  -

35 males -
P r i c e  -

- d o m e s t i c a l l y  b r e d ,  ove r  1 y e a r  o f  a g e ,  1.5 - 2.5 kg 

$315 

d o m e s t i c a l l y  b red ,  o v e r  1 y e a r  o f  age ,  1 .5  - 2.5 kg 

$315 

- d o m e s t i c a l l y  b red ,  less t h a n  1 y e a r  o f  a g e ,  under 1 

$225 

d o m e s t i c a l l y  b red ,  less t h a n  1 y e a r  o f  age ,  under 1 .5  

$225 


S q u i r r e l  monkeys - S a i m i r i  sciureus 

10 

10 

1 0  

10 
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12  

11 

7 

39 

males - d o m e s t i c a l l y  bred o f  Colombian s tock,  over  1 yea r  o f  a g e ,  

500 - 700 grams - P r i c e  - $240 

males - d o m e s t i c a l l y  bred o f  Colombian s t o c k ,  less t h a n  1 y e a r  of a g e ,  

350 - 500 grams - P r i c e  $200 

females  - d o m e s t i c a l l y  bred o f  B o l i v i a n  s t o c k ,  ove r  1 y e a r  of  age ,  

500 - 700 grams - Price - $240 

males - d o m e s t i c a l l y  bred o f  B o l i v i a n  s t o c k ,  o v e r  1 yea r  of a g e ,  

500 - 700 grams - Price - $240 

females  - d o m e s t i c a l l y  bred o f  B o l i v i a n  s t o c k ,  less than  1 y e a r  of age ,  

350 - 500 grams - P r i c e  - $200 

males - d o m e s t i c a l l y  bred o f  B o l i v i a n  s t o c k ,  less than  1 yea r  of a g e ,  

350 - 500 grams - P r i c e  - $200 

females  - d o m e s t i c a l l y  bred of Guyanan s t o c k ,  ove r  1 yea r  of a g e ,  
500 - 700 grams - Price - $240 

males - domes t i ca l ly  bred o f  Guyanan s t o c k ,  ove r  1 yea r  of  a g e ,  

500 - 700 grams - P r i c e  - $240 

a d u l t  females  - wi ld  caugh t ,  Guyanan an ima l s ,  excess b r e e d e r s  

P r i c e  - $100 
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Except f o r  t h e  wi ld  caught an ima l s ,  t h e  d a t e s  of b i r t h  and t h e  1-

are a v a i l a b l e  upon r e q u e s t .  Unless s p e c i f i c a l l y  reques ted  otherw, -
1-1rhesus  monkeys, bu t  n o t  t h e  s q u i r r e l  monkeys, w i l l  be  vacc ina ted  agc i t  

measles. Requests  f o r  s p e c i a l  handl ing ,  specimens,  and procedures  w i A  
be cons idered .  

I n v e s t i g a t o r s  i n  n o n p r o f i t  i n s t i t u t i o n s  who wish t o  o b t a i n  an imals  from 
t h e  above groups f o r  u s e  i n  biomedical  and b e h a v i o r a l  p r o j e c t s  are i n v i t e d  
t o  submit r e q u e s t s  f o r  them. T h e  r e q u e s t s  i n  l e t te r  form should i n d i c a t e  
t h e  sou rce  of  suppor t  f o r  t h e  us ing  p r o j e c t  and,  i f  suppor ted  by N I H  o r  
ADAMHA, t h e  t i t l e  and number of t h e  g r a n t  o r  c o n t r a c t .  The r e q u e s t  should 
a l s o  i n c l u d e  a s p e c i f i c a t i o n  of t h e  an imals  r e q u i r e d ,  i nc lud ing  number, 
age ,  sex, o r  o t h e r  s p e c i a l  c h a r a c t e r i s t i c s ,  and state what,  i f  any ,  
requirement  t h e r e  w i l l  be  t o  o b t a i n  an imals  from c a p t i v e  bred sources  i n  
f u t u r e  y e a r s .  Such requi rements  f o r  f u t u r e  supply from c a p t i v e  bred  
sources  w i l l  be  honored whenever f e a s i b l e .  The e n t i r e  r e q u e s t  should n o t  
exceed one  t y p e w r i t t e n  page. It should be addressed  t o :  

D r .  Char les  McPherson 
Chief 
Animal Resources Branch 
Div i s ion  of Research Resources 
Room 5B59, Bui ld ing  31 
Na t iona l  I n s t i t u t e s  of  Hea l th  
Bethesda,  Maryland 20014 

P r i o r i t y  w i l l  b e  g iven  t o  r e q u e s t s  f o r  u s e  on N I H  and ADAMHA suppor ted  

p r o j e c t s  r ece ived  p r i o r  t o  March 1, 1979 ,  and a f t e r  t h a t  a l l  r e q u e s t s  w i l l  be  x 


honored on a f i r s t - co rne l f i r s t - se rved  b a s i s .  


The p r i c e  i n d i c a t e d  for each animal  i nc ludes  sh ipp ing  c o s t s .  These funds 

w i l l  b e  pa id  d i r e c t l y  t o  t h e  c o n t r a c t o r  supply ing  t h e  an imals  and w i l l  b e  

c r e d i t e d  t o  t h e  N I H  suppor ted  breeding  program t o  p r o v i d e ' p a r t i a l  suppor t  

f o r  t h e  breeding  c o l o n i e s .  
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PROTECTION OF HUMAN SUBJECTS 

T i t l e  45, Code o f  Fede ra l  Regu la t ions ,  P a r t  46 ,  
has  been amended by a n  i n t e r i m  f i n a l  r e g u l a t i o n .  
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I , . / / , / ,/ 

PROTECTION OF HUMAN SUBJECTS, 
The i n t e r i m  f i n a l  r egu la ­

t i o n  adds  a new element t o  t h e  d e f i n i t i o n  o f  Informed Consent i n  46.103(c) 
as fo l lows :  

“ ( 7 )  With respect t o  biomedical  o r  b e h a v i o r a l  r e s e a r c h  which 
may r e s u l t  i n  p h y s i c a l  i n j u r y ,  an  e x p l a n a t i o n  as t o  whether 
compensation and medical  t r ea tmen t  i s  a v a i l a b l e  i f  p h y s i c a l  
i n j u r y  o c c u r s  and, i f  so ,  what i t  c o n s i s t s  o f  o r  where f u r t h e r  
i n fo rma t ion  may b e  ob ta ined .  T h i s  subparagraph w i l l  app ly  
t o  r e s e a r c h  conducted abroad i n  c o l l a b o r a t i o n  w i t h  f o r e i g n  
governments o r  i n t e r n a t i o n a l  o r g a n i z a t i o n s  a b s e n t  t h e  e x p l i c i t  
nonconcurrence of  t h o s e  governments o r  o r g a n i z a t i o n s . ”  

The i n t e r i m  f i n a l  r e g u l a t i o n ,  which w i l l  become e f f e c t i v e  on January 2 ,  1979, 
and accompanying e x p l a n a t i o n s  appeared i n  t h e  Federal Regis ter  , Vol. 43, 
No.214, F r iday ,  November 3 ,  1978, a t  51559. Copies o f  t h e  Federa2 Register 
n o t i c e  and a n  e x p l a n a t i o n  have been s e n t  t o  t h e  5,000 names on t h e  O f f i c e  
f o r  P r o t e c t i o n  from Research Risks ma i l ing  l i s t .  A d d i t i o n a l  c o p i e s  o f  
t h e  r e p r i n t  and e x p l a n a t i o n  are a v a i l a b l e  from Doris  McGuire, t e l ephone  
(301) 496-7541, o r  through t h e  O f f i c e  f o r  P r o t e c t i o n  from Research R i sks ,  
Na t iona l  I n s t i t u t e s  o f  Hea l th ,  Bethesda, Maryland 20014. 

The i n t e r i m  f i n a l  r e g u l a t i o n  is t o  become e f f e c t i v e  i n  advance o f  p u b l i c  
comment and wi thou t  p r i o r  n o t i c e .  However, p u b l i c  comment is r eques t ed  
on t h e  p o l i c y  o f  i n c l u d i n g  a d v i c e  on t h e  a v a i l a b i l i t y  o r  n o n a v a i l a b i l i t y  
o f  compensation and medical  t r ea tmen t  f o r  i n j u r i e s  r e s u l t i n g  from r e s e a r c h  
and on t h e  s p e c i f i c  amendment. 

The r e g u l a t i o n  i s  n o t  intended t o  r e q u i r e  compensation nor t o  change 
ex i s t ing  l a w .  The i n t e n t  is on ly  t o  g i v e  the p r o s p e c t i v e  s u b j e c t  informa­
t i o n  which he o r  s h e  may u s e  i n  d e c i d i n g  whether t o  p a r t i c i p a t e .  

For t h e  p r e s e n t ,  t h e  O f f i c e  f o r  P r o t e c t i o n  from Research Risks o f f e r s  t h e  
fo l lowing  a d v i c e  on t h e  implementation of t h i s  amendment: 

e 	A l l  new r e s e a r c h  p roposa l s  and competing renewals  reviewed by 
I n s t i t u t i o n a l  Review Boards a f t e r  J anua ry  2,  1979, s h a l l  u t i l i z e  
t h e  d e f i n i t i o n  of informed consent  as amended. 

Q 	 A f t e r  t h e  above d a t e ,  i f  a r e s e a r c h  s u b j e c t  who i s  p a r t  of an  
ongoing r e s e a r c h  p r o j e c t  a sks -abou t  compensation o r  t r ea tmen t  f o r  
p h y s i c a l  i n j u r y ,  then t h a t  i n d i v i d u a l  i s  e n t i t l e d  t o  receive 
c o r r e c t  and complete information on t h e  matter. 

e 	The i n s t i t u t i o n  m u s t  d e s i g n a t e  an  i n d i v i d u a l  o r  o f f i c i a l  from 
whom in fo rma t ion  on t h e  a v a i l a b i l i t y  of compensation o r  t r ea tmen t  
can be  o b t a i n e d .  



Page Thi r ty- four  

0 	 S e c t i o n  46.103(c) ( 7 )  r e f e r s  on ly  t o  r e s e a r c h  i n  c o l l a b o r a t i o n  
w i t h  f o r e i g n  governments and i n t e r n a t i o n a l  o r g a n i z a t i o n s ,  n o t  t o  

Yt

i n s t i t u t i o n s  i n  f o r e i g n  c o u n t r i e s .  

a 	 Suggested wording f o r  consent  forms: "I unders tand  t h a t  i n  t h e  
event  of p h y s i c a l  i n j u r y  r e s u l t i n g  from t h e  r e s e a r c h  procedures ,  
(state what is  a v a i l a b l e ,  e . g . ,  'medica l  t r ea tmen t  f o r  i n j u r i e s  
or i l l n e s s  is  a v a i l a b l e ' / ' o n l y  acute/immediate/essential medical  
t r ea tmen t  [ inc lud ing  h o s p i t a l i z a t i o n ]  i s  a v a i l a b l e ' /  'monetary 
compensation i s  a v a i l a b l e  f o r  wages l o s t  because  of i n j u r y ' ;  or 
what is  n o t  a v a i l a b l e ,  e - g . ,  ' f i n a n c i a l  compensation is  no t  
a v a i l a b l e ,  bu t  medical  t r ea tmen t  is provided f r e e  of cha rge , '  e t c . ) . "  

The S e c r e t a r y  of Hea l th ,  Educa t ion ,  and Welfare  r e q u e s t s  comments from 
you and your c o l l e a g u e s  on t h e  i n t e r i m  f i n a l  r e g u l a t i o n s ,  Informed Consent -
D e f i n i t i o n  Amended t o  Inc lude  Advice on Compensation. Your r e sponse  
should b e  forwarded t o  : 

D i r e c t o r  

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


Research Risks  
Na t iona l  I n s t i t u t e s  of Hea l th  
Bethesda,  Maryland 20014 

w i t h i n  60 days of  t h i s  p u b l i c a t i o n  n o t i c e .  A prompt r e p l y  is  necessa ry .  

Ques t ions  on t h e  r e g u l a t i o n  and i t s  implementat ion should be  d i r e c t e d  to :  

Char l e s  MacKay , Ph. D. 

Deputy D i r e c t o r  

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


Research Risks  
Na t iona l  I n s t i t u t e s  of Hea l th  
Bethesda,  Maryland 20014 

Telephone: (301) 496-7005 
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DISTRIBUTION AND U T I L I Z A T I O N  OF PRIMATE MODELS 

FOR 

ATHEROSCLEROSIS AND HYPERTENSION 

The Divis ion  of  Heart and Vascular  Diseases, NHLBI, is  suppor t ing  through 
c o n t r a c t s  a program t o  breed and model nonhuman pr imates  f o r  s t u d i e s  of 
a t h e r o s c l e r o s i s  and hyper tens ion .  This  program w a s  prompted by t h e  growing 
evidence of t h e  v a l u e  of t h e  nonhuman pr imate  as a model of  cho ice  f o r  
s t u d i e s  i n t o  t h e  pathophysiology of a t h e r o s c l e r o s i s ,  hype r t ens ion ,  
ce reb rovascu la r  d i s e a s e ,  and dys l ipopro te inemia ;  t h e  impending s h o r t a g e s  i n  
nonhuman p r i m a t e s  from import sou rces ;  and t h e  knowledge t h a t  colony r ea red  
animals  can provide  a b e t t e r  c h a r a c t e r i z e d  animal f o r  s tudy .  

S ince  1975, six species of nonhuman pr imates  have been under r e s o u r c e  
and model development: Baboons and Af r i can  g reen ,  rhesus ,  s q u i r r e l ,  
patas,  and s tumpta i l ed  monkeys. A seventh  species w a s  in t roduced  i n  t h e  
F a l l  o f  1977: t h e  cynomolgus monkey. The animals  and t h e i r  colony r ea red  
progeny are main ta ined  i n  modelled regimens as w e l l  as i n  c o n t r o l  groups.  
I n  a d d i t i o n  t o  t h e  e f f o r t  suppor ted  by t h e  DHVD P r i m a t e  Model Program, 
each r e s o u r c e  s i te  posses ses  d i s t i n c t i v e  a n c i l l a r y  a s p e c t s  v a l u a b l e  t o  
sany of  t h e  p o t e n t i a l  u s e r s  of t h e  r e s o u r c e  co lon ie s .  A brochure d e s c r i b i n g  
t h e  s p e c i f i c  a s p e c t s  of t h e  i n d i v i d u a l  sites and t h e  s p e c i e s  and model l ing 
is i n  p repa ra t ion .  See  t h e  Table  a t t a c h e d  f o r  a gene ra l  o u t l i n e  of 
species and model l ing a v a i l a b l e  from e x i s t i n g  p r i m a t e  r e sources  and 
t h e  addres s  of t h e  r e source  d i r e c t o r s  who may be  contac ted  f o r  f u r t h e r  
i n f  orma t ion. 

We are p r e s e n t l y  e n t e r i n g  t h e  u t i l i z a t i o n  phase of t h e  e f f o r t  and are 
i n v i t i n g  r e q u e s t s  t o  u s e  t h e  a v a i l a b l e  r e sources  - r e q u e s t s  from t h e  
a t h e r o s c l e r o s i s ,  hyper tens ion ,  and c a r d i o v a s c u l a r  research community, 
i n  p a r t i c u l a r ,  as w e l l  as the s c i e n t i f i c  community a t  l a r g e .  P r i o r i t y  
w i l l  be  g iven  t o  NHLBI and N I H  suppor ted  g r a n t e e s ,  bu t  m e r i t o r i o u s  r e q u e s t s  
from o t h e r s  w i l l  be  e n t e r t a i n e d  where p o s s i b l e ,  given t h e  l i m i t e d  number 
of  animals  which w i l l  b e  a v a i l a b l e  f o r  u t i l i z a t i o n .  

The r e source  program is designed t o  a l low maximum u t i l i z a t i o n  wi thout  
compromising t h e  breeding  colony o r  model l ing  procedures .  The fo l lowing  
c r i t e r i a  developed by t h e  Fede ra l  In te ragency  P r i m a t e  S t e e r i n g  Committee 
w i l l  be  cons idered  as b a s i c  e lements  i n  e v a l u a t i n g  any r eques t  f o r  
u t i l i z a t i o n  of t h e  animals .  

1. 	 That t h e  r e sea rch  proposed can be done b e s t  w i th  p r i m a t e s ,  
i . e . ,  t h a t  no o t h e r  known system o r  o t h e r  kind of  animal 
could  produce comparable r e s u l t s .  

2 .  	 That t h e  s p e c i e s  of p r i m a t e  proposed is t h e  most a p p r o p r i a t e  
and t h a t  some o t h e r  more p l e n t i f u l  s p e c i e s  would no t  be adequate .  

3 .  	 That t h e  number of primates proposed is  t h e  minimum t h a t  will 
produce a c c e p t a b l e  s c i e n t i f i c  r e s u l t s .  
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4 .  	 That t h e  p r i m a t e s  w i l l  n o t  b e  s a c r i f i c e d  du r ing  o r  a t  t h e  end 
of t h e  s tudy  except  i n  t h o s e  cases r e q u i r i n g  t e rmina t ion  as 
p a r t  of t h e  i n v e s t i g a t i o n .  

5. 	 That ,  i f  autoposy is  deemed necessa ry ,  p o s i t i v e  a c t i o n  w i l l  
be  taken  t o  s h a r e  t i s s u e  when f e a s i b l e .  

I n  g e n e r a l ,  r e q u e s t s  are l i k e l y  t o  f a l l  w i t h i n  t h r e e  areas of u se .  For 
d e s c r i p t i v e  purposes  t h e s e  c a t e g o r i e s  have been des igna ted  as: 

0 	 Category 1 - i .e . ,  drawing blood samples,  c o l l e c t i n g  u r i n e  
samples ,  s t u d i e s  w i t h  minimal o r  no p e r t u r b a t i o n .  

0 	 Category 2 - i . e . ,  me tabo l i c ,  d i e t a r y ,  s u r g i c a l  s t u d i e s ,  o r  
such long  term s t u d i e s  which do n o t  compromise t h e  a n i m a l ' s  
f u t u r e  r o l e  i n  t h e  r e source .  

0 	 Category 3 - i .e.,  procedures  of such a n a t u r e  t h a t  t h e  
an ima l ' s  f u t u r e  r o l e  i n  t h e  colony s e t t i n g  i s  compromised -
t h e  animal h a s  c l e a r l y  decreased  o r  no v a l u e  f o r  o t h e r  
experiments  i n  t h e  f u t u r e ;  t e r m i n a l  s t u d i e s .  

These t h r e e  g e n e r a l  t y p e s  of u s e  w i l l  r e q u i r e  vary ing  degrees  of review. 
Two U s e  Pane l s  w i l l  review r e q u e s t s  on t h e  b a s i s  of ( a )  s c i e n t i f i c  m e r i t ,  
(b )  program re l evance ,  ( c )  s p e c i f i c  need f o r  c a p t i v e  r ea red  an ima l s ,  
(d) p r a c t i c a l i t y  of performing s t u d i e s  a t  the r e s o u r c e  si te,  and ( e )  i n  
t h o s e  cases where an imals  are t r a n s f e r r e d ,  documented a b i l i t y  of t h e  
a p p l i c a n t  i n s t i t u t i o n  t o  house and care f o r  pr imates  p rope r ly .  (An 
i n s t i t u t i o n a l  a s su rance ,  accepted  by t h e  O f f i c e  f o r  P r o t e c t i o n  from 
Research Risks ,  N I H ,  w i l l  p rov ide  such documented a b i l i t y ,  as w i l l  
a c c r e d i t a t i o n  by t h e  W A C .  See N I H  Guide for Grants and Contracts, 
Vol. 7 ,  No. 17, November 10, 1978.) 

Each c o n t r a c t o r  w i l l  e s t a b l i s h  an  On-s i te  U s e  Review Panel  comprised of 
t h e  a p p r o p r i a t e  c o n t r a c t  s t a f f  and o u t s i d e  c o n s u l t a n t s ,  as necessa ry .  I n  
a d d i t i o n  t h e r e  w i l l  b e  a DHVD U s e  Review Pane l  comprised of NHLBI and 
N I H  s t a f f ,  expe r t  c o n s u l t a n t s ,  and t h e  P r o j e c t  O f f i c e r  as Execut ive  
S e c r e t a r y .  

Rout ine u s e  r e q u e s t s  i n  Category 1 w i l l  b e  reviewedlapproved by t h e  
c o n t r a c t o r  i n  con junc t ion  w i t h  t h e  On-s i te  U s e  Review Pane l ,  u t i l i z i n g  
customary m e r  i t  c r i te r ia  . 
Category 2 s t u d i e s  w i l l  be  reviewedlapproved by t h e  c o n t r a c t o r  i n  conjunc­
t i o n  wi th  t h e  On-s i te  U s e  Review Panel .  I n  c e r t a i n  c a s e s  t h e s e  r e q u e s t s  
may be  r e f e r r e d  t o  t h e  P r o j e c t  O f f i c e r  and t h e  DHVD U s e  Review Panel .  

Category 3 use  r e q u e s t s  w i l l  b e  reviewed c o l l a b o r a t i v e l y  by t h e  c o n t r a c t o r ,  
t h e  ?reject O f f i c e r ,  and t h e  DHVD Use Review Panel .  

Procedures  t o  be  employed i n  t h e  u s e  of t h e  r e source ,  such as animal  care, 
v e t e r i n a r y  c a r e ,  q u a r a n t i n e ,  n e c r o p s i e s ,  o p e r a t i n g  room u s e ,  d a t a  management, 
e t c . ,  and t h e  c o s t  of t h e s e  procedures  w i l l  a l s o  be  cons idered  i n  t h e  
review of  requests t o  u s e  t h e  resource .  
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M u l t i p l e  u s e  of  an ima l s ,  such as s h a r i n g  body t i s s u e s  and f l u i d s  when an  
animal is t e rmina ted  and concur ren t  s t u d i e s ,  w i l l  b e  given h i g h e s t  
p r i o r i t y  when f e a s i b l e .  

Any a p p e a l  of r e q u e s t s  f o r  r o u t i n e  o r  non-invasive u s e  denied a t  t h e  
c o n t r a c t o r  l e v e l  may be  addressed t o  t h e  P r o j e c t  O f f i c e r  and t h e  N H L B I ' s  
Use Review Pane l .  

I t  i s  emphasized t h a t  u s e r s  of t h e  r e source  must a t  l eas t  s h a r e  t h e  c o s t  
o f  such use.  Funds r ece ived  from u s e r s  s h a l l  be  c r e d i t e d  t o  t h e  c o n t r a c t  
t o  h e l p  pay t h e  c o s t s  of developing and ma in ta in ing  t h e  r e source .  

The r e q u e s t s ,  i n  l e t te r  form, should i n c l u d e  t h e  t i t l e  and number of t h e  
N H L B I / N I H  g r a n t  suppor t ing  t h e  r e s e a r c h  o r  o t h e r  suppor t  as  a p p r o p r i a t e ,  
t h e  names o f  t h e  major c o i n v e s t i g a t o r s  ( i f  a n y ) ,  a s h o r t  d e s c r i p t i o n  o f  
t h e  r e s e a r c h  p r o j e c t ,  a s p e c i f i c a t i o n  o f  t h e  an ima l s  r e q u i r e d  i n c l u d i n g  
number, age ,  sex, o r  o t h e r  s p e c i a l  c h a r a c t e r i s t i c s ,  i f  an ima l s  a re  t o  be 
s t u d i e d  a t  r e s o u r c e  s i t e  o r  t r a n s f e r r e d .  The e n t i r e  r e q u e s t  should p o t  
exceed two t y p e w r i t t e n  pages,  and when a p p r o p r i a t e  should b e  addres sed  t o  
t h e  s p e c i f i c  r e s o u r c e  c o n t a c t .  A copy of t h i s  r e q u e s t  should a l s o  b e  
s e n t  t o  M s .  Nanci C. B r iggs ,  P r o j e c t  O f f i c e r ,  N a t i o n a l  I n s t i t u t e s  o f  Hea l th ,  
Na t iona l  Heart, Lung, and Blood I n s t i t u t e ,  Room 4C16, Fede ra l  Bu i ld ing ,  
Bethesda, Maryland 20014. 

I f  an i n v e s t i g a t o r  needs more information about  t h e  r e s o u r c e s  t o  p l a n  a 
p roposa l ,  h e  may w r i t e  t h e  D i r e c t o r  of each program d i r e c t l y  f o r  
a d d i t i o n a l  i n fo rma t ion .  

Also,  r e q u e s t s  o f  a g e n e r a l  n a t u r e  should b e  addressed t o  M s .  B r iggs  f o r  
r e f e r r a l  c o o r d i n a t i o n .  The i n v e s t i g a t o r  w i l l  b e  n o t i f i e d  i n  w r i t i n g  of 
t h e  outcome o f  h i s l h e r  r e q u e s t .  

This is a n  announcement of t h e  l i m i t e d  a v a i l a b i l i t y  o f  p r ima tes  from t h e  
r e s o u r c e s  maintained by t h e  Na t iona l  Heart, Lung, and Blood I n s t i t u t e .  
I T  I S  NOT A REQUEST FOR APPLICATIONS FOR RESEARCH GRANTS. 
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REQUEST FOR RESEARCH GRANT APPLICATIONS: RFA , / / I / / / / / / / /  

,,/ / / 1 / 1’5NATIONAL I N S T I T U T E  O F  ALLERGY AND INFECTIOUS DISEASES / ANNOUNCEMENT 

LEGIONNAIRES DISEASE 

I. INTRODUCTION 

The Na t iona l  I n s t i t u t e  of Al le rgy  and I n f e c t i o u s  Diseases (NIAID) 
i n v i t e s  a p p l i c a t i o n s  f o r  r e s e a r c h  i n  t h e  ongoing problem of Legion­
n a i r e s ’  Disease (LD). There is a growing body of in format ion  about  
LD, y e t  many c r i t i c a l  gap areas i n  our  knowledge of t h i s  d i s e a s e  
remain. It is of c r u c i a l  importance t h a t  t h e s e  informat ion  gaps 
b e  br idged  so t h a t  medical and h e a l t h  care p r o f e s s i o n a l s  w i l l  be 
b e t t e r  prepared  t o  s tudy  and t o  d e a l  wi th  t h e  d i a g n o s i s ,  p reven t ion ,  
and t r ea tmen t  of t h i s  d i s e a s e .  

Our p r e s e n t  knowledge i n d i c a t e s  t h a t  LD is p r i m a r i l y  an  a c u t e ,  f e b r i l e  
d i s e a s e  t h a t  o f t e n  p r e s e n t s  as a s e v e r e  pneumonia. I t  is now known 
t h a t  t h e  p u t a t i v e  c a u s a l  organism i s  a f a s t i d i o u s ,  gram-negative 
bac ter ium,  showing no c l o s e  r e l a t i o n s h i p  t o  o t h e r  gram-negative 
b a c t e r i a .  Se ro log ic  and c u l t u r a l  d a t a  have l i n k e d  t h i s  bac te r ium,  
o r  o t h e r s  very  similar t o  i t ,  t o  ear l ier  recorded outbreaks  of  a 
s e v e r e  pneumonia-like d i s e a s e  f o r  which no s p e c i f i c  cause  could be  
found a t  t h a t  t i m e .  It has  now been r epor t ed  t h a t  LD is a l s o  found 
i n  p a t i e n t s  w i t h i n  t h e  h o s p i t a l  s e t t i n g ;  rise i n  an t ibody t i ter  has  
a l s o  been noted  i n  h o s p i t a l  employees. The d i s e a s e  can t h e r e f o r e  be 
cons idered  as a p o t e n t i a l  nosocomial i n f e c t i o n .  A s  a r e s u l t  of t h i s  
newer informat ion ,  d e b i l i t a t e d  o r  immunosuppressed p a t i e n t s  may now 
be cons idered  a t  g r e a t e r  r i s k  of a c q u i r i n g  t h i s  d i s e a s e .  

I n  a d d i t i o n  t o  t h e  widely-reported and more s p e c t a c u l a r  epidemics ,  
such  as occur red  i n  P h i l a d e l p h i a ,  Pennsylvania;  i n  Bloomington, 
Ind iana ;  and e l sewhere ,  i t  i s  now recognized t h a t  s p o r a d i c  cases a r e  
q u i t e  common. Cases of t h e  d i s e a s e  have been r e p o r t e d  from n e a r l y  
a dozen c o u n t r i e s ;  i t  i s  e n t i r e l y  p o s s i b l e  t h a t ,  as o u r  d i a g n o s t i c  
techniques  improve, spo rad ic  cases may w e l l  b e  i d e n t i f i e d  wordwide. 

A s  a r e s u l t  of t h e  growing r e c o g n i t i o n  of t h e  importance of  LD, 
a symposium on t h i s  d i s e a s e  w a s  he ld  a t  t h e  Center  f o r  Disease Cont ro l  
(CDC), A t l a n t a ,  on November 13-15, 1978 ,  sponsored j o i n t l y  by CDC,  
t h e  N I A I D ,  and t h e  World Hea l th  Organiza t ion  (WHO). The symposium 
confe rees  d i scussed  every a s p e c t  of t h e  d i s e a s e  problem, from t h e  
c l i n i c a l  i l l n e s s ,  through epidemiology, t o  d i a g n o s t i c  and therapy 
methods. The conference  proceedings w i l l  be  publ i shed  i n  t h e  Annals 
of I n t e r n a l  Medicine. 
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11. RESEARCH SCOPE 

I n  an  e f f o r t  t o  s t i m u l a t e  and broaden t h e  scope o f  r e s e a r c h  i n  the  

U.S. on t h i s  d i s e a s e  problem, t h e  N I A I D  i s  i n v i t i n g  a p p l i c a t i o n s  

from i n t e r e s t e d  r e s e a r c h e r s  who a r e  h i g h l y  motivated e i ther  t o  expand 

t h e i r  ongoing r e s e a r c h  t o  i n c l u d e  s t u d i e s  on LD o r  t o  i n i t i a t e  e n t i r e l y  

new r e s e a r c h  problems i n  LD. The areas o f  r e s e a r c h  i n t e r e s t  of the 

N I A I D  are  broad and can i n c l u d e  any o r  a l l  of t h e  fo l lowing  g e n e r a l  

c a t e g o r i e s  ( t h e s e  are n o t  l i s t e d  i n  any s p e c i f i c  p r i o r i t y  o r d e r ) :  


A. C l i n i c a l  d i s e a s e  man iEes t a t ion ;  t he rapy ;  

B .  Pathology;  

C .  	 Biology of the c a u s a l  organism - c u l t u r a l  c h a r a c t e r i s t i c s ,  
biochemical  p r o p e r t i e s ,  u l t r a s t r u c t u r e  and morphology, a n t i -
gen ic  r e l a t i o n s h i p s  and a n t i g e n  composi t ion;  t h e  e c o l o g i c a l  
n i c h e  of t h e  c a u s a l  organism; 

D. Animal model systems;  pa thogenes i s ;  

E .  Role of t o x i c  o r  o t h e r  v i r u l e n c e  f a c t o r s ;  

F. 	 Immunology and h o s t - p a r a s i t e  i n t e r a c t i o n s ;  c e l l u l a r  
immune r e s p o n s e s ,  humoral immunity and t h e  r o l e  o f  an t ibody ;  

G .  	 Epidemiology - h o s t  r ange ,  methods of s p r e a d ,  nosocomial 
i n f e c t  i o n s ,  c o n t r i b u t i n g  f a c t o r s ;  

H .  	 Diagnos t i c  methods - s e r o l o g i c a l ,  c u l t u r a l ,  and o t h e r  
t echn iques .  

111. APPLICATION PROCESS 

Research g r a n t  p r o p o s a l s  submi t t ed  t o  t h e  N I H  w i l l  b e  reviewed by 
t h e  normal N I H  p e e r  review s y s t e m ,  i . e . ,  i n i t i a l  review by an a p p r o p r i a t e  
Study S e c t i o n  and f i n a l  review by an  Advisory Counci l .  Funding of 
approved g r a n t  p r o p o s a l s  w i l l  be  based on p r i o r i t y  s c o r e s  as recommended 
by t h e  reviewing groups as well as t h e  a v a i l a b i l i t y  of  funds.  

A p p l i c a t i o n s ,  on form PHS 398, should b e  forwarded t o :  

D i v i s i o n  o f  Research Gran t s  
Na t iona l  I n s t i t u t e s  of H e a l t h  
Room 2 4 0 ,  Westwood Bu i ld ing  
Bethesda,  Maryland 20014 

Receipt  d a t e s  w i l l  b e  t h e  same as f o r  a l l  new r e s e a r c h  g r a n t  p r o p o s a l s  
t o  t h e  N I H ,  i . e . ,  March 1, J u l y  1, and November 1 of  each c a l e n d a r  y e a r .  

*I­

-
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For f u r t h e r  i n fo rma t ion  on t h i s  program o r  r e l a t e d  r e s e a r c h  programs 
of  t h e  N I A I D ,  please c o n t a c t :  

Mi l ton  P u z i s s ,  Ph.D. 

Chief 

Bac te r io logy  and Virology Branch 

MIDP, N I A I D  

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

Room 738, Westwood Bu i ld ing  

Bethesda,  Maryland 20014 


Telephone: (301) 496-7728 
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REQUEST FOR RESEARCH GRANT APPLICATIONS:  RFA NHLBI-DHVD-79G-G 

HYPERTENSION SPECIALIZED CENTERS OF RESEARCH 
, , , , / / I / / / / /  

NATIONAL HEART, LUNG, AND BLOOD I N S T I T U T E  


I. INTRODUCTION 

The D i v i s i o n  of Heart and Vascular  Diseases of t h e  Na t iona l  Heart, Lung, 
and Blood I n s t i t u t e  announces a n a t i o n a l  compe t i t i on  t o  e s t a b l i s h  a 
l i m i t e d  number of SPECIALIZED CENTERS OF RESEARCH (SCOR) devoted t o  
HYPERTENSION. 

The o b j e c t i v e  of t h e  I n s t i t u t e  i n  renewing t h i s  program is  t o  focus  
r e s o u r c e s ,  f a c i l i t i e s ,  and manpower on p a r t i c u l a r  problems and t o  
e x p e d i t e  t h e  development and a p p l i c a t i o n  of new knowledge e s s e n t i a l  f o r  
improved d i a g n o s i s ,  t r e a t m e n t ,  and p reven t ion  of hype r t ens ion .  

11. BACKGROUND 

United S t a t e s  P u b l i c  Heal th  S e r v i c e  su rveys  i n d i c a t e  t h a t  t h e r e  are 
a t  least 35 m i l l i o n  Americans who have hype r t ens ion .  Th i s  r e p r e s e n t s  
ove r  15%of t h e  a d u l t  p o p u l a t i o n ,  w i t h  t h e  p reva lence  among t h e  b l a c k  
p o p u l a t i o n  n e a r  30%. 

Hyper tens ion  is  a major c o n t r i b u t i n g  f a c t o r  to c a r d i o v a s c u l a r  d e a t h  
and d i s e a s e .  It is  a s s o c i a t e d  w i t h  a reduced l i f e  expectancy due t o  
a n  increase i n  f requency  of s t r o k e ,  h e a r t  attack, h e a r t  f a i l u r e ,  and 
kidney f a i l u r e .  Although t h e  d e t e c t i o n  and c o n t r o l  of hype r t ens ion  
c o n t i n u e  t o  increase p r i m a r i l y  through g r e a t e r  p u b l i c  awareness and 
more widespread u s e  of d i e t  and drug t he rapy ,  the identification of 
t h e  unde r ly ing  cause  i n  t h e  great majority of cases of hyper t ens ion  
is sti l l  unknown. Because so many people  are a f f e c t e d  by hype r t ens ion  
and because  of t h e  p o t e n t i a l  f o r  s e r i o u s  compl i ca t ions ,  i t  would be  
e s p e c i a l l y  d e s i r a b l e  t o  prevent  it. An i n c r e a s e d  emphasis on fundamental 
r e s e a r c h  is  needed to accomplish t h i s .  

111. OVERVIEW 

A thorough unders tanding  of t h e  e t i o l o g y  and pa thogenes i s  of hype r t ens ion  
w i l l  be  r e q u i r e d  t o  ach ieve  i t s  e f f e c t i v e  t r e a t m e n t  and p reven t ion .  The 
o b j e c t i v e  of t h e  Hypertension SCOR program is t o  e x p e d i t e  t h e  development 
and a p p l i c a t i o n  of new knowledge e s s e n t i a l  f o r  improved d i a g n o s i s ,  t reat­
ment, and p reven t ion  of hype r t ens ion .  Each SCOR r e s e a r c h  program should  
r e p r e s e n t  a m u l t i d i s c i p l i n a r y  approach t o  e i t h e r  fundamental r e s e a r c h  
o r  c l i n i ca l  r e s e a r c h ,  o r  p r e f e r a b l y  an i n t e r a c t i v e  combination of funda­
menta l  and c l i n i c a l  r e s e a r c h ,  focused on p a r t i c u l a r  problems d e a l i n g  
w i t h  one o r  more types  of hype r t ens ion  ( i n c l u d i n g  l a b i l e ,  mi ld ,  e s s e n t i a l ,  
ma l ignan t ,  primary a ldos t e ron i sm,  r e n a l ,  and o t h e r  secondary forms). 
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IV. 

Although t h e  r e s e a r c h  programs w i l l  vary  as  a f u n c t i o n  of l o c a l  t a l e n t ,  
i n t e r e s t ,  and r e sources ,  each SCOR should have a c e n t r a l  theme t o  
which a l l  i n d i v i d u a l  p r o j e c t s  should relate. The fo l lowing  are examples -.+ 

of such t o p i c s :  r e n a l  and e.ndocrine f a c t o r s  c o n t r i b u t i n g  t o  t h e  develop­
ment and maintenance of e s s e n t i a l  o r  secondary hype r t ens ion ;  pathophysiology 
of v a s c u l a r  smooth muscle r e s u l t i n g  from hyper t ens ive  d i s e a s e  o r  v a s o a c t i v e  
a g e n t s ;  t h e  kidney as a r e g u l a t o r  of ar ter ia l  p r e s s u r e - i n c l u d i n g  t h e  r en in ­
ang io tens in -a ldos t e rone  s y s t e m  and i t s  i n t e r a c t i o n  w i t h  sympathe t ic  nervous 
system; t h e  r o l e  of t h e  c e n t r a l  nervous system i n  hype r t ens ion ;  t h e  rela­
t i o n s h i p  of v a s o a c t i v e  s y s t e m s  such as k a l l i k r e i n - k i n i n ,  p r o s t a g l a n d i n ,  
and o t h e r  l i p i d  materials t o  e t i o l o g y  of hype r t ens ion ;  j u v e n i l e  hyper-
t e n s i o n ;  ep idemio log ica l  and c l i n i c a l  s t u d i e s  of g e n e t i c ,  c o n s t i t u t i o n a l ,  
and environmental  f a c t o r s  r e l a t e d  t o  hype r t ens ion ;  and i n t e r r e l a t i o n s h i p s  
of c a r d i o v a s c u l a r  dynamics,  f l u i d  compartment volumes, and sodium ba lance .  
Th i s  l i s t  i s  n o t  t o  be  regarded as  complete o r  e x c l u s i v e .  

This  t h i r d  compe t i t i on  f o r  Hypertension SCORs r e p r e s e n t s  an  open competi­
t i v e  c o n t i n u a t i o n  of t h e  p r e s e n t  ex t ramura l  program which c u r r e n t l y  has  
an  annual  funding base  of $ 4 . 4  m i l l i o n .  T h i s  is  n o t  a commitment t o  
expend any o r  a l l  of t h e s e  funds ,  bu t  it is  a n t i c i p a t e d  t h a t  on t h e  o r d e r  
of f i v e  o r  more Hypertension SCORs might be  suppor ted .  It should be  
emphasized t h a t  there i s  no necessa ry  r e l a t i o n s h i p  between t h e  c o s t  and 
s i z e  of a SCOR and t h e  q u a l i t y  of s c i e n t i f i c  research t o  be c a r r i e d  out. 

CHARACTERISTICS OF A SPECIALIZED CENTER OF RESEARCH 

A .  Desc r ip t ion  

A SCOR should b e  a n  i d e n t i f i a b l e  o r g a n i z a t i o n a l  u n i t  w i t h i n  t h e  
sponsor ing  i n s t i t u t i o n .  Each a p p l i c a n t  o r g a n i z a t i o n  w i l l  be  
expec ted  t o  propose i t s  own program based on l o c a l  i n t e r e s t s  and 
r e s o u r c e s .  The r e s e a r c h  program should  c o n s i s t  of a p lanned  a t t a c k  
upon problems a s s o c i a t e d  wi th  e t i o l o g y ,  pa thogenes i s ,  p r e v e n t i o n ,  
d i a g n o s i s ,  o r  t r ea tmen t  of hype r t ens ion .  

Each SCOR w i l l  i d e n t i f y  s p e c i f i c  o b j e c t i v e s  that  w i l l  r e p r e s e n t  
t h e  primary theme of t h e  proposed hype r t ens ion  research. A SCOR 
may a d d r e s s  s e v e r a l  o b j e c t i v e s  provided t h a t  t h e  r e s u l t a n t  combina­
t i o n  can be shown t o  be r e l a t e d  d i r e c t l y  t o  the p r iEa ry  theme. The 
r e l a t i o n s h i p  of  each p r o j e c t  t o  t h e  theme of t h e  o v e r a l l  SCOR pro­
p o s a l  w i l l  be  g iven  cons ide rab le  a t t e n t i o n  i n  the review of t h e  
p roposa l .  Funds may a l s o  be r eques t ed  t o  suppor t  c o r e  r e s o u r c e s .  

- F a c i l i t i e s  must be a v a i l a b l e  f o r  the pr imary needs of t h e  SCOR and 
must r e q u i r e  no more than  moderate  mod i f i ca t ion .  Funds f o r  new 
c o n s t r u c t i o n  are n o t  a v a i l a b l e .  The a p p l i c a n t  i n s t i t u t i o n  must be 
w i l l i n g  t o  make a long-term commitment of p h y s i c a l  r e s o u r c e s  and 
s t a f f  necessa ry  f o r  development and o p e r a t i o n  of t h e  SCOR. A l s o  
the p a r t i c i p a t i n g  s t a f f  m u s t  b e  o u t s t a n d i n g ,  expe r i enced ,  and 
w i l l i n g  t o  make a long-term commitment. 
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Although t h e  support  mechanism f o r  SCORs w i l l  be t h e  g r a n t -
in -a id ,  it w i l l  d i f f e r  from o t h e r  r e s e a r c h  g r a n t s  bo th  i n  i ts  
emphasis on g o a l  o r i e n t a t i o n  and i n  t h e  deg ree  of c o o r d i n a t i o n  
by t h e  Na t iona l  Heart, Lung, and Blood I n s t i t u t e  (NHLBI). While 
it is expec ted  t h a t  t h e  SCOR w i l l  p l a n ,  d i r e c t ,  and e x e c u t e  i t s  
own r e s e a r c h  program, i t  must a l s o  be r e spons ive  t o  t h e  i d e n t i f i e d  
needs  of t h e  NHLBI bo th  as t o  program c o n t e n t  and d i r e c t i o n .  
A p p l i c a n t s  may r e q u e s t  suppor t  f o r  a p e r i o d  of f i v e  y e a r s .  

(The Hypertension SCORs should n o t  be  confused w i t h  t h e  
Na t iona l  Research and Demonstration Cen te r s  t h a t  t h e  NHLBI  
s u p p o r t s .  A Research and Demonstration Center  i n c l u d e s  r e s e a r c h ,  
demons t r a t ion ,  and educa t ion  e lements ,  wh i l e  t h e  emphasis of  a 
SCOR i s  on r e s e a r c h . )  

A SCOR d i f f e r s  from a program p r o j e c t  i n  t h a t  t h e  area f o r  
r e s e a r c h  ( i . e . ,  hype r t ens ion )  i s  i d e n t i f i e d  by t h e  NHLBI as 
w e l l  as by t h e  c l o s e r  c o o r d i n a t i o n  of t h e  program by t h e  NHLBI 
s t a f f  as d i scussed  below. 

Although t h i s  t h i r d  s o l i c i t a t i o n  f o r  Hypertension SCORs is  
inc luded  and provided f o r  i n  t h e  f i n a n c i a l  p l a n s  f o r  F i s c a l  
Year 1981, suppor t  of g r a n t s  pursuant  t o  t h i s  r e q u e s t  f o r  
a p p l i c a t i o n s  is c o n t i n g e n t  upon u l t i m a t e  r e c e i p t  of a p p r o p r i a t e d  
funds  f o r  t h i s  purpose.  The c u r r e n t  program r e p r e s e n t s  an ongoing 
e f f o r t  i nvo lv ing  f o u r  g r a n t s  which have a t o t a l  annua l  funding 
b a s e  of approximately $ 4 . 4  m i l l i o n  ( i n c l u d i n g  ove rhead) .  It i s  
n o t  p o s s i b l e  t o  p r e d i c t  t h e  l e v e l  of f u t u r e  funding  a t  t h i s  
t i m e .  Th i s  w i l l  be in f luenced  by t h e  amount of funds  a v a i l a b l e  
t o  t h e  D i v i s i o n ,  by t h e  o v e r a l l  merit of  p r o p o s a l s ,  and by t h e i r  
r e l e v a n c e  t o  t h e  program g o a l .  A v a r i e t y  of approaches  would 
be  r e spons ive  t o  t h i s  announcement; a c c o r d i n g l y ,  i t  is  an t i c ipa t ed  
t h a t  t h e r e  w i l l  be a range  of costs  among i n d i v i d u a l  g r a n t s  awarded 

2 .  R e l a t i o n s h i p  t o  t h e  Na t iona l  Heart, Lung, and Blood I n s t i t u t e  

The award of a SCOR g r a n t  w i l l  e s t a b l i s h  a s p e c i a l  c o l l a b o r a t i v e  
r e l a t i o n s h i p  between t h e  NHLBI and t h e  g r a n t e e  i n s t i t u t i o n .  To 
accomplish t h i s ,  a s c i e n t i f i c  program o f f i c e r  w i l l  be  des igna ted  
by t h e  NHLBI t o  work c l o s e l y  w i t h  t h e  s t a f f  of t h e  SCOR. The 
s t a f f  member w i l l  a d v i s e  t h e  SCOR about  t h e  I n s t i t u t e ' s  r e s e a r c h  
g o a l s  and w i l l  p a r t i c i p a t e  i n  d e c i s i o n s  a f f e c t i n g  t h e  l e v e l  of 
s u p p o r t ,  rebudget ing  of funds,  i n i t i a t i o n  of new p r o j e c t s ,  e t c .  
The program o f f i c e r  w i l l  c o o r d i n a t e  p l a n s  f o r  s p e c i a l  p r o j e c t s  
of mutual i n t e r e s t  t o  t h e  I n s t i t u t e  and t h e  SCOR and will a l s o  
c o o r d i n a t e  a c t i v i t i e s  among a l l  Hypertension SCORs. The 
program o f f i c e r  w i l l  make r e g u l a r  v i s i t s  t o  each  SCOR t o  e v a l u a t e  
p r o g r e s s  and t o  provide  a s s i s t a n c e  i n  a d m i n i s t r a t i v e  matters. 
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B .  Opera t iona l  A s p e c t s  

1. R e s p o n s i b i l i t y  of t h e  SCOR D i r e c t o r  

The SCOR d i r e c t o r  should  b e  a r e s p e c t e d  s c i e n t i s t  who can 
p rov ide  s t r o n g ,  e f f e c t i v e  s c i e n t i f i c  and a d m i n i s t r a t i v e  
l e a d e r s h i p .  The d i r e c t o r  w i l l  be  r e s p o n s i b l e  f o r  t h e  
o r g a n i z a t i o n  and o p e r a t i o n  of t h e  SCOR and f o r  communication 
w i t h  t h e  NHLBI on a l l  s c i e n t i f i c  and o p e r a t i o n a l  matters. 

2.  Within a SCOR 

Each SCOR w i l l  be r e s p o n s i b l e  f o r  deve loping  an i n d i v i d u a l i z e d  
r e s e a r c h  program t h a t  r e f l e c t s  l o c a l  i n t e r e s t ,  t a l e n t s ,  and 
r e s o u r c e s .  The r e s e a r c h  program f o r  each  SCOR w i l l  be 
e v a l u a t e d  a n n u a l l y  by an i n t e r n a l  rev iew board c o n s i s t i n g  
j o i n t l y  of s t a f f  members and o t h e r  e x p e r t  c o n s u l t a n t s  n o t  
p a r t  of t h a t  SCOR program. Th i s  board  w i l l  a d v i s e  t h e  SCOR 
D i r e c t o r  of i t s  assessment  of  p r o g r e s s  on c u r r e n t  p r o j e c t s  
and conduct a n  i n i t i a l  review of new i n i t i a t i v e s .  Although 
SCOR g r a n t e e s  w i l l  work w i t h i n  t h e  workscope of t h e  approved 
program, t h e y  w i l l  be encouraged t o  pursue  promising l e a d s  
i n c l u d i n g  p i l o t  s t u d i e s .  T h e  i n c o r p o r a t i o n  of a n e w  project 
i n t o  t h e  SCOR program w i l l  b e  cons ide red  by t h e  NHLBI and i t s  
a d v i s o r s  f o r  f i n a l  a c t i o n .  

The i n t e r a c t i o n  of s c i e n t i s t s  from v a r i o u s  d i s c i p l i n e s  w i t h i n  
a SCOR must be  more t h a n  a c a s u a l  one  brought about  by a mutual 

4-

i n t e r e s t  i n  "hyper tens ion ."  The active c o l l a b o r a t i o n  of t h e  
v a r i o u s  i n v e s t i g a t o r s  on p r o j e c t s  of mutual in terest  is  a 
n e c e s s i t y  f o r  a n  e f f e c t i v e  SCOR. I n  a d d i t i o n ,  t h e  n a t u r e  of 
t h e  SCOR concept w i l l  b e  g r e a t l y  enhanced i f  a l l  i n v e s t i g a t o r s  
are aware of  t h e  a c t i v i t i e s  of t h e  e n t i r e  program. To m e e t  
t h i s  need, each  SCOR should p l a n  t o  have seminars  i n  which 
s t a f f  members d e s c r i b e  t h e i r  own c u r r e n t  r e s e a r c h  a c t i v i t i e s  o r  
relevant work by o t h e r  i n v e s t i g a t o r s .  

3 .  R e l a t i o n s h i p  between SCORs 

An a c t i v e  c o l l a b o r a t i o n  between t h e  Hypertension SCORs i s  one 
of t h e  more impor tan t  concep t s  of t h e  NHLBI SCOR program. To 
accompl ish  t h i s  g o a l ,  SCOR d i r e c t o r s  w i l l  m e e t  t w i c e  a y e a r  t o  
rev iew p r o g r e s s ,  d i s c u s s  common i n t e r e s t s  and problems, and 
p l a n  c o l l a b o r a t i v e  e f f o r t s .  One a d d i t i o n a l  meeting a y e a r  
w i l l  be  a t t e n d e d  by key SCOR s t a f f ,  and o t h e r  i n v i t e d  i n v e s t i ­
g a t o r s  having mutual s c i e n t i f i c  i n t e r e s t s .  

The SCORs a l s o  w i l l  be encouraged t o  hold  workshops on t o p i c s  
of mutual i n t e r e s t  t o  SCOR g r a n t e e s .  The workshops, a l though  
planned by t h e  SCOR s t a f f ,  w i l l  p rov ide  an o p p o r t u n i t y  t o  i n v i t e  
o t h e r  s c i e n t i s t s  c a r r y i n g  o u t  hype r t ens ion  r e s e a r c h  r e l e v a n t  t o  

C U. S. GWERNMEN? PRINTING OFFICE 1978 281-233/13 
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SCOR a c t i v i t i e s .  A workshop could  be i n i t i a t e d  by a SCOR o r  
by t h e  NHLBI. The workshops and meet ings w i l l  h e l p  t h e  NHLBI 
assess c u r r e n t  problems, accomplishments,and needs i n  hyper-
t e n s i o n  r e s e a r c h .  They w i l l  a l s o  enab le  i n t e r e s t e d  members of 
t h e  s c i e n t i f i c  c o w u n i t y  t o  p a r t i c i p a t e  i n  and be kept  a b r e a s t  
of SCOR a c t i v i t i e s .  

V .  METHOD OF APPLYING 

A. Letter of I n t e n t  

The NHLBI should r e c e i v e  a le t ter  of i n t e n t  n o t  later than  t h e  
c l o s e  of bus iness  on March 3, 1979 ,  from a l l  p r o s p e c t i v e  a p p l i c a n t s .  
The I n s t i t u t e  r e q u e s t s  such let ters i n  o r d e r  t o  have a r easonab le  
estimate of t h e  number of a p p l i c a t i o n s  t o  be expected and t o  begin 
p lanning  f o r  t h e  review. A let ter of i n t e n t  i s  n o t  binding and 
w i l l  n o t  e n t e r  i n t o  t h e  review of any proposa l  subsequent ly  sub­
m i t t e d .  The le t ter  should b r i e f l y  d e s c r i b e  t h e  SCOR's o v e r a l l  
approach.  

Letters should  be addressed  t o :  

D r .  Char les  L.  T u r b y f i l l  
Review Branch 
Div i s ion  of Extramural A f f a i r s  
Na t iona l  Heart, Lung, and Blood 
Room 553, Westwood Bui ld ing  
5333 Westbard Avenue 
Bethesda, Maryland 20014 

B. Format f o r  App l i ca t ions  

I n s t i t u t e  

P roposa l s  for S p e c i a l i z e d  Centers  of Research should b e  submi t ted  
on form PHS 398, us ing  t h e  format o u t l i n e d  below. 

1. 	 T i t l e  Page: The t i t l e  should be "Hypertension S p e c i a l i z e d  
Center  of Research. I' 

2. 	 Table  of Contents :  This  should a f f o r d  qu ick  r e f e r e n c e  t o  
s p e c i f i e d  budgets ,  s e c t i o n s ,  e tc . ,  of t h e  a p p l i c a t i o n .  

3. 	 I n t r o d u c t i o n :  This  should be an  o u t l i n e  of t h e  proposed 
r e s e a r c h  o b j e c t i v e ( s )  of t h e  SCOR's c e n t r a l  theme and how 
a l l  i n d i v i d u a l  components of t h e  program relate d i r e c t l y  t o  
t h i s  theme. 

4 .  	Research P r o j e c t s :  Each proposed r e s e a r c h  a c t i v i t y  should 
be d e t a i l e d  s e p a r a t e l y  wi th  i t s  reques ted  budget.  For c l i n i c a l  
i n v e s t i g a t i o n  p r o j e c t s ,  t h e  cr i ter ia  f o r  s e l e c t i n g  p a t i e n t s  f o r  
t h e  s tudy  should be inc luded ,  as w e l l  as t h e  a n t i c i p a t e d  number 
of p a t i e n t s  t o  be s t u d i e d  annua l ly .  
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For expe r imen ta l  p r o j e c t s ,  t h e  hypotheses  on which they  are 
based,  t h e i r  r e l e v a n c e  t o  t h e  c l i n i c a l  s t u d i e s  ( i f  any are 
proposed) and t o  t h e  SCOR's g o a l s ,  and how t h e i r  p r o g r e s s  
w i l l  a f f e c t  o t h e r  SCOR a c t i v i t i e s ,  should be s t a t e d .  

The r e l e v a n c e  of each  p r o j e c t  t o  t h e  SCOR's c e n t r a l  theme 
should be  c l e a r l y  d e s c r i b e d .  The means of i n t e g r a t i n g  
a c t i v i t i e s  and d a t a  from s p e c i f i c  p r o j e c t s  w i t h  t h o s e  of 
o t h e r  p r o j e c t s  should  a l s o  be exp la ined .  

Any "core" a c t i v i t i e s  o r  " c e n t r a l i z e d "  l a b o r a t o r i e s  (i.e.,  
t h o s e  shared  by s e v e r a l  o r  a l l  i n v e s t i g a t o r s )  should b e  
d e s c r i b e d  t o  show how they  w i l l  suppor t  t h e  proposed r e s e a r c h .  
Core budgets  must a l s o  be  provided i n  d e t a i l .  

The p r o p o s a l  f o r  each  p r o j e c t  and c o r e  f a c i l i t y  must be 
d e s c r i b e d  i n  s u f f i c i e n t  d e t a i l  f o r  e x p e r t s  t o  assess i ts  
m e r  it . 

Format f o r  I n d i v i d u a l  P r o j e c t s  

T i t l e :  

Respons ib l e  I n v e s t i g a t o r :  
p r o f e s s i o n a l s  . 

I n c l u d e  o t h e r  primary c o n t r i b u t i n g  

S p e c i f i c  Aim: Inc lude  hypotheses  t o  be t e s t e d .  

Method of Procedure: D e t a i l e d  methodology needs  t o  b e  sub­
m i t t e d  on ly  when it d e p a r t s  from s t a n d a r d  p r a c t i c e .  However, 
i n  a l l  i n s t a n c e s  t h e r e  should  be s u f f i c i e n t  i n fo rma t ion  t o  
show t h e  i n v e s t i g a t o r ' s  g r a s p  of t h e  proposed methodology 
and a n  unders tanding  of i t s  p o s s i b l e  problems or l i m i t a t i o n s .  

S i g n i f i c a n c e :  Th i s  s e c t i o n  should i n d i c a t e  how r e s u l t s  
o b t a i n e d  w i l l  be  r e l e v a n t  t o  t h e  SCOR's primary theme and 
i n t e g r a t e d  w i t h  o t h e r  p r o j e c t s  i n  t h e  SCOR. 

P rev ious  Work by Respons ib le  I n v e s t i g a t o r s :  

Re la t ed  Ongoing Research;  To be funded from s o u r c e s  o t h e r  
t h a n  t h e  SCOR. 

5 .  

P r e v i o u s  Work by Others  : Summary, i n c l u d i n g  l i t e r a t u r e  
r e f e r e n c e s .  

Fac i l i t i e s  

a. Desc r ibe  f a c i l i t i e s  a v a i l a b l e  t o  t h e  SCOR. 

b.  For any proposed a l t e r a t i o n s  o r  r e n o v a t i o n s ,  i n c l u d e  l i n e  
drawings t o  demonst ra te  f e a s i b i l i t y ,  adequacy, and r e l a t i o n -
s h i p  t o  o t h e r  r e l e v a n t  f a c i l i t i e s .  (No funds  f o r  new 
c o n s t r u c t i o n  w i l l  be a v a i l a b l e  .) 

*' 
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6 .  

7.  

8. 

9 .  

c. 	 Descr ibe  t h e  geographic  d i s t r i b u t i o n  of space  and 
personnel  compris ing t h e  SCOR. Geographic proximi ty  
i s  d e s i r a b l e ,  bu t  n o t  mandatory. 

C e n t r a l  In s t rumen ta t ion  and Data Management 

a. Descr ibe  major i t e m s  of equipment a v a i l a b l e .  

b. 	 Descr ibe  and j u s t i f y  needs f o r  major equipment i n  terms 
of r e s e a r c h  t o  be accomplished. 

P a t i e n t  A v a i l a b i l i t y  ( i f  c l i n i c a l  s t u d i e s  are proposed) 

The p a t i e n t  popu la t ion ,  community phys ic i an  coope ra t ion ,  e t c . ,  
should be o u t l i n e d  and documented. 

Organiza t ion  and Admin i s t r a t ion  

a. 	 Descr ibe  t h e  a d m i n i s t r a t i v e  r e l a t i o n s h i p s  of t h e  proposed 
SCOR w i t h i n  t h e  sponsoring i n s t i t u t i o n .  

b.  	 I n d i c a t e  t h e  department o r  o f f i c e  of t h e  u n i v e r s i t y  which 
will have a d m i n i s t r a t i v e  r e s p o n s i b i l i t y  f o r  t h e  SCOR 
through i t s  d i r e c t o r .  

C - 	 Descr ibe  t h e  r e l a t i o n s h i p  of t h e  SCOR w i t h  o t h e r  d e p a r t ­
ments o r  r e s e a r c h  groups (Cen te r s ,  I n s t i t u t e s ,  e t c . ) .  

d -	 Speci fy  t h e  arrangements f o r  appo in t ing  a replacement  
SCOR D i r e c t o r  i f  t h e  need should arise. 

e. 	 Descr ibe  t h e  i n t e r n a l  and e x t e r n a l  procedures  f o r  monitor ing 
t h e  proposed r e s e a r c h  and p rov id ing  ongoing q u a l i t y  c o n t r o l  
and scient i f  i c  r e v i e w .  

Descr ibe  t h e  o r g a n i z a t i o n a l  framework of t h e  SCOR i t s e l f .  

g. I l l u s t r a t e  l i n e s  of r e s p o n s i b i l i t y  i n  t h e  SCOR f o r :  

Q a d m i n i s t r a t i v e  m a t t e r s  
o planning and conduct of r e sea rch  
o p a t i e n t  c a r e  ( i f  a p p l i c a b l e ) .  

Other  Research S u m o r t  

L i s t  -a l l  a c t i v e ,  pending,  .or planned r e s e a r c h  
a l l  p a r t i c i p a n t s .  While more than  one source  
be a p p l i e d  toward an i n v e s t i g a t o r ' s  r e s e a r c h ,  
funding f o r  a given p r o j e c t  i s  n o t  a l lowed.  
r e l i n q u i s h e d  should be c l e a r l y  des igna ted .  

suppor t  of 
of suppor t  might 
d u p l i c a t i o n  of 

Support  t o  be 
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10. 	 Budget: The budget must be p re sen ted  as fo l lows :  
(See NOTE on budget c a t e g o r i e s )  

a. 	 D e t a i l e d  f i r s t  yea r  budget f o r  each proposed r e s e a r c h  
or c o r e  p r o j e c t .  Th i s  should precede  t h e  r e l e v a n t  
p r o j e c t  p roposa l .  A summary budget f o r  a l l  y e a r s  of 
r eques t ed  suppor t  should a l s o  be inc luded .  

I f  c o l l a b o r a t i v e  e f f o r t s  o r  "purchased services'' are 
a n t i c i p a t e d ,  a l l  c o s t s  a s s o c i a t e d  w i t h  the t h i r d  p a r t y  
p a r t i c i p a t i o n  ( i n c l u d i n g  any a p p l i c a b l e  i n d i r e c t  c o s t s )  
should  b e  i temized  under  t h e  "Other Direct Costs"  budget 
ca t egory .  For d e t a i l s ,  p l e a s e  r e f e r  t o  The N I H  Guide 
for Grants and Contracts, V o l .  4 ,  No. 8 ,  September 1 9 ,  
1975, o r  c o n t a c t  NHLBI s t a f f .  

b.  	 D e t a i l e d  composi te  budget f o r  a l l  r eques t ed  suppor t  f o r  
t h e  f i r s t  y e a r .  

c. 	 Summary budget ,  by ca t egory  on ly ,  f o r  a l l  y e a r s  of 
r e q u e s t e d  suppor t .  [Budgets (b.) and (c.) above, should 
be  p l aced  be fo re  t h e  t e x t u a l  d e s c r i p t i o n  of t h e  SCOR 
proposa l .  1 

NOTE: Budget Ca tegor i e s  

A .  

B. 
C .  
D. 
E.  
F. 
G.  

H. 

I. 
J .  

Pe r sonne l  - L i s t  p r o f e s s i o n a l  and non-profess iona l  pe r sonne l  
u s i n g  t h e  format  i n d i c a t e d  i n  t h e  a p p l i c a t i o n .  

Consul tan t  S e r v i c e s  
Equipment - (a )  Purchase ;  (b) Ren ta l  
Supp l i e s  
H o s p i t a l i z a t i o n  Cos ts  ( i f  a p p l i c a b l e )  
O u t p a t i e n t  Cos t s  ( i f  a p p l i c a b l e )  
T rave l  - Support  f o r  bo th  domest ic  and f o r e i g n  travel may b e  

r eques t ed  by the a p p l i c a n t .  However, g r a n t  funds  f o r  
f o r e i g n  travel may be  expended on ly  upon s p e c i f i c  p r i o r  
approval  by the NHLBI. - S u f f i c i e n t  travel funds  should be  
budgeted t o  cover  t h e  c o s t  of SCOR meet ings.  (See s e c t i o n  IV.B .3 .  
"Re l at i o n sh i p  between SCORs ' I >  

A l t e r a t i o n s  and Renovations - A maximum of $75,000 may b e  r eques t ed  
du r ing  the e n t i r e  p r o j e c t  pe r iod .  

P u b l i c a t i o n  Cos t s  
Other  Direct Cos t s  

11. Biograph ica l  Ske tches :  

Each i n v e s t i g a t o r  p a r t i c i p a t i n g  i n  the SCOR should supply  a 
b i o g r a p h i c a l  ske t ch  and s e l e c t e d  b ib l iog raphy .  Complete 
b i b l i o g r a p h i e s  may be r eques t ed  a t  the t i m e  of review b u t  
need n o t  b e  included i n  t h e  a p p l i c a t i o n .  
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I f  a f a c e t  of t h e  proposa l  r e q u i r e s  f u r t h e r  d e t a i l e d  
d e s c r i p t i o n ,  i t  may be p laced  i n  an  appendix.  However, 
appendices  should be  kept  t o  a n  a b s o l u t e  minimum. 

C.  Submission of Proposa ls  

The o r i g i n a l  and twenty-four c o p i e s  of t h e  f u l l  SCOR a p p l i c a t i o n  
must be r ece ived  by June 8,  1979.  App l i ca t ions  should be s e n t  t o :  

D iv i s ion  of Research Grants  
Na t iona l  I n s t i t u t e s  of Hea l th  
Room 2 4 0 ,  Westwood Building 
Bethesda,  Maryland 20014 

The material should be c l e a r l y  i d e n t i f i e d  as a proposa l  f o r  a 
Hypertension Spec ia l i zed  Center  of Research. A 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  t h a t  i t  is submit ted 
i n  response  t o  t h i s  announcement. A copy of  t h e  cover ing  l e t te r  
should be s e n t  t o  D r .  T u r b y f i l l  (see addres s  g iven  i n  paragraph 
V.A.-"Method of Applying - L e t t e r  of I n t e n t " ) .  

V I .  CRITERIA FOR SCIENTIFIC REVIEW 

The a p p l i c a t i o n s  f o r  S p e c i a l i z e d  Centers  of Research s o l i c i t e d  i n  t h i s  
announcement w i l l  be eva lua ted  i n  n a t i o n a l  compet i t ion  wi th  each  o t h e r .  
I n i t i a l  review will be conducted by a primary review group of  predomi­
n a n t l y  non-Federal  c o n s u l t a n t s  w i t h  s e l e c t e d  s c i e n t i f i c  e x p e r t i s e  and 
may invo lve  a s i t e  v i s i t .  Secondary review w i l l  b e  by t h e  Na t iona l  
Heart, Lung, and Blood Advisory Counci l .  App l i can t s  w i l l  be  informed 
of the r e s u l t s  of t h e  compet i t ion  as  soon as p o s s i b l e  a f t e r  t h e  February 
1980 meet ing of t he  Counci l .  

The cri teria f o r  e v a l u a t i o n  l i s t e d ,  i n  o r d e r  of importance,  w i l l  i nc lude :  

A .  	 The s c i e n t i f i c  m e r i t  of  t h e  SCOR's primary r e s e a r c h  o b j e c t i v e  
( c e n t r a l  theme), i t s  importance t o  hyper tens ion  r e s e a r c h ,  and 
r a t i o n a l e  f o r  t h e  planned a t t a c k  on t h e  des igna ted  problems. 

B. 	 The s c i e n t i f i c  merit of each  i n d i v i d u a l  p r o j e c t  ( i . e . ,  t h e  
q u e s t i o n s  proposed, t h e  r e s e a r c h  des ign ,  t h e  methodology, and 
t h e  a n a l y s i s  and i n t e r p r e t a t i o n  of  d a t a )  and t h e  p r o j e c t ' s  
r e l a t i o n s h i p  t o  t h e  c e n t r a l  theme of t h e  o v e r a l l  p roposa l .  

C .  	 Wil l ingness  t o  work c o o p e r a t i v e l y  wi th  o t h e r  SCORs and t h e  
NHLBI (See I V .  A.2 and B . 3 )  
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D. 	 The a d m i n i s t r a t i v e  l e a d e r s h i p  a b i l i t y  of t h e  SCOR'Director, 
t h e  r e s e a r c h  competence of a l l  p r o f e s s i o n a l  pe r sonne l ,  p a r t i c u l a r l y  
t h e  SCOR D i r e c t o r .  

E. The I n s t i t u t i o n a l  a r rangements  f o r :  

1. i n t e r n a l  and e x t e r n a l  q u a l i t y  c o n t r o l  of ongoing r e s e a r c h  

2 .  a l l o c a t i o n  of funds  

3. day-by-day management 

4 .  SCOR seminar programs. 

F. The amount r eques t ed  i n  r e l a t i o n  t o  proposed r e s e a r c h  program. 

G .  I n s t i t u t i o n a l  commitment t o  SCOR g o a l s .  

H. 	 The academic and p h y s i c a l  environment i n  which t h e  r e s e a r c h  will 
be conducted. 

I. The I n s t i t u t i o n s '  a r rangements  f o r :  

1. prov id ing  c o n t i n u i t y  f o r  t h e  program 

2 .  f i s c a l  r e s p o n s i b i l i t y  i n  hand l ing  awarded funds.  

VII. 	 TIMETABLE FOR REVIEW 

A. Deadl ine  f o r  r e c e i p t  of letters of i n t e n t :  March 3 ,  1979. 

B. Deadl ine  f o r  r e c e i p t  of a p p l i c a t i o n s :  June  8,  1979. 

C .  	 Primary rev iew of a p p l i c a t i o n s  by a SCOR Ad Hoc S c i e n t i f i c  Merit 
Review Committee: J u l y  1979. 

D. 	 S i t e  v i s i t s  ( i f  r e q u i r e d )  and c o l l e c t i o n  of a d d i t i o n a l  i n fo rma t ion  
w i l l  be h e l d  between September and November of 1979 and t h e n  a second 
meeting of t h e  SCOR Ad Hoc S c i e n t i f i c  Merit Review Committee w i l l  be  
h e l d .  

E. 	 Secondary review by t h e  Na t iona l  Heart, Lung, and Blood Advisory 
Counci l :  February  7-9, 1980. 
A p p l i c a n t s  may expec t  t o  be advised  of t h e  Counc i l ' s  d e c i s i o n  on 
t h e i r  p r o p o s a l  about  February 18, 1980. 

F. P r o j e c t  beginning  d a t e :  December 1, 1980. 

.P 
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Quest ions  r ega rd ing  t h e  Hypertension SCOR Program should be  addressed  
t o  : 

Hypertension and Kidney Diseases Branch 

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

F e d e r a l  Bui ld ing  

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

Bethesda,  Maryland 20014 


Telephone: (301) 496-1857 

The s t a f f  w i l l  s t r i v e  t o  p rov ide  c o n s u l t a t i o n  t o  a l l  who d e s i r e  
i t  rega rd ing  p r e p a r a t i o n  of t h e  a p p l i c a t i o n  o r  on any o t h e r  matter 
r e l e v a n t  t o  t h e  SCOR Program. However, t h e  i n a b i l i t y  t o  p rov ide  
s t a f f  c o n s u l t a t i o n  cannot  j u s t i f y  e x t e n s i o n  of t h e  d e a d l i n e  f o r  
r e c e i p t  of  a p p l i c a t i o n s  o r  any o t h e r  s p e c i a l  c o n s i d e r a t i o n .  
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REQUEST FOR RESEARCH GRANT APPLICATIONS: RFA NIH-NHLBI-DHVD-79G-F 

STUDIES ON THE EFFECTS OF HYPERTENSION AND 

VASOACTIVE AGENTS ON THE VASCULATURE, 

NATIONAL HEART, LUNG, AND BLOOD INSTITUTE 

The D i v i s i o n  o f  Heart and Vascular  Diseases o f  t h e  N a t i o n a l  Heart, Lung, and 
Blood I n s t i t u t e  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  r e s e a r c h  on mechanisms 
l i n k i n g  i n c r e a s e d  blood p r e s s u r e  and v a s o a c t i v e  a g e n t s  t o  v a s c u l a r  damage, 
r e f l e c t e d  as abnormal v a s c u l a r  s t r u c t u r e  o r  f u n c t i o n .  The r e s e a r c h  
could i n v o l v e  a l a r g e  v a r i e t y  of s t u d i e s  t h a t  might s e r v e  t o  d e f i n e  t h e s e  
mechanisms. 

This  t ype  o f  r e q u e s t  ( t h e  RFA) i s  u t i l i z e d  when t h e  Div i s ion  wishes t o  
s t i m u l a t e  i n v e s t i g a t o r  i n t e r e s t  i n  a p a r t i c u l a r  r e s e a r c h  area t h a t  is 
important  t o  t h e  I n s t i t u t e ' s  Na t iona l  Program. Unlike t h e  RFP (Request 
f o r  P r o p o s a l s ) ,  t h e  RFA i d e n t i f i e s  t h e  scope o f  t h e  D i v i s i o n ' s  i n t e r e s t  
bu t  does n o t  r e q u i r e  t h a t  p roposa l s  conform t o  narrowly s p e c i f i e d  r e s e a r c h  
p r o t o c o l s ,  r equ i r emen t s ,  o r  methodology. Support  w i l l  be  provided through 
t h e  customary N I H  grant- in-aid b u t  i t  d i f f e r s  from o t h e r  r e s e a r c h  g r a n t s  
i n  i t s  g o a l  o r i e n t a t i o n .  While i t  is expected t h a t  each o f  t h e  s u c c e s s f u l  
a p p l i c a n t s  w i l l  p l a n ,  d i r e c t ,  and execu te  h i s / h e r  own r e s e a r c h  program, 
t h a t  program and any s u b s t a n t i a l  m o d i f i c a t i o n s  must be mutual ly  agreed 
upon by t h e  p a r t i c i p a n t  and t h e  Na t iona l  Heart, Lung, and Blood I n s t i t u t e .  

The p r e s e n t  RFA i s  f o r  a s i n g l e  compe t i t i on  w i t h  a s p e c i f i e d  d e a d l i n e  of 
A p r i l  6 ,  1979 ,  f o r  r e c e i p t  of a p p l i c a t i o n s .  The review of a l l  a p p l i c a t i o n s  
i n  response t o  t h i s  RFA w i l l  be  arranged by t h e  N I H  D i v i s i o n  of Research 
Grants .  A p p l i c a t i o n s  should b e  prepared i n  accordance w i t h  the a i m s  and 
requirements  which are d e s c r i b e d  i n  t h e  fo l lowing  s e c t i o n s .  T h i s  RFA 
does not i n  any way i n t e r f e r e  w i t h  t h e  freedom of i n v e s t i g a t o r s  t o  app ly  
for  r e g u l a r  r e s e a r c h  g r a n t s  i n  t h e  customary manner i n  t h i s  o r  i n  r e l a t e d  
f i e l d s  of i n v e s t i g a t i o n ;  however, two i d e n t i c a l  a p p l i c a t i o n s  cannot  b e  
under c o n s i d e r a t i o n  a t  t h e  same t i m e .  Funded a p p l i c a t i o n s  w i l l  be  ad-
m i n i s t e r e d  by the Hypertension and Kidney Diseases Branch of t h e  D i v i s i o n  of 
Heart and Vascular  Diseases. 

The announcement's i n fo rma t ion  i s  o u t l i n e d  as fo l lows :  

I. PROGRAM SPECIFICATIONS 

A. Background Information 
B.  Goal and Scope 
C. Mechanism of Support  
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11. METHOD OF REVIEW AND C R I T E R I A  FOR REVIEW 

A. Review Procedures  
B .  Review Cr i t e r i a  

111. METHOD OF APPLYING 

A .  Letter o f  I n t e n t  
B.  A p p l i c a t i o n  Format 
C.  A p p l i c a t i o n  Procedure 

I f  you have any q u e s t i o n s  r e l a t e d  t o  t h i s  announcement, you should c o n t a c t  
M r .  Armando Sandoval o f  t h e  Hypertension and Kidney Diseases Branch, 
NHLBI,  te lephone:  (301) 496-1857. 

W e  hope t h a t  t h i s  RFA and p a r t i c i p a t i o n  i n  t h e  program w i l l  b e  o f  i n t e r e s t  
t o  you. 

I .  PROGIWY SPECIFICATIONS 

A .  Background Information 

The Hypertension Research Program of t h e  D i v i s i o n  of Heart and 
Vascular  Diseases s u p p o r t s  m u l t i f a c e t e d  approaches t o  the problem 
of hype r t ens ion .  Through g r a n t s  and c o n t r a c t s ,  i t  s u p p o r t s  
i n v e s t i g a t i o n s  on many research a s p e c t s  of h y p e r t e n s i o n ,  e .g . ,  
b e h a v i o r a l ,  c i r c u l a t o r y ,  endoc r ine ,  n e u r a l ,  r e n a l ,  etc.  The 
p r o j e c t s  r ange  from s t u d i e s  of blood p r e s s u r e  r e g u l a t i o n  t o  
development of d i a g n o s t i c  and t h e r a p e u t i c  measures.  While the 
e f f e c t s  of h y p e r t e n s i o n  and v a s o a c t i v e  a g e n t s  on t h e  v a s c u l a t u r e  
are p r e s e n t l y  be ing  i n v e s t i g a t e d  w i t h  a v a r i e t y  o f  approaches,  
t h e r e  is a need f o r  n e w  i n s i g h t s  i n t o  t h e  mechanisms Linking 
i n c r e a s e d  blood p r e s s u r e  and /o r  v a s o a c t i v e  a g e n t s  t o  v a s c u l a r  
damage. 

Experiments i n  t h i s  area have r e v e a l e d  a number of s t r u c t u r a l  and 
f u n c t i o n a l  d i f e r e n c e s  i n  h y p e r t e n s i v e  and normotensive v a s c u l a t u r e s  
which have been i n t e r p r e t e d  as v a s c u l a r  damage caused by t h e  
h y p e r t e n s i v e  s ta te .  There is a c o n s i d e r a b l e  amount o f  l i t e r a t u r e  
r e l a t i n g  v a s c u l a r  i n j u r y  t o  h i g h  a r t e r i a l  p r e s s u r e .  I n  g e n e r a l ,  
many of t h e  v a s c u l a r  compl i ca t ions  of hype r t ens ion  approximately 
p a r a l l e l  t h e  level and d u r a t i o n  o f  blood p r e s s u r e ,  and hype r t ens ion  
a p p e a r s  t o  i n t e r a c t  w i th  o t h e r  r i s k  f a c t o r s  i n  inducing v a s c u l a r  
i n j u r y .  A l ower ing  of blood p r e s s u r e  w i l l ,  f o r  t h e  most p a r t ,  
a m e l i o r a t e  o r  p reven t  t h e  development of some of t h e  v a s c u l a r  
changes from hyper t ens ion .  However, s i n c e  t h e  s t r u c t u r e  and 
f u n c t i o n  of t h e  normal blood v e s s e l  o r  of i t s  damaged c o u n t e r p a r t  
a re  n o t  w e l l  understood,  t h e  mechanisms involved have n o t  been 
d e f i n e d  and l i t t l e  is known o f  t h e  s p e c i f i c  mechanisms by which 
h y p e r t e n s i o n  may i n j u r e  t h e  v a s c u l a t u r e  and enhance a t h e r o g e n e s i s ,  
o r  how a n t i h y p e r t e n s i v e  the rapy  impacts  on t h i s  p rocess .  
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With r e s p e c t  t o  v a s o a c t i v e  a g e n t s ,  t h e  concept  t h a t  subs t ances  
such as a n g i o t e n s i n  11, catecholamines,  k i n i n s ,  and p r o s t a g l a n d i n s  
i n f l u e n c e  v a s c u l a r  p e r m e a b i l i t y  and induce v a s c u l a r  l e s i o n s  i n  
hype r t ens ion  is  n o t  a new one. Recent ly  though, i n t e r e s t  i n  t h i s  
r e l a t i o n s h i p  h a s  been s t i r r e d  by s t u d i e s  sugges t ing  t h a t  e l e v a t e d  
a n g i o t e n s i n  11 can be v a s c u l o t o x i c .  A need e x i s t s  t o  d e l i n e a t e  
t h e  e f f e c t s  on t h e  v a s c u l a t u r e  o f  bo th  n a t u r a l l y - o c c u r r i n g  s u b s t a n c e s ,  
such as hormones, as  w e l l  as o t h e r  a g e n t s  such as h y p e r t e n s i v e  
and a n t i h y p e r t e n s i v e  drugs.  

There are  a l s o  r e c e n t  s t u d i e s  which have l i n k e d  immunological 
changes t o  hype r t ens ion ,  v a s o a c t i v e  a g e n t s ,  and v a s c u l a r  damage. 
However, c a u s e  and e f f e c t  r e l a t i o n s h i p s  have n o t  been f i r m l y  
determined.  

It is o u r  hope t h a t  d e f i n i t i o n  of t h e  m u l t i p l e  a d v e r s e  e f f e c t s  
of hype r t ens ion  and o f  v a s o a c t i v e  a g e n t s  on t h e  v a s c u l a t u r e  
w i l l  l e a d  t o  a b e t t e r  understanding o f  o n e  of t h e  major 
consequences of t h i s  p u b l i c  h e a l t h  problem. 

B.  Goal and Scope 

The g o a l  o f  t h i s  RFA is t o  focus  r e s e a r c h  e f f o r t s  on mechanisms 
l i n k i n g  hype r t ens ion  and v a s o a c t i v e  a g e n t s  t o  v a s c u l a r  damage. 

S i n c e  r e l a t i v e l y  l i t t l e  is known about  these mechanisms, t h e  
scope  of t h i s  RFA i s  f l e x i b l e  i n  o r d e r  t o  accommodate a v a r i e t y  
of p r o p o s a l s  t h a t  would be p o t e n t i a l l y  r e spons ive .  In t h e  l i g h t  
o f  t h i s  g o a l ,  s u i t a b l e  models of hype r t ens ion  ( i n c l u d i n g  man) 
may b e  used; the injury-prone ( i n c l u d i n g  a t h e r o s c l e r o s i s - p r o n e )  
p o r t i o n s  o f  t h e  v a s c u l a t u r e  may be i n v e s t i g a t e d ,  and a t t e m p t s  
should b e  made t o  d e f i n e  and q u a n t i t a t e  t h e  "damage" o r  " in ju ry"  
observed. A l l  t y p e s  of hype r t ens ion  may b e  s t u d i e d .  I n v e s t i g a ­
t i o n  could r ange  from measurement o f  b u l k  p r o p e r t i e s  of t h e  v e s s e l  
(e.g., the thickness of the a r t e r i a l  w a l l )  t o  measurements of 
s p e c i f i c  chemical components (e .g . ,  ca l c ium i n  t h e  r e g u l a t i o n  
of c o n t r a c t i o n ) ,  and i t  may be  concerned w i t h  t h e  v a s c u l a r  endo­
thel ium, t h e  ce l l s  and c e l l  p roduc t s  o f  t h e  int ima o r  media, o r  
t h e  i n t e g r a t e d  s t r u c t u r e  and f u n c t i o n  o f  t h e  v e s s e l .  It may 
a p p l y  t o  l a r g e  o r  s m a l l  a r ter ies  o r  a r t e r i o l e s  b u t  s t u d i e s  
l i m i t e d  t o  t h e  v a s c u l a t u r e  of t h e  h e a r t  a re  n o t  a p p r o p r i a t e .  
A v a r i e t y  of d i s c i p l i n a r y  approaches are  p o s s i b l e .  I f  t h e  
e f f e c t s  o f  d r u g s  are t o  be s t u d i e d ,  t h e  main t h r u s t  of t h e  
p roposa l  should c o n c e n t r a t e  on mechanisms l i n k i n g  hype r t ens ion  
and v a s o a c t i v e  a g e n t s  t o  v a s c u l a r  damage. S i n c e  t h i s  i s  a 
ve ry  complex r e s e a r c h  area, i n t e r d i s c i p l i n a r y  c o l l a b o r a t i o n s  
are encouraged. A proposa l  should r e f l e c t  t h e  r e s e a r c h  
s t r e n g t h s  o f  t h e  i n v e s t i g a t o r ( s 1  r a t h e r  t han  a t t e m p t  t o  
e x p l o r e  a l l  conce ivab le  parameters .  

-
C .  Mechanism o f  Support  

The s u p p o r t  mechanism f o r  t h i s  program w i l l  be  t h e  g ran t - in -a id .  
I t  w i l l  d i f f e r  from t h e  u s u a l  r e s e a r c h  g r a n t s  i n  i t s  goa l  
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o r i e n t a t i o n .  While i t  is  expectcd t h a t  each s u c c e s s f u l  a p p l i c a n t  
w i l l  p l a n ,  d i r e c t ,  and execu te  h i s / h e r  own r e s e a r c h  program, t h e  
program and any s u b s t a n t i a l  m o d i f i c a t i o n s  i n  i t  must b e  mutua l ly  
agreed  upon by t h e  p a r t i c i p a n t  and t h e  Na t iona l  Heart, Lung, 
and Blood I n s t i t u t e .  

Although t h i s  program i s  inc luded  and provided f o r  i n  t h e  
f i n a n c i a l  p l a n s  f o r  f i s c a l  y e a r  1980, award of  g r a n t s  pursuant  
t o  t h i s  r e q u e s t  i s  con t ingen t  upon t h e  u l t i m a t e  r e c e i p t  of  
a p p r o p r i a t e d  funds f o r  t h i s  purpose.  A v a r i e t y  of approaches 
would r e p r e s e n t  v a l i d  responses  t o  t h i s  announcement; a c c o r d i n g l y ,  
i t  i s  a n t i c i p a t e d  t h a t  t h e r e  w i l l  b e  a r ange  of c o s t s  among 
i n d i v i d u a l  g r a n t s  awarded. However, t h i s  r e q u e s t  i s  n o t  in tended  
f o r  t h e  suppor t  of p roposa l s  t h a t  would o r d i n a r i l y  be  cons ide red  
Program P r o j e c t s  o r  Cen te r s .  App l i can t s  are reques t ed  t o  f u r n i s h  
t h e i r  own estimates of t h e  t i m e  r e q u i r e d  (up t o  3 yea r s )  t o  a c h i e v e  
t h e  o b j e c t i v e s  of t h e  proposed r e s e a r c h  p r o j e c t .  The earliest 
s t a r t i n g  d a t e  t h a t  can b e  r eques t ed  i s  September 30, 1979. Near t h e  
end of t h e  p r o j e c t  p e r i o d ,  renewal p roposa l s  f o r  f u r t h e r  i n v e s t i g a ­
t i o n s  may b e  submi t ted  f o r  compe t i t i ve  review.  Curren t  p o l i c i e s  
and r e g u l a t i o n s  which govern r e s e a r c h  g r a n t s  of  t h e  N I H  w i l l  p r e v a i l .  

11. METHOD O F  REVIEW AND C R I T E R I A  FOR REVIEW 

A.  Review Procedures  

Upon r e c e i p t ,  a p p l i c a t i o n s  w i l l  b e  reviewed f o r  t h e i r  respons ive­
n e s s  t o  t h e  s p e c i f i c  o b j e c t i v e s  d e s c r i b e d  i n  t h e  announcement. 
I f  a n  a p p l i c a t i o n  is judged unrespons ive ,  t h e  a p p l i c a n t  w i l l  b e  
con tac t ed  and g iven  an  oppor tun i ty  t o  withdraw t h e  a p p l i c a t i o n  
o r  t o  submit  i t  f o r  c o n s i d e r a t i o n  i n  t h e  t r a d i t i o n a l  r e s e a r c h  
g r a n t  program of  t h e  N I H .  

The i n i t i a l  review of  a p p l i c a t i o n s  w i l l  b e  a r r anged  by t h e  N I H  
D iv i s ion  of  Research Grants .  P roposa l s  i n  r e sponse  t o  t h i s  
s o l i c i t a t i o n  w i l l  b e  reviewed on a na t ionwide  b a s i s  i n  compe t i t i on  
w i t h  each o t h e r .  I n i t i a l  review w i l l  b e  conducted by a group 
composed p r i m a r i l y  of  non-Federal  s c i e n t i f i c  c o n s u l t a n t s ;  secondary 
rev iew w i l l  b e  by t h e  Na t iona l  Heart, Lung, and Blood Advisory 
Counci l .  App l i can t s  w i l l  b e  informed o f  r e s u l t s  of t h e  compe t i t i on  
as soon as p o s s i b l e  a f t e r  t h e  September 1979  meet ing of  t h e  Counci l .  

B .  Review Criteria 

The major f a c t o r s  cons idered  i n  e v a l u a t i n g  each a p p l i c a t i o n  are 
g iven  below: 

e 	 The r e l e v a n c e  and s i g n i f i c a n c e  of  t h e  proposed 
approach t o  t h e  g o a l  desc r ibed  i n  t h i s  announcement. 

e 	 The s c i e n t i f i c  m e r i t  of  t h e  proposa l :  t h e  q u e s t i o n s  . 
proposed f o r  s t u d y ,  t h e  r e s e a r c h  d e s i g n ,  t h e  methodology, 
t h e  a n a l y s i s ,  and i n t e r p r e t a t i o n  of d a t a .  

-us 



NIH Guide for Grants and  Contracts 

Vol . 7, No. 1 9 ,  December 15 ,  1978 Page F i  f t y - n i  ne 


e The r e s e a r c h  e x p e r i e n c e  and competence o f  t h e  a p p l i c a n t s  
t o  c a r r y  o u t  t h e  proposed i n v e s t i g a t i o n s ,  i n c l u d i n g  e x p e r t i s e  
i n  t h e  d i s c i p l i n e s  t h a t  t h e  s t u d y  may r e q u i r e .  

e 	Adequacy o f  t i m e  ( e f f o r t )  t o  b e  devoted t o  t h e  p r o j e c t  
by i n v e s t i g a t o r s  and t e c h n i c a l  s t a f f .  

e Adequacy o f  c o l l a b o r a t i v e  arrangement(s1 i f  a p p l i c a b l e .  

e Adequacy of e x i s t i n g  and proposed f a c i l i t i e s  and r e s o u r c e s .  

e The c o s t s  i n  r e l a t i o n  t o  t h e  scope  o f  t h e  p r o j e c t .  

111. METHOD O F  APPLYING 

A. Letter of I n t e n t  

P r o s p e c t i v e  a p p l i c a n t s  are asked t o  submit a one  page le t ter  
of i n t e n t  which i n c l u d e s  a b r i e f  s y n o p s i s  of t h e  proposed 
a r e a ( s )  o f  r e s e a r c h .  T h i s  le t ter  should b e  s e n t  no l a te r  than  
Janua ry  1 2 ,  1979, t o :  

D r .  Cha r l e s  L. T u r b y f i l l  

Review Branch 

D i v i s i o n  of Extramural  A f f a i r s  

N a t i o n a l  Heart, Lung, and 


Blood I n s t i t u t e  
N a t i o n a l  I n s t i t u t e s  of Hea l th  
Room 553, Westwood Bu i ld ing  
Bethesda, Maryland 20014 

The I n s t i t u t e  r e q u e s t s  such let ters o n l y  t o  p rov ide  an  i n d i c a t i o n  
of t h e  number and scope of a p p l i c a t i o n s  t o  b e  r ece ived .  A 
le t ter  of i n t e n t  is n o t  b ind ing ,  i t  w i l l  n o t  e n t e r  i n t o  t h e  
review of any proposal subsequently submi t t ed ,  and i t  is  n o t  
a requirement  f o r  a p p l i c a t i o n .  

B. A p p l i c a t i o n  Format 

A p p l i c a t i o n s  should b e  submit ted on form PHS 398, t h e  a p p l i c a t i o n  
form f o r  the t r a d i t i o n a l  r e s e a r c h  g r a n t .  The conven t iona l  
p r e s e n t a t i o n  i n  format and d e t a i l  f o r  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  should be used,  e n s u r i n g  t h a t  t h e  p o i n t s  i d e n t i f i e d  
under t h e  Review Criteria are f u l f i l l e d .  A s t a t emen t  from 
c o l l a b o r a t o r s  ( i f  any) i n d i c a t i n g  t h e i r  w i l l i n g n e s s  t o  work and 
i n t e r a c t  i n  t h e  p r o j e c t  should be inc luded .  

C. A p p l i c a t i o n  Procedure 

The r e c e i p t  date f o r  a p p l i c a t i o n  is b e f o r e  5:OO p.m. EST on 
A p r i l  6 ,  1979. The o r i g i n a l  and twenty-four ( 2 4 )  c o p i e s  o f  
the 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 :  
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D i v i s i o n  of Research Grants  
Na t iona l  I n s t i t u t e s  of Hea l th  
Room 2 4 0 ,  Westwood Bu i ld ing  
5333 Westbard Avenue 
Bethesda ,  Maryland 20014  

The words "RESPONSE TO RFA NIH-NHLBI-DHVD-79G-F" must b e  typed 
i n  bold  l e t te rs  a c r o s s  t h e  top  of t h e  f a c e  page af t h e  a p p l i c a t i o n .  

-
It i s  impor tan t  t h a t  a b r i e f  cove r ing  let ter 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  t h a t  i t  i s  i n  r e sponse  t o  t h i s  RFA - S t u d i e s  on  
t h e  E f f e c t s  of  Hypertension and Vasoac t ive  Agents on t h e  Vascu la tu re .  
A copy of t h e  cove r ing  l e t t e r  should  b e  s e n t  t o :  

Hypertension and Kidney Diseases Branch, DHVD 

Nat iona l  H e a r t ,  Lung, and Blood I n s t i t u t e  

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

Federa l  Bu i l  d ing  

Bethesda,  Maryland 20014  



